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ADA PP (anti-drug antibody)
CTD common technical document
ELISA B G Z IE YL (enzyme-linked immunosorbent assay)
FDA KEREIESF (Food and Drug Administration)
VEGFR-2

M N R HEFE IR 752 254K 2 (vascular endothelial growth factor receptor
2)
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271 HEYEFNFHRBRRUOBEETS 55HE

2711 BTERUEE

7 Ly~ 7 (IMC-1121B ; LY3009806) (%, % PN A HEFEIN 15 24K 2 (vascular
endothelial growth factor receptor 2 : VEGFR-2) (ZX}3 5542t MUE ) 7 o —F LHRT
&Y, VEGFR-2 OHMifash KA A EFEETHZ LKLY, EEM/NREIZI T 2 &
HEEETD, ZLVASTE, 4 RORYXTF RENLRD, TEh 446 O T
2 BREEN DR D EEE () 2ARAKRO 214 HOT S BB D HEEH () 2 A
THERL S VD, o EITK) 147 kDa Th 5,

TG - B A xS L Lioghag - 2R FNE - AEOZEEITHR 5 KGR FIH — 54 HK
WHEE (LLF, AHGE) ik, FMEER 2 38k [14T-MC-JVBB (IMCL CP12-0920,
RAISE) (LLF, JVBB) KO I4T-IE-JVBY (IMCL CP12-1029) (LLF, JVBY) Bl |
ZEEE 4 B [4T-IE-JVBF (IMCL CP12-0919, REACH) (LLF, JVBF) . I4T-IE-
JVCB (IMCL CP12-1033) (LL'F, JVCB) . I4Y-IE-JCDB (IMCL CP20-0801) (LLF,
JCDB) J& O I4T-IE-JVBH (IMCL CP12-0709) (LAF, JVBH) #Bk] %M\ 7=, JVBY
J OV JVBH #Ri%, BEA xR e Loyl oGS R7GARRRE (LT, PRI 08
BhE UTRRICHRH L TW 5, MIEIFGER: OMEE 2 55 1.13.1 BT 5,

27111 HFIBEHKAEME
2015 4F 3 AREAC, ARR S e i i AN HIE R EERE DN B DZE X720,

271111 BEREREERTHEAL-HHF

BRAREER ] L7 7 A3 b~ 7 EIT, RS/ WERRELOC-A GO 3 D
DR HEE [FrEA AL B KON C (CO KO C1) ] °HiE L7, JVBB, JVBF,
JVCB. JCDB. JVBH KO} JVBY BB CiZ7nt 2 Co THLE L2 AMH L7z (5%
2.7.1.1-1 oMk 2.7.14-1) . JVBHRBRTiZ, 7mEX B CTRIELZFEEBMEHLZ, K
IS EN AR CHER L7 T AL~ 78K O BEBIE A 3% 2.7.1.1-1 IZ5R T,
T A RA ORE W BN S T rt A C2 TR L7 FE ORAIOMRIX, 7o
A CO CHLE L7z KR ORI L RIC Th D, e R CO K C2 DRI, /[H
BHEIZOWTIE, AIRIRGERFOMEE (55 2.7.1.1.1 RO 2.7.1.1.4 ) (TR LTz,

Z DA O ARFRER Tl A U 72 S5 o0 B Jig I K OVl i FH AN DTk, FI1ETH R IR
OME (552.7.1.1.21H) TR LT1-,
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£2711-1 ABFCEFNIERERTEALLS LV THEIDEERBE

Process Manufacturing Clinical Use Clinical Studies
History
B Jun 2005 to Feb 2006 ~ Phases 1,2,and 3 I4T-IE-JVBH (IMCL CP12-0709)
Co Aug 2007 to Jul 2012 Phases 1,2,and3  I14T-MC-JVBB (IMCL CP12-0920;
RAISE)
[4T-MC-JVBF (IMCL CP12-0919;
REACH)

I4T-IE-JVCB (IMCL CP12-1033)
14Y-IE-JCDB (IMCL CP20-0801)
I4T-IE-JVBH (IMCL CP12-0709)
I4T-IE-JVBY (IMCL CP12-1029)

Abbreviation: IMCL = ImClone.

27112 EMERFHABRD T E L RN
FIEIREERE 2> B DL B2\, ML, PRl HGERF O (55 2.7.1.1.4 1H) (TR LT,

27113 DT EDE

MiE+FR 7 L~ 7REX, NU T — hINTEEFRLENEE (enzyme-linked
immunosorbent assay : ELISA) Z{iH L CHIE L7 (& 2.7.1.1-2) . s, -
- - ke CBRRROVNY F— R Eni, B
X, WIEREERFOMEEE (55 2.7.1.1.5 ) (TR Lz, 7288, ARETIE, 6272 HTHERE
RTERBR A R RICEERT D,

Fo. AV T ROEDOREY SN38 BEDSHIENY F— a Ui RE R
2.7.1.4-4 (TR,

£2711-2 FEFTEVHERABRETLEZBRARTEALLZILERS LV

T ITRESE
Assay (Analytical Laboratory) Study
Identifier
Modified bioanalvtical assa JVBB (RAISE)
JCDB
Method Validation Report Project 3555 Method Validation Report JVCB
Project 3555-2b, Method Validation Report Project 3555-3¢, and JVBF (REACH)

Method Validation Report Project 3555-4d

Project 3555 contains the original method validation, Addendum 1, and Addendum 2.
Project 3555-2 contains Addendum 3, Addendum 4, and Addendum 1 Note to file.
Project 3555-3 contains Addendum 5.

Project 3555-4 contains Addendum 6.

o6 o e

271131 MEFRS LI TERESHE (Modified assay)

svBB, JcpB, JveB & 0* JVBF & cix, [ty F—v v e mRLE
ELISA (Modified assay) TILIEH T A~ T IEZRIE LT1Z, KEONY F— 50
R Oz EMEIC B DM OFERINTES 5.3.1.4.1 TH [ E £ 3555 (WIRR. fiE 1 &OY 2)
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3555-2 (fliE 3. 4 K OWIE 1 ORE) | 3555-3 (il 5) KOr 3555-4 (fifi 6) 1 (TR
L7z, 2B, 209 bAEE 3555, 3555-2 KON 3555-3 (ZA)[EIHGERF common technical
document (CTD) DZIEFVH 5.3.1.42 H, 5 53.1.4.3 T O 5.3.1.4.4 BIZEAHFE 2
TH DM, KHFER S THIE 6 TH D 3555-4 BN L7=728, BHIRfF LT,

2714 HIZMEF T LN~ T REOESHEROHEH L-BEERRR & (£
2.7.1.42) WRNZEDHIEDNNY F—3 3 URERER (3£2.7.14-3) 257,

27114 WMSLVLITHE GEDRE) 9%
MiEF OH M PR (anti-drug antibody : ADA) DL, 4 BEOT7 Fo—F(2k b
W B ELISA THIE L7=,

2.7.1.1.41 A== RUREEE

IMiEH ADA JREEIT, SR ELISA THIE L7z (& # : BAL-12-061-099.02-REP, #]]
[ FHEHIE CTD D% 5.3.1.4.6 FUZHMY) o RRH 2 237 B OSIRMEICEE LTk, KE
RinEFM R (Food and Drug Administration : FDA) D74 K5 A > [Assay Development
for Immunogenicity Testing of Therapeutic Proteins (FDA 2009) ] [Z#U T AU F— |k L7z,
FEAE, MR RSO (55 2.7.1.1.52.1 ) TR LT,

271142 HFRAESITE

54 BRI TIX. T AL~ T OIEMALELIC IS T 2 AR (J772> 5 VEGFR-
2) LTLVNARTOREE) T RLUT 4 U IHET v A THIE L, PRk
R L7 (53 © BAL-12-061-125.01-REP, #J[EIF5§R: CTD D% 5.3.1.4.7 HITHR
1) o WWERAZ N7 EOREFERMEIZE L T, FDA O A FZ A > [ Assay
Development for Immunogenicity Testing of Therapeutic Proteins (FDA 2009) | [Z#E L T/
U7 =k U7, REMNE, FIRIHGERF OB (55 2.7.1.1.5.2.2 ) (R LT,

2712 (EAcOEBEROEY
T LU~ T OEYIRFIFRBRII S LT euy,

2713 L£HEBREZEL TCOERDLLE BT
T LU 7 OEYIRFIFRBRII SR LT ey,

2714  ffx
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Study ID Drug Product Lot Number Drug Product Date of Drug Substance Batch Drug Substance Place of Manufacture
Manufacture Number(s)
Formulation B
I4T-IE-JVBH 07C00016 Feb-07 05E00455 e
(IMCL CP12-0709)
07C00017 Feb-07 05E00455 e
Process C0
RAISE; 09T00562 Nov-09 505360 I
I4T-MC-JVBB
(IMCL CP12-0920) 10T00599 Feb-11 506203 ]
10C00616 Jan-11 506189 I
11C00005 Feb-11 506204 I
C1300129 Mar-13 601906 I
REACH; 09T00562 Nov-09 505360 I
I4T-MC-JVBF
(IMCL CP12-0919) 09C00563 Dec-09 505376 ]
10C00209 Jul-10 506015 I
10C00616 Jan-11 506189 I
C1300129 Mar-13 601906 I
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Study ID Drug Product Lot Number Drug Product Date of Drug Substance Batch Drug Substance Place of Manufacture
Manufacture Number(s)
MTAE-IVED 10C00616 Jan-11 506189 I
(IMCL CP12-1033)
14Y-IE-ICDB 08T00300 Sep-08 100234 I
(IMCL CP20-0801)
10T00390 Aug-10 506007 I
11C00005 Feb-11 506204 I
MT-IE-IVBH 08T00300 Sep-08 100234 I
(IMCL CP12-0709)
MT-IE-IVBY 09C00563 Dec-09 505376 I

(IMCL CP12-1029)
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£27142 bt FOLEFERSLIILIT THMZE (Modified assay) E#
Assay Analytical Study Identifiers Assay Method Calibration Curve Quantitative Inter-assay Inter-assay
Laboratory Principle | Version Range (ug/mL) Range Accuracy Precision
(ng/mL) (% RE) (%CV)
Modified 14T-IE-JVBB (RAISE) ELISA Original 0.8 to 100 1.9 to 54 -249103.9 49t017.4
Bioanalytical Assay (ImClone Report CP12-0920) Addend 1 0.8 to 100 2.5 to 54 -18.1t0 -6.6 49t011.2
(Project 35554, Addend 2 1.25t037.5 2.5t027.5 -9.3t0 -3.6 2.7t08.5
Project 3555-2b, 14T-IE-JVCB ELISA Addend 2 1.25t037.5 2.5t027.5 -9.3t0-3.6 2.7t08.5
Project 3555-3¢ (ImClone Report CP12-1033)
and Project 3555-44) I4T-IE-JVBF ELISA Original 0.8 to 100 1.9 to 54 -24.9103.9 49to0 17.4
(ImClone Report CP12-0919) Addend 1 0.8 to 100 2.5 to 54 -18.1 to -6.6 49t011.2
Addend 2 1.25t037.5 2510275 -9.3t0 -3.6 2.7t08.5
14Y-IE-JCDB ELISA Addend 2 1.25t037.5 2.5t027.5 -9.3t0-3.6 2.7t08.5
(ImClone Report CP20-0801)

Abbreviations: Addend = Addendum; CV = coefficient of variation; ELISA = enzyme-linked immunosorbent assay; LLOQ = lower limit of quantitation; RE = relative error;

ULOQ = upper limit of quantitation.

Project 3555 contains the original method validation, Addendum 1 (LLOQ revised), and Addendum 2 (ULOQ revised).

Project 3555-2 contains Addendum 3 (long-term storage stability data), Addendum 4 (drug interference check), and Addendum 1 Note to file.
Project 3555-3 contains Addendum 5 (additional long-term storage stability).

Project 3555-4 contains Addendum 6 (additional long-term storage stability).
Formerly known as

ote: The calibration curve range included anchor points beyond the quantitation range.

Zo oo os
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£2714-3 EFLEFSLIVILIIFHEEDNY T—2 3 VIEREH
Method/Validation Validation Range In‘te‘r-Assay Inter-Assay Stability Data
Method Date (ug/mL) Precision (%CV) Accuracy (%RE)

Modified Bioanalytical | Original issue 1.9to 54 49t017.4 -249t03.9 5 freeze-thaw cycles at approximately -70°C; 24 hours at
Assay, Method/ | 20 Dec 2010 room temperature; 21 months at approximately -20°C and
Dec, 2010 Addendum 1 2.5 t0 54 4910112 -18.1 t0 -6.6 for at least 42 months at approximately -70°C
(Project 3555, 06 Jun 2012
11:“’!“: ;222;2 , | Addendum? 2510275 271085 9310-3.6

rojeet 5000-" an 03 Jan 2013

Project 3555-4¢)

Abbreviations: CV = coeff cient of variation; RE = relative error.

Formerly known as

o o0 oe

Project 3555 contains the original method validation, Addendum 1, and Addendum 2.
Project 3555-2 contains Addendum 3, Addendum 4, and Addendum 1 Note to file.
Project 3555-3 contains Addendum 5.

Project 3555-4 contains Addendum 6.
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®27144 AN/ THURVSN-IBRENTED/N) T— 3 VRERER
Method ID/Validation Compound | Analytical Study Assay Quantitative | Inter-assay Inter-assay Stability
Date Laboratory Identifiers Principle Range (ng/mL) Accuracy Precision
(%RE) (%CV)
120047VRLC _EII R1 Irinotecan and JVCB LC/MS/MS Irinotecan Irinotecan Irinotecan Irinotecan

SN-38 1 to 500 -8.35t0-3.70 | <3.74 4 hours benchtop stability

(ice bath); 5 freeze/thaw

SN-38 SN-38 SN-38 cycles at approximately
0.1 to 20 -8.00 to -2.30 | <6.52 -20°C and approximately

-70°C; up to 5 days at
approximately -20°C and up
to 206 days at approximately|
-70°C long-term storage
stability

SN-38

8 hours benchtop stability
(ice bath); 5 freeze/thaw
cycles at approximately
-20°C and at approximately
-70°C; up to 26 days at
approximately -20°C and up
to 206 days at approximately|
-70°C long-term storage
stability

Abbreviations: CV = coefficient of variation; LC/MS/MS = liquid chromatography-tandem mass spectrometry; RE = relative error.




LY3009806 272 FRRIEEAR
YA T LY REEHER GRS - ERE)

Y4 5 LY REHER 100 mg
Y4 5 LY RiERER 500 mg

2.7.2 ERPFRFEIEHER

BEA—54 1)) —#H%A=tt



LY3009806 272 FRRIEEAR
YA T LY REEHER GRS - ERE)

B

2.7.2  FEIREEFEZRER oottt 2
2721 TG B LML ..ot 2
2.7.2.1.1 BN REERER OMEBR oottt 2
2720101 T Z DU RO oot 4
272112 TAIILT T DIRENEE oo, 4
2.7.2.1.2 E%ﬁl—ﬂ”ﬁﬁﬁ ............................................................................................. 4
27213 IR TE B — BT OB .ot 4
2.7.2.1.4 ﬁ%ga&imﬁ%ﬂ ......................................................................................... 5
27215 GETZ JFPE DML .ottt ettt 6
27216 B T e ee et e et e et e et e e e e e e et ettt e ettt ee et 6
2.7.2.2 A8 2 DFRBRIE FE DD BEHT oot 7
27221 HEIETER AT D FRBR oottt ettt 7
272211 JVCBFRBR (IMCL-CP12-1033) .oocovoeeiceeieieeeseeeee e, 7
27222 PDBEISERIIIT LD FRBR oot 8
272221 JVBB#ER (IMCL-CP12-0920) ...cocooooiiiieieceeeeeeieee s 8
272222 JVBFFREE (IMCL-CP12-0919) ...ovioeieeeieereeeeeeeeeseereeeeseeseeeseeeneeean 9
272223 JCDBFRER (IMCL-CP20-0801) ...ccccoovviiviirciieiereeisiseeeeiessene e, 11
27223 B R ERFZRER ..ottt 12
272231  FEFEEAEFIZRBR oo, 12
2.7.2.3 AFRER A L T OOREFD ELHE & T oot 13

27231 J A N— KA MENTICE D T Ly~ T OyEhie T
A B DB oot 13
27232 FREE FH BB BEIEAT oot er et en e en e eenaees 14
2.7.2.321  REERTEEPIBIHEEFME oo 15
2.7.2.32.2 BB B e, 16
2.7.2.322 1 AT oot 16
2.7.2.32.2.2  FFBEAE oot 17
2723223 m*;&%’* ............................................................................................... 17
2723224  PERI, BB OUATE oot 17
2.7.2.3.2.25 Eb‘%% (CHZRA VS ZREL) oo 17
27233 MR R B — BUSEHT (JVBB ZRER) oo 18
272331 WEEE-BUS (A0 ST (VBB ERER) e 19
2723311  Kaplan-MeIer ¥ ...ccooiiieieiiieicecteeeeeeee e 19
2.7.2.33.1.2  COXTET /b eotoeeeeeeeeeeeeeeeee oo 25
2723313 T IEABEFL~ Y TF U I REFYMOENT ... 28
272332 WREFEE-FUS (ZERME) T QVBBERER) e 30
2723321  HFFERBUDIE (FEBFE) oot 32
2723322  EIMEBIEEEG e 36
2.7.23.3.23  JETT (FEBEE) oo et ee et 36
2.7.233.24  TIT (PT) oottt 36
2723325 EEFEROBEGFIE e 37
2.7.2.33.25.1 T INT LT et 37
2.7.2.3.3.252 FOLFIRIFEEE oottt 37
2.7.2.3.4 FERRTEARIL ..ottt 39
272341  FHIEEERTRBR .ooooooeeeeeeee et 39
2.7.2.34.2 JVBBRRER CF HAHEERIRER) oo 40
2.7.2.4 BERIZRTRER oottt 40
2.7.24.1 BOFE TN ettt ettt 40

272411 ERBRZE L CORERMETMAER e, 40



LY 3009806 2.7.2  [ER BB
Yo T NP GREI - E)

272412 IVBBRERIZISIT D G0 A SRS B e, 45
27242 TIEFNED T B v~ 7 OFEENREIZ BAE TR s 45

272421 JIVBBRBRIZEIT H0IE RN T AL v~ 7 QY ENREIC KT T
122 LTS 45

2.7.2.4.2.2 JVBF kB F A REIRIMED T L L~ 7 OIRYE) KIES
B ettt ettt 46

272423 JCDB J OV IVCB BRI 35 1T D fEJFNER T A b~ 7 DI E)
WKl iﬂ“ﬁ?*ﬂ“ ........................................................................................ 47
27243 ﬁw“ JEPE DL EVEIT BAE T I oo, 47
272431 JVBB %ﬁ%ﬁa:jsﬁ Do JFE N BRI T TR e, 47
2.7.2.4.4 o U ME DN I AT T EEZEE e 48
2.7.25 R ettt ettt ettt 48
2.7.25.1 JVBB iRBR D Z DD FRIENE ..o 48
2.7.252 JVBF iRBR D Z DM D FRIENAE ..o 49

2.7.25.2.1 Child-Pugh % iETEI”I“bW L— N AIZEY T D BEDZ DM
D FRIENEE T = oottt 49
2.7.25.2.2 Child-Pugh A*E’CEFT“%)? L— FNBIZEYTLHEEHEDT LY

IV T DIFRINENAE T = H oottt 50
27253 JCDB #BR D Z DD EEIDENFE ... 52



LY3009806

2.7.2 FEPREREEAER

YA T LF AR G - B

BE—E
W& EE EFR

ADA anti-drug antibody

ALT 77=r 73/ 87 A7 =7 —+E (alanine aminotransferase)

AST TANGX BT I ) 8T A7 27—+ (aspartate
aminotransferase)

AUC M5 A — BFE B NS (area under the serum concentration versus
time curve)

AUCp_co 0 R[> & MERRIRER & T oo iE B — REE h# T (area under
the serum concentration time curve from time zero to infinity)

Cave SESITE IR (average concentration)

Cave,ss TERIRERIC T 5 MG H#RE  (average serum concentration at
steady state)

CL 27 U7 7 A (total body clearance)

CLer I VT F =221 T F A (creatinine clearance )

Cmax e Mg R (maximum serum concentration)

Cax,ss EEIREBICBIT A S METIEE  (maximum serum concentration at
steady state)

Crin BARMIEH I (minimum serum concentration)

Crnin, 1 WEE G- AK ML R (minimum serum concentration following
first dose)

Chnin,ss TEFIREIZRB T B M E T #EE  (minimum serum concentration at
steady state)

Ccv @R E (Coefficient of variation)

DLT FEHIFE7EME (dose limiting toxicity)

ECOG Eastern Cooperative Oncology Group

FOLFIRI AV )T ARV F— "IN TN VARKRYF— T L+

5-7)vAua T ir

folinic acid

R F—br DA oh, IR F—b Ly 7h LREY F—
N RIS

FU 7NA v w7 v (fluorouracil)

IgG1 9% 7' 17 1Y > Gl (immunoglobulin G1)

18Y BRI Z %) (inter-patient variability)

IRR HEAWZEE S Ut (infusion-related reaction)

ITT intent-to-treat

IVRS/IWRS interactive voice/web response system

mFOLFOX-6 modified FOLFOX-6 (A %4V 7 I F+R Y F—rhLv b /L
RAEVF— "INV T L+5-T AT L)

MOF H IR D Fe/IMiE (minimum value of objective function)

NCA J v aoR— kA2 MiEHNT (non-compartmental analysis)

PD H#E1T (progressive disease)

PopPK FHEMZEYENRE (population pharmacokinetics)

PR W53 72%h  (partial response)

PS performance status

PT HARGE  (preferred term)

Q a =k A K27 U7 7 A (inter-compartmental clearance)

SD “Z7E (stable disease)

ti/2 THR Y (half-life)

TE-ADA treatment emergent anti-drug antibody
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VEGF & N B2 H#95#[K 7~ (vascular endothelial growth factor)

VEGFR M N B2 H85EIR 152 254K (vascular endothelial growth factor receptor)
Vi ez X— R A2 DA% (central volume of distribution)
Vi KR /N— K A NDO4HiARFE (peripheral volume of distribution)
Vss TEFARIEIZ I 5 A FE (volume of distribution at steady state)

AV )T Hh XAV 27 T R & LT 180 mg/m2 & V72

ARYF— A0 | HEIZARY F— h & LT 400 mg/m2 & 7z
T A

VAKRYF—F | HEIZVAKRY F— K& LT200 mgm2 % Hu iz
TN T I

272 ERPREIEER
2721 EERUHEE

55 2.7.2 HTIX, zlsEE%* IBWCEHli L7277 A3 b~7 (IMC-1121B ; LY3009806) O
ERARSEBE OB 27" 37, 5 2.7.2.1 THIZ K%@%ﬁ%@wﬁ B 5 1 — SR AT DAL
M ERE OB, S RO, Ofim 2 ~d, 5 2.7.2.2 HIZ #% [EN S ES
& L72%hHE - R, L - HEOLE TR A AR FE - MEATAKRAE (LT, A
%)T%%ﬁ@@%ﬁﬁ@%#éﬁﬁ@b%\ﬁﬁ%ﬂ%kbtwﬁwim%mﬁm
i (AT, WIEIRES) RRICREEH ORRIRERBRICOW Tl 2 OB RO BN EZ 7R L,
Z DD HLEWFEAERRBRIC OV TIEER 2.7.2.23.1 IS T 5, Fi2. #2723 HT

2RBEZE L COMREOE & MEHTIC OV TELEL, lﬁ%.%%@ﬁg (population
pharmacokinetics : PopPK) FEATHE . (5 2.7.2.3.2 ) | MR & — ROCEITRER (58
2.7233H) MOHERERM (55 2.7234H) ([ZoWCEHTH, DT, 5 2.7.24.1
T HPE TP DOV TGS L7 R A Fe#d 2,

27211  EVBEHABROMES

ARHFE T, 5 I HEERRERO 2 3Bk [[4T-MC-JVBB (RAISE) (LA, JVBB) K&
OY 4T-IE-JVBF (REACH) (BAF. JVBF) &) KOV 1 FHEGRARHUER 2 38R [14T-IE-
JVCB (LLF, JVCB) KUY I4Y-IE-JCDB (UL T, JCDB) #lk] O 7 L~ 7 O3EY)H)
T — X /IR T 5, 2nboiRrER 2.72.1-1 [ZRT, 723, K4T-IE-JVBH
(LLF, JVBH) J& O MT-IE-JVBY (BAF. JVBY) #lBREHE  AHGEICE DTN, Hi%
R IR G R ICBERR N T d D720, MIRIGERFOMZE 255 1.13.1 JHIZHRA L,
ZH LT,
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27211 KRB THITRET 55 LV TOEYEET— 2 HM§ S F-ERREER
Study Code Population Study Characteristics Dose Regimen of Ramucirumab, Description of
(location in CTD) [Primary Objective] Route of Administration and PK Data
Formulation [Npk]
RAISE Metastatic colorectal cancer Phase 3, placebo-controlled randomized, double-blind | 8 mg/kg, Q2W, I.V. Process C0 Sparse
14T-MC-JVBB study of ramucirumab in combination with FOLFIRI [512]
(CP12-0920) [efficacy]
REACH Hepatocellular carcinoma Phase 3, placebo-controlled randomized, double-blind | 8 mg/kg, Q2W, I.V. Process C0 Sparse
[4T-MC-JVBF study of ramucirumab monotherapy [315]
(CP12-0919) [efficacy]
I4T-IE-JVCB Solid tumors Phase 2, open-label, single-arm study ramucirumab in | 8 mg/kg, Q2W, I.V. Process C0 Intensive
(CP12-1033) combination with FOLFIRI [25]
[PK, drug-drug interaction]
14Y-IE-JCDB Metastatic colorectal cancer Phase 2, open-label, randomized study of modified 8 mg/kg, Q2W, L.V. Process CO Sparse
(CP20-0801) FOLFOX-6 alone or in combination with either [10]

ramucirumab or LY3012212
[efficacy]

Note: Study I4T-IE-JVBH (JVBH; IMCL-CP12-0709), and I4T-IE-JVBY (JVBY; IMCL-CP12-1029), supporting the use of ramucirumab in combination with FOLFIRI for the
treatment of second-second-line metastatic CRC, have been provided in a prior gastric cancer submission(s).
Abbreviations: CRC = colorectal carcinoma; FOLFIRI = treatment regimen consisting of irinotecan 180 mg/m2, folinic acid 400 mg/m2, and 5-fluorouracil as 400 mg/m?2 bolus,
then 2400 mg/m?2 continuous infusion on Days 1 and 2; FOLFOX-6 (modified) = treatment regimen consisting of oxaliplatin 85 mg/m?2 as I.V. infusion over 2 h, folinic acid

400 mg/m?2 as 1.V. infusion over 2 h, and 5-fluorouracil 400 mg/m2 as 1.V. bolus over 2-4 min, then 2400 mg/m?2 as 1.V. infusion over 46 h; 1.V. = intravenous; Npg = number of
patients with PK data; PK = pharmacokinetics; Q2W = every 2 weeks.
Note: AV /T HOMEIX. AV 77 H U EEEAFE LT 180 mgm2 #H\W e, AU F— Iy AOMEIZX, AU F—h&E LT 400 mgm2 ZH 7,
VARAKRY F— by AOMEIE, VAFRY F— K ELT200mg/m2 % iz,

1) Folinic acid & LT, JVBB#ERTIEA Y F— FZ /L7 A 400 mg/m2 ZfEH L7, JVCB &X' ICDB
ZEELEN, R T =M T AR AFEARFARREGEILVARY F— M D 5200 mg/m2 ZfEH L7z,

HRERTIX, AV F— ST A 400 mg/m2 AT 5
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5 L FREGIREBR O 2 38k [JVBB (K515 - EMEE) K OVIVBF (HF#RRasE) sBR] KON
% 1 MEEERBRO 1 38 (JCDB #Bt) <Tit, PEaRmic L vzl L7, Zh
5 3 RBRTIE, ET T AV~ T REDOTBHEEL £ LD, fHlx OIRBRFEREE
IZFCHEE L7, JVBB KON IVBF RER TR LT T A b~ 7 ORYBRET — # 1%, o
BROT Ly~ T OIRYBIET — 5 LA LT, PopPK fRHT 21T -7, 72, JVBB i
BRCRbnieT — % 2 W CIRE & — ROSHIT 21T - 72, PopPK AT & OMEEE & — B
FRHT OFEMIZARE 2 L—3 a3 2 PK MORERIGREEEE (66 53351 H) [IRLE,

JVCB &R Tld, SEERRIMIC & 0 slB 28 L7z, JVCB &R CiX, 7 A b~ 7
WAV TR OO SN-38 DIEMENFE T A —F % ) a3 — KA Mg
BT (non-compartmental analysis : NCA) CHH L7,

272112 SLIILY TDEYENGE

PopPK MRS BIC K W HEE LT T 2~ 7 DI EFE /N T X — & DR [
FREL (Coefficient of variation : CV) %] 1%, 7 U7 7> & (total body clearance : CL)
73 0.015L/Ah (30%) . EHFIRMEIZIIT D04 AFE (volume of distribution at steady state :
Vso) 23 5.4L (15%) . {HIEH (half-life @ t1,) 2% 14 H (20%) Th o7z, FLIL
~ 7 OIEYEhREIC A B LT T R RIS e o T,

27212 EWHEEEAR

JVCB RBRTIE, T L2~ T OGN AY 7T 5 o RO ORFEY SN-38 DFE
WEREIC RIS R LG Lz, TOME, HEMELZAY /70 KT SN-38 @
area under the serum concentration time curve from time zero to infinity (AUC(.co) M UV i
15 R (maximum serum concentration : Cpay) 1%, FOLFIRI &5 [A4 VU 2 7 v
180 mg/m2, ARV F— K7 A 400 mgm2,/ LARAKY S — KA A 200 mg/m?2,
5-7 A v w7 v (5-fluorouracil : 5-FU) 400 mg/m2 (S FFIRIN$ES) | 5-FU
2400 mg/m2 (Day 1 ~2 IZFfif RN G) 1 1T 23 n~T7 2 &G LI & &
FOLFIRI iEDH &G Lz & & CREThH o7z, T/ _FBTEAMEOLL (7 L1
~ 7 Z %5 /FOLFIRI JRIED Bz 5) 13, A4V /7 72 Tk AUCh.0 2 0.93

(90%(ZHEX[H : 0.83~1.05) . Cpmax 7% 1.04 (90%{EHX[HA : 0.97~1.12) . SN-38 TiZ
AUCq_c07 0.95 (90%(FHEPXH : 0.88~1.04) | Cpax 2% 0.97 (90%{F XA : 0.85~1.12)
TdH Y, FOLFIRIEEDFH T T, ZAVA~T1EA Y )T 5 ROZ O SN-38 O
TR ME S 2o Tz,

27213 BRBE—RICHETOMER

T LIV T OUEEE R L — OGN & OV MR AR & o B & fst
T 572, JVBB B TR L2 T — & & I CIg i B — UGN & 520 L7-, A hiE
AR PR S (T R I R OV A AP M & O e, Rt MR EIC X, T A v
~ TRECORBLEIEN S%LLET, 2O 7TvAREELD 2% 2B TENP-T27L— R 3
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ULOFEESD 3 F£5 [P EkBAE (A « s EREEESE RO (HE
FE) ] W=, TR [JEAGE (preferred term : PT) ] 1 Bl DSy TidE 5720
S 7275, JVBB REBR CRBE AN E N T2, BEMIHIEE L L TNAz, &5IC
JVBB #RERATD T AL~ 7 KO FOLFIRI $IEDAIEA OB 5 (B 5EH], X
FARTR) RO TG IR W T SRRl & U, WREE &0 UL EER I 2
LT,

WRER BSOS CHRhE) AT CIE. 7 A3 b~ T OF N L IRGE EIZBEEENTED 5
N, 7 v~7 8mgkg &5 Tlt, 7A/»v7@%$5@ﬁm HEWERME (2
AAFIIE R O A AP IT]) b LT, E7o. T AV~ 7 O R & A
Je ORI AL AT & OB T, AR TR e OVIES B AR A7 I ) & R 21
BIRDSFED DN DON—AT A VRFEZRE L%, FEHFRICHEE Th o7z,

7 V— R 3 LLEOHRERBAIE AR ORREEGIT, 7L ~7 OREEEOH

M L7z, L2xL, Zb— K 3L EoEm/EpEh#EsEg, 71— K 3 @rﬁ (f}u
A KO L—R 3 LLEOTH (PT) OFRBEIE L T L~ 7 Ol 2 B
RO BRI,

T AV T EREEE T RE TR, KBREELZ R TAREE LTI AV LT
BIEHOEBEIENE D> T2, TAVIIV~ TIRBRE T AV~ 7 EE, KETEE IR
EDORNTHA LR BEMEITGERO Do T, 7 AV~ 7 EIREEEZ /R T BETIX
(IR E B2 R 338 & H_ T, FOLFIRI FEDO S KA OF 5 H (S 5L ﬂiﬂ
KEE) DEIGNE T, TV~ T EgEE Y R THRE T, 5-FU o5 F1koE|
BRENoTe, TEVNTTOBRBEEEAY )T A ROBRYF— I T AORSE
Hk & ORITH B 237 BREMEITER D H Lo 7z,

JVBB iR H AR NEM Clrd2/E A ST B 7 o Kaplan-Meier iR 1T
L3V~ 7 0 minimum serum concentration at steady state (Cppings) @ —0NHE (A ARANLE
FCD Chings & FRAETH T 72 2 BF) M CHIREIZ/BEL . WREEED ST ERAF M
XT B AR NMER T 5 2 E AR S, BARNEFORE & KIS (Fa)
FRNTIZ DWW TIXRERM & FEROMEAAED Dz, BEE— UG (Z4aet) ffricon
T, HKA®WW@i@%hT%D%E%uﬁmﬁfé_ki?%ﬁ#ot%@@
T LV T OGRS & LA A EESORBUCH D e BN IR
D HT. HRANEFTLEMEICHT 2B KRT D rREHR N e E 2 b,

27214 HAERTEOHEH

JVBB iR Tld, RN - EREEEIZT LA~ 7 8 mgkeg & 2 MIC 1 [El&5
L. BHBRRRXT7 4y b VRIT TR T 7 A NNIPRENTZ, LTeB-> T, BiiGEE LT
NNV AR T AFF VT ITFoROT oA TP RFEHNT LD —RIGHRE ICHE
U 7= 8a ki G - IR R ISk 5 . FOLFIRI SERIEDF I G0 T Ly L~ 7 OHElE
% - AR, (9253 b~7 Smykg & 2 HWEIC 1 #5455 LEELRL,

B, BARNBEICKT HHELERAE - AR, UTOEDERER ORI EF T &
HIEMELRTHDLEEZ LN,
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o JVBY REROFEA S FOLFIRI FEFARFD T Lo~ 7 OFEYEREIZ, HAAN
ESNEANTRBETH -T2,

e  PopPK fENTHERACHEASWTHEE L72T Ay~ 7 OgFE RIS, HAAN ESNE A TH
Tholz,

e JVBB R BR TOAARNER OB & — S (AR TR RTIE, 753 0~7
DIEFE B EOWEM CIROWENIZ AT RGO S E AN MER 3 5
LV 2R L FEEROBRMARD bive, BEE—S (Zelk) fEHriconT
X, BARANDEFIEIIR 5N TE Y EEMICHGRTT 5 2 LI TERhoTzb DD,
T L~ T O E & ZAMFHNTEE & LA A EFGOFRELCH b ) e B

FRRD b T, AARANERCTLEMIIITT D2EEN I RT D aletEiRn e &2 6
niz,

e JVBB R TOHARNEF O EA LM OIER N REMEFRE CThH 722 &
R EERAMICHET D L. BARANENTHREN L RKICT LA v~ T OF 8
DR TE L R, o, ZEMIIAARNER L 2ER Tl BTl
RCholz (F273HKOE 274HSH) |

27215 SRERMEOBE

AHFEICBIT DT A~ T OGmERMIT, JVBB il a Gt 23 o7 — & THREt
Lto_h®@Q3ﬁﬁ?7bv»v7%&5§ﬂk%ﬁ%M8W@5E\ﬂ&%%ﬂ%
SRR FHME L. 2095 2890 | TT A~ TEGHOT — 28 1 B ELLETE
bz, Rzl L Tl L2k R, 517 L2 v~ 78k (anti-drug antibody :
ADA) PR ENT=EBE., 7LV~ T7IZxT 5P (treatment emergent-ADA : TE-
ADA) DB TH o 7o GEMIZ, FIERREREOMZE (5F 2.7.1.1.522 H) 2S5 H]
F O FRIHE SR S BF OFIGITM< . JVBB #BROFR LAk TH o7, T4
. B, FLEE. TR M OSSR/ NIt R 2 e R & L 7o 5 T AR R IR AR O
RELFEETHoTZ,

ADA NMBH S BE OB EBMMEN-T2720, ADA BT AL v~ 7 OIRYENEEIZ K
ET B OV TImATT b ive o7z VBB KN IVBF#RER) . 7 AL~ T7 DR
FEIRME & 2P O BENE TR D bR o T (JVBB RER) . ADA R S EIE M
B olofedd, T LI~ T7 ORIEIFMENG I RIE T RBICBE T T 1TV o
AR TH I L TV Ruy,

27216 &k

o PopPK fEHTOFER. T L~ T OEWBEE ST A — X OEMELE (CV%) 13,
CL 7% 0.015L/h (30%) \Vgﬁ>54L (15%) . 28 14 B (20%) ThH o7z, 7 A
NS T ORI A B e R I T A BRI RIS &N o T,

o PopPK fEMT DRGSR, HilG « EREEF 6 LT FOLFIRUVEIEHH T CTT L~ T
8 mg/kg & 2AMNC 1A% G L= &, 7L~ T OBREEOBINCE - TRAET
T R OV AR FR I R OFE R 23380 BTz, DRER & & A7 I K OV i A 77
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I & OBEM IR, A I e OV A A I & BRI A B R BIfR YR
ODNTBEEDON—AT A VRFZHELIES, Mt FRICHE Th o T,

. 7A/wv78mwg%2 A 1B G L& &, 7 L— K 3 DL EosfrHEkEd
JE GREEE) OFBESIT. T30~ 7 OREREONN L BN v,
7v—b3uk®mmfﬁk$ﬁ 7 L— R 30T (e KO7Lr—1F 3L
EOTHI (PT) OFRBENEGITOWTIE, 7 A~ 7 Oz & & BN R b
ot

o TAUVILTT T, BREEHCORT L~ T OREGEE L BEEMENED ST,
FOLFIRI #&{ETld, BEIEH], HEKOKRIEL T AL~ 7 ORI BIENMED R
DHiL, BEHIE T AV~ T OREEEOBLEMEIL 5S-FU IZO A billc,

e T ALY~ L FOLFIRI BEAHFEG LIz &, T~ T OIFHEEGITA Y
VT A OV DG SN-38 DIEMENRBIC B2 RIT S RN L RE ST,

o HARMERERG - EMRE A ICX L C FOLFIRI EIFH T T7 Ay b~ 8mgkg % 2
N 1 BEIFIRN &G 5 TG - HEE, PR R OBIRICA 2> Z 2 Th
D, Bif72_x7 4 b VAT T 774 VERLT,

o TAVARTOEWEITEIL, HAANEHAEANTHE TH -7 GUBRM L LW
PopPK fi##T) . BREEE—SUGSOREMR S B ARNEH & 2L TREROMM 2 ZE0 b
Too Flo. AARNEROBEREAFYROLER P 2EMEFARE THoTZ i E

BEHNTEIRT 2 & AARNERTH R & FRRIC T b2~ 7 O HIFF
TEXAHZENRBEINT, o, BEMITIANER L 2EFATBBLARKTH
o7 LTeMRo T, BARNEE T 2HERENE - FHET, KEROEKIMN &R &
THZENRYTHDHEBZx BN,

o SRERMEDOFHIAIS 23 MR EKIZI W T, PRFUAD I S BEOEIEIT 1%
KiiTH o7z, £/, IVBB BT ADA D SN - EBEOEIA X, B, s,
A g K ONFE/ N L AT s AR & b G & U 7= oD 28 T AR AR 3B D 5 5 & [RIERIZ AR
Mmolz, 728, ADA PR SN2 EBEOEENE>T7272D, ADA BNT AL~
T DOIEYEREIZ KT B OWTUIR W T2 Z L T&E o7 (JVBB KXY
JVBF &) . 7LV~ T OmERNELZEEOBEMEITRO b ol
(JVBB &) .

2.7.2.2 B~ DHBRBERDER
27221 SEEHRIMIZ K SHEHER
272211 JVCB&#E (IMCL-CP12-1033)

JVCB FRERIE, AEVERITE DY MER) S0 U0 20 VRIRIE AY 20 WA T SR [ T e FE A & K 42
K\Hmmu%&ﬁ@?Avw77&5ﬁ4U/?ﬁy&@%mﬁ%%SN%@%%@
REICRITTBEZNT 5 2 L2 A E Lo, WA, ShaskdtF. FEE/MR. &F 1 FEER
ﬁ&f&oko%1%47»?@Fmﬂm%%(4U/Tﬁ/%aﬁ)@&%&ﬁbto
%2#%&»?@?Aywvf%&ﬁbk&\Kmmﬂﬁﬁ%&ﬁb\?Aywvfk
FOLFIRI EIEDRIZ 60 7y DBIZERFM AR E Lz, A U /7 1 >} O SN-38 D IR Eh a7
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FrAaEHX, % 1 %1 2L (FOLFIRI @ik #A) KO 2 A 7 ) (FOLFIRI &L+ 7
Ly~ T) OFHBRMEH% 0. 2. 2.5, 3. 3.5, 4. 5. 6, 8, 10, 22, 25, 28, 31, 34,
48, 72, 96 J TN 168 FERICERI L7z, T L~ 7 OIRMBREAET HECEHT. 55 2 ¥ o
7 NEEGBBAS D2, -1, -0.5, 0, 2, 3. 4, 5, 8, 10, 25, 48, 72, 96, 168, 264 &}
336 IF[#] [ U 7 7 1 & GBIARE R (1O T Ao~ 7 HRE R OHIC 1 R OBl
B D) & t=0 & L7=] I[ZHER L7,

25 GlDBEDT =2 ZHNT, TLIL~THEFRGH% (23 A7L) TOF LY
N~ T OEMEET — X D NCA Z#EfE L7, JVCB RBRIZB VT, ZAvL~vT
8mgkg G LT EDT LI~ T OIWBIHENRT A — X &K 2.723-1 1277, 2
P A7)V Day | O5% (FOLFIRI IEDEG-HI) DT LI~ T D ty, ORI FEE
X, 6 B (HGPH : 4.17~883 HIE) THY CLIT/NE o7z GR(TFEHIME - 0.0226 L)
FTo. Vgs OBMELHEIL 4500 THY, 7 A< 7 BMBEIMNEFRIC oML TWD Z
EWTRBENT, AV T KDY SN-38 DIRMENEET — Z 1T K-S < SRR B AR FEm
AERIEEE 2.7.2.23. 1 HITRT,

27222 AELSFRMIZKLHHER
272221 JvBBiER (IMCL-CP12-0920)

JVBB #BRI%, LRSS - BB 2 %52, FOLFIRI #EFH T CT7 Ao L~
TEGREE T T 2 AR B G R OB MK O et A e UTe . ERRIERE, SiiEkItE.
TRARRE, CHER., BEAL, B MABERKRR ChH o7, 7 L5~ 7 OIEYEE
T FEREHE, 1, 3. S I HARYMER T 9, 13, 17 M HOESRT [ N7 78R E TR K
M yE A (minimum serum concentration : Cryin) 1 (CEREX L7z, BIIOEEOEHT 3.
5.9, 13, 17EIHOEERKETH 1 K] (Cpax ) (IZEREL 72 (TR Oy BhRefRiT
REOIEBRET — & 135 2.7.2.5.1 THITRT) o

TAUVNS TRECIRRRE A BB SN 528 Bl o b, RBHIMAELTCT Ay~ T
b S 512 B HIEMERET — 2 3G B, 248 BIKR TN 154 Bl H15 b L5y
BET — 4 ZHCENZER 3 KO 5 BIHOEGRIOMEF T L v~T O N7 7HRE
ZHH)LU7-, FOLFIRIEEMFH T T A ~7 8mgkg 5 L7t & D, 3 K5[0
Hobai (Tebb, 2 KO 4 BHOEER) OMETRT7 LV L~T7 O T 7RES
(4 2.7.2.2-1 e VR 2.7.2.2-1 ITR T,

MIEF T LI~ T D N7 7IREOREEEIL, 3 B H OGRS 46 pg/mL, 5 [H]
H OFGHRIN 65 pg/mL TH -7z,
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I

250 —
200 — =
150 —

100 8

50 — s

Ramucirumab Conc (ug/mL)

I I
3 5

Dose Number
Outline of box shows the 25th and 75th percentile with inside lines being the arithmetic mean (solid)
and median (dashed). Whiskers show lowest and highest values within 1.5 times the difference
between the 1st and 3rd quartile. Individual observations outside the whiskers are shown with open
circles.

2.7.2.2-1 EistEiERs - EREEE £ RICFOLFIRIBEHAT TSI LUILTY D
8 mglkg £#9 1 BRAANT T 2 BRAIC 1 EBARAIRS Li-& 20 3 XU 5 EHDIRSHO
MEFERSLUILTTD S 7EE (JVBB HER)

+® 2.7.2.2-1 LB - EREBEEXNRICFOLFIRIFEFAT TSI LAVILT T
8 mg/kg Z#9 1 Bl AMT T 2 BRI 1 BIFAIRAIRE L= ED 3RV 5 EHEDIRERID
MEFERSLDILITO b5 7REOEHNMHIE (JVBBHER)

8 mg/kg Ramucirumab Every 2 Weeks Plus FOLFIRI

Trough Serum Concentrations (ug/mL)

Dose Number 3 5
npK 248a 154a
Min 7.65 14.50
Max 118.75 204.50
Geo Mean 46.3 65.1
Geo CV% 45 43

Abbreviations: CV% = percentage coefficient of variation; FOLFIRI = irinotecan, folinic acid, and 5-

fluorouracil; Geo = geometric; [.V. = intravenous; Max = maximum; Min = minimum; npg = number

of pharmacokinetic observations included in calculation.

a Five trough concentrations that were reported below the limit of quantitation were treated as
missing for the concentration summaries.

272222 JVBF#E& (IMCL-CP12-0919)

JVBFiBRIZ, VI 7 ==7IC X5 —RIRIET XTZDORITHEEL, b LTV T 7
= =T WIARMEDRD SNl EE 2RI, T AN~ TRERE T T2 RE
BREOF MR VLM A i Ul EERER, ZiisdiE, 7 7 e hxti, —EHER,
HEVEL L, 5 T AHERRREBR ChoT-, T LI~ 7 OB RERENT AEEHT, 1. 3. 5
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B HOEERT (8T 7HREXIX Cpin) KOG TH 1 RFH] (Cpay (138) ITERE L 72,
BINOEHT 30 RO 7 + v —7 v 7REERFZERI L 7=,

T LV TREOEREH] 317 Bl 5 b, RBEIEAZ B TCT AV AT ERE S
315 BB ENRET — ¥ M35 5417~ (Child-Pugh /0E CHIEE N7 L— K A I[Z5%4 T
LEFN 276 6], 7 L— R BIZEEYS T HBE D 39410) .

~_R—RA 7 A W [interactive voice/web response system (IVRS/IWRS) 7 — X |ZH-5< ]
@ Child-Pugh S THEIEE N7 L — F A IS T HREICT LY L~T 8 mgkg 25
Lzl &D, 4 KO TEHOEGRIOMIET 7 L ~T7 D N7 7¥E 3 kO 6EIHD
BHHD Crine EAVEIL 155 Bl Je O 89 i) A [X] 2.7.2.2-2 K TVER 2.7.2.2-2 12777, Child-
Pugh 3JECEIEE N 7 L— K BIZZY T 2 EF BT HIMEF 7 Lo~ T RE, KO
Child-Pugh ¥ CHIEE N/ L—F A L7 L— K BICZYT5BEEMABOT L1~
7 OIEYENEED LB 2.7.2.5.2. 2 THIZR T,

NR—R T A BFO Child-Pugh DA CHEIEEN 7 L— F A YT H2HRETIL, 4 KO
7EHOBEGRIOMIET 7 L N~T D N7 7RE 3 KO6[EIHDOEGHD Cpn) D%
ARNEYE A Z 0 ZH 42.5 pg/mL KT 55.5 pg/mL TH o712, 7 LI~ 7 OIRYERE T,
Child-Pugh 3 CEIEEN 7 L— R AICEEY T 5 EH L7 L— R BIZZYT 548 TH
RThotm (82725221H)

Trough Concentrations

200 7
= .
Eo)
a
z 150
S s
g ° °
C
g b
c 100 |
)
O 1
Ko}
8 I
E L
=
5 50
>
E | I
©
4 * *
0 N= 155 N= 89
Prior to dose 4 Prior to dose 7
Child Pugh A Child Pugh A

Box plots depict the 5th, 25th, 50th, 75th, and 95th percentiles.

Two concentrations reported below the limit of quantitation are
omitted from the plot depicting trough concentrations
prior to dose 4.

27222 FFHBEREZXNRICS LSILT T 8mgkg Z# 1 BERREAN T 28R 1
EIERNZEE LD 4RV 7TEEBOBRSHIIOMEFS LIILITD S TRE
(JVBF {E&. Child-Pugh S48 TEEEMNT L—FAIZRYT HEE)

10
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£ 2.7.2.2-2 FFHIREEEZXNRIZS LI ILT T 8mglkg 9 1 BfEM I+ T 28R 1
FERAIREL-EEND 4RV 7THEBOBRERIOMEFSLVILITD S TEEDE
Hst=E (JVBF 3E&. Child-Pugh D3 TEEENI L—F AICKRYETHER)

Trough Serum Concentrations (ng/mL)

Prior to Dose 4 Prior to Dose 7
npK 155a 89
Min 7.0 9.2
Max 121.0 173.0
Geo Mean 42.5 55.5
Geo CV% 60.9 63.5

Abbreviations: CV = coefficient of variation; Geo = geometric; HCC = hepatocellular carcinoma; IV =
intravenous; Max = maximum; Min = minimum; npg = number of pharmacokinetic observations

included in calculation.
a Excludes 2 concentrations reported below the limit of quantitation.

272223 JCDB#B& (IMCL-CP20-0801)

JCDB AT 3 BG4 2B TH O | BRI - B EE 2 X5 modified
FOLFOX-6 (mFOLFOX-6) #i% (KU F—h AN UL 5-FUKOAFH Y TTF)
& T Lib= 7 X0 icrucumab (IMC-18F1 ; LY3012212) & Offff#5-H & mFOLFOX-6
WAL D B G- REO G E e OV M % il U7oygsh, Sl dtm, FEER. BIEA1L,
% 0 MEARBR Ch o7z, 5§ 272 HTIL, 753~ T OIEYERET — % DB % R~T,
5 A~ T OIRYEREMATFFENT. T AT~ T D 1 KOS B H O ERT, 5%
THE, BB THR L 48 GRIARG®ZDAR) | 72, 168 KT 336 R, W TNZ 9 KT 13
Bl B OFE-R M O 544 T 1% 1 RFREIICERE L 72,

FRIMAELD DI T - 72728, NCA 135N L72h > 7, mFOLFOX-6 #iEDFH T T
L N~T 8mgkg &G Lo L&D, FHMIET T L~ TREHBEZSE 27253
HIZRL, MiEFT7 L2 N~T O N7 7REER 2.722-31TR7,

& 2.7.2.2-3 isfE14ERm - BERREEE EXRIC mFOLFOX-6 A AT TSI LVIILT T
8 mg/kg Z#9 1 Bl ANT T 2 BRI 1 BIFIRAIRE LIz EDRMBERSLLIILITD
J 7i=E (JCDBHER)

Trough Serum Concentrations (ug/mL)

Parameter Infusion Number 2 Infusion Number 5 Infusion Number 6
npK 7 3 3
Min 12.900 19.750 55.500
Max 54.500 133.500 120.500
Geo Mean 29.7 53.6 73.3
Geo CV% 66 123 45

Abbreviations: CV = coefficient of variation; Geo = geometric; I.V. = intravenous; Max = maximum;
mFOLFOX-6 = modified FOLFOX-6 (5-fluorouracil, folinic acid, and oxaliplatin); Min = minimum,;
npg = number of pharmacokinetic observations included in calculation.
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27223 ERREERE

272231 EYHEERHR

T LN T OB ERA Y 2T 5 2 OO SN-38 OIEMENREIZ KIE T
B2 ST 9 2 SRAR BLVERRBR & L C. JVCB B & Fii L7z, BT VA > OFEIL,
%5 2.7.22.1.1 THIZRT,

AV T H KO SN-38 OIEMENIE NT A —HITHT 5 T Lo~ TGO
DOFEFHENTRE R 2 F 2.722-4 (T T, 4V T H 2 KO SN-38 OHEHIE L72 AUCqq0
KR Coax (F. T LN~ T 2% S5 U725 2 %1 7 /L & FOLFIRL J&IED B %5 L
781 YA VTRETH T2, AV /T h > OEWERETIE, /b RGN EHHEO
e (Z Ao~ T %GBS FOLFIRL HIED A% 5) X, AUC0 T 0.93 (90%(5#H
[X[#] : 0.83~1.05) . Cmax C 1.04 (90%fE#EX[H : 0.97~1.12) Toh o7z, SN-38 DI
e T, /D DREMENEDOL (T L~ 7 25/ FOLFIRI J&IED 2 % %
H) 1%, AUC)oT 0.95 (90% Z4EX M : 0.88~1.04) . Cpax T 0.97 (90%{ZHEX[H] : 0.85
~1.12) Thotzy TNOHDOFERENL, TEAVATIFA Y /T H U ROZEONRHY
SN-38 DOIMEN I 5B A M S R0 Tz,

£272244) /) THhURUSN-38 DEMENE/NS A —FIZT B LIV THEH
BEOEE (EVHEERBZINRER) JVCBRER)

Ratio of Geometric

FOLFIRI RAM+FOLFIRI Least Squares
(Cycle 1) (Cycle 2) Means
Geometric Least Geometric Least RAM+
Parameter N Squares Means N Squares Means FOLFIRI
(90% CI) (90% CI) / FOLFIRI
Irinotecan
AUCo 25 22.12(19.72,24.82) 25 20.56 (18.33,23.06)  0.93 (0.83, 1.05)
(ng*h/mL/mg) . 72, 24. . .33, 23. . .83, 1.
Cmax
23 3.18 (2.91,3.48 23 3.31(3.02,3.62 1.04 (0.97,1.12
(ng/mL/mg) (2.91,3.48) (3.02,3.62) (0.97, 1.12)
SN-38
AUCy_
25 0.81 (0.70, 0.93 24 0.77 (0.67, 0.8 0.95 (0.88, 1.04
P (0.70,093) 77(0.67,0.89)  0.95 (0.8, 1.04)
Cmax
23 0.05 (0.04, 0.06 23 0.05 (0.04, 0.06 0.97 (0.85, 1.12
L) (0.04,0.06) (0.04,0.06) (0.85, 1.12)

The drug interaction population is defined as patients who completed the assigned mandatory treatment

started on Cycle 1, Day 1 and Cycle 2, Day 1.

Abbreviations: AUC_,, = area under the concentration versus time curve from zero to infinity (it is

adjusted by dividing the actual dose); CI = confidence interval; Cp,,x = maximum observed drug

concentration (it is adjusted by dividing the actual dose in plasma); N = number of patients included in

the analysis.

Source: lillyce\prd\ly3009806\i4t ie jvcb\csrl\programs nonsdd\tfl output\t d4 cr.rtf
lillyce\prd\ly3009806\i4t_ie jvcb\csrl\programs nonsdd\tfl output\t d9 cr.rtf.
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FA T LY RIHEEIR (R - ERE)
2723 2HBREZEL TCOBRDOLLE & BT

AETClE, 2B E il L COMBELIET NG, T L3~ 7 OIRY BRI & O
TR - HEORERILEZ ~T, EYBEHE ST A — X OFLRHEEE O il & T PopPK fi#
Hrick W<, —B LIEEYEREOR R RSN,

27231 J2aAVNR—FAVMEWICEDTLVILITOENPBENSA—F2DE
#

[ B A PRI T L~ 7 (8 mgkg) % FOLFIRIFRIE & F 5 L7z JIVCB &R
BRCIx, BEMRMIC K0 Eyshiefir Halk 2 8 L7 GRBROFEITE 2.7.2.2.1.1 H
) . JVCB R CTO T A v~ 7 OFEYEIEE 14T-IE-JVCA (LLF, JVCA) Bk L
et U7z, JVCA RBRIL, B EE 2 x5 & Lcish, Shiskdenl, JEEMH. 5 01 M
BERBRTHY, /= h A TET LI~ T T Y E X LOMRELG R 7 U &%
B OIENREIZ T T, N— K B TliX, JAVA~T7ZHMBELELIEEEDT A
V= T OIRMENRE A M L=, 72d. JVCA BB, HEEHICxTL T LAV LT
D7) 2 X)L EONAREGEZRFT 272D, PIRHGEERNCE O [H)EHEERE
OWEEE (55 2.7.2.2.1.55H) 28] . JVCB#Bi L IVCARER (S— K B) LDT LI~
T OEYERE A eE L, FOLFIRI #iE & OOFHEER T AL~ 7 O3B IR K IFE T
WRELEIMM Lz, £72, AAANBE TIX, JVBY R TO T LA~ T OEYBREL
I4T-JE-JVCL (LLF, JVCL) B & g L7z, JVBY #RBRIL, "N X~7 | X4V
TIFUROT LB Y IV RIEH OO I K D —IBR ORI T ST E TS
R U 7o - BB O B AR NBE 2R & L7ciBRCTh v . BEERMmIC L v 3
WyshRe T VR 2 BREL U 7=, JVCL BRI, B UL RPTER O H e (5 aEss
A 2 G de) MHBFEMICHER S, 77 FFRAINIE T by ) I U REKA A
EUHHEANC X 50— RALSHRIEZ Blth U2 B ICHEN TR b7z A RN B 2 X515
ELERBRTH Y, HHEERIMIC X 0 B Re T B 2 I L 72, W oRER S 1)
FIHFEEEHCE D7 (MR REERFOMEEE (55 272214 LK O 2.7.22.1.1 ) ]

JVCB. JVCA. JVBY KU JVCL #RBRIZHE TS, NCA I[ZL DT Ly~ 7 Halfk 5%
DT LN~ T DIEYENGENRT A —F %2 FK 2.723-1 177,

JVCB B L OV IVCA R (X— | B) T, 7 LI~ 7 OFEMENRE T X — Z (X [FkR
Thotle, BEEEFEZRG L Uiz Z OB I#RIZ KV . FOLFIRI VL O Of H O 7
DT T AV~ T ORREEIIFRRBE CTH -7, D DOFEFRN 5, FOLFIRI #&ik
EDPFRB G R T b~ T OIEYENRBITEZ KT T RethiEn e B2 b, H
ARNEEIZIBN TS JVBY B & JVCL RBR T, 7 A3~ T7 OFEWERE T A — 2|3
FfECH - 7,

7 Ly b~ 7 L FOLFIRIBREZ O 5- L72 JVBY iR (HANEH) KO JVCB i
B OMEINEFE) 2 LR, HERERZRO T LV~ 7 OEWEREIT A ALY
SMENCREETH - 72,

BB, T LAV~ T RIERG%OIEYENRE T A — 2 ORBREHRIL, KEREG#O
IRMBHRE T — X IN IR N T2 D FE it L 72 o 72,

13
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2.7.2 FEPREREEAER

3227231/ 8— AV MEIZEDS LI JEAIRSEROZEYEEE

INTA—4H
Parameter
JVCB JVCA (Part B) JVBY JVCL
Regions or Outside of Japan ~ Outside of Japan Japan Japan
country
Ramucirumab + Ramucirumab Ramucirumab + Ramucirumab
Treatment FOLFIRI alone FOLFIRI alone
Dose 8 mg/kg 8 mg/kg 8 mg/kg 8 mg/kg
N 25 16 6 6
Geometric Mean
(Geometric CV%)
npK
Cmax 201.6 205.71 245 161
(ng/mL) (€29 (14) (6) (16)
25 16 6 6
AUC).02 1180 1340 1600 1070
(ng*day/mL) (35) (29) (15) (34)
18 15 4 3
tipa b 6.00 6.54 7.38 7.63
(day) (4.17-8.83) (3.25-10.0) (6.30-10.1) (5.75-9.50)
18 15 6 6
CL 0.0226 0.018 0.0114 0.0150
(L/h) (29) 27) (26) (20)
18 15 4 3
Vs 4.50 3.95 2.51 3.29
(L) (25) (23) (25) (27)
18 15 4 3

Abbreviations: AUC(_« = area under the concentration versus time curve from time zero extrapolated
to infinity; Cphax = maximum observed drug concentration; CL = total body clearance of drug
calculated after intravenous administration; CV% = percentage coefficient of variation; N = number of
subjects who had data for calculation of at least 1 PK parameter; NCA = noncompartmental analysis;
npg = number of pharmacokinetic observations included in calculation; PK = pharmacokinetic; t;, =
apparent elimination half-life; Vi = volume of distribution at steady state following intravenous
administration.

a Reported values for ty/; and AUC(_o were derived from summary data reported in hr or pg*hr/mL

and converted to day or pg*day/mL by dividing by 24.
b Geometric mean (minimum - maximum) reported for t; ;.

Note: Data for Study JVBY and JVCL are from common technical document for gastric cancer.

27232 BEMAEMEIREER

ARHFEDT=DIZIT > 7= PopPK fEHNT Tlid, JVBB iR & O HIGE THW = o#kER L v
BJFoNlzT L~ T OEYEET — X % ZIVE TITHNT L7z PopPK fiftt 7 — % &
> M EHG L THWE, &i&A72 PopPK fftlr 07 — % & v MZIiE 11 & [JVBB. JVBF,
[4T-MC-JVBA (REVEL) (LAF, JVBA) . H4T-IE-JVBD (REGARD) (LA'F. JVBD) .
I4T-IE-JVBJ (LA R, JVBJ) . MT-IE-JVBW (LLF, JVBW) | H4T-IE-JVBX (LLF.
JVBX) | JVBY, JVCA, MT-IE-JVCC (LA'F, JVCC) KU KMT-IE-JVBE (RAINBOW)

14
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YA T DV AR (R - M)

(LR, JVBE) #B] @ 1639 FilHEE LTz 6427 %2 TN OMIEFR T L~ 7 HRIE
T—2 &R LT,

PopPK fEHTIZ IV TR ABROMZEIC DWW T, A2 b—3 3 & PK KOG OL AR
Wb E (55 5.3.3.5.1 IH) @ Table 7.1 (/R LTz, 705, JVBA RBRiT 7 7 Tk % &ie
—IRIBRIL LT L7 IV I3/ MRt 2 x5 &2 e & X1 e T L~
KON S FRNETTRARPFHOHIN, SHikIEF, 77 vaRxiR, —EHER, E(E
b, % M AR CTH 0 . FIEIHGE L KRG CTIEIRZHOBIKRBR TH 5,
JVBA #REBR DOFEHIIZ DU TIX, Summary of Clinical Pharmacology Studies (Non-Small Cell
Lung Cancer) (&5 5.3.5431H) D% 2.7.22.1.1 HIZ/R LT,

2.7.2.3.21 BEMEYSESE

AHFED T2 D PopPK MENTHE F1X. FIE1H 76 TREFEH D PopPK #55 & [Flkk, 0 RGN
RN 1 RIERIBFREEZ BT HMIE 2-a > /83— A NETIVCTRIFICRINT 5 2 &2
T&7m, RKEFTNVICIE, CL, R /X— kX M3 HiRFE (central volume of
disrtibution : Vy) . KI = 2 /X— F X N34 FE (peripheral volume of distribution :
Vi) MRz — kKA MEZ V7 Z A (inter-compartmental clearance : Q) % /37 A
—2 L LTED, MEHEBZEREETT L E LT CL, Vi, Vo LT Q (THAIA R,
CL & V| OfERMEBFIC I E G T V2RI Lz, BN AZENL, xR
PR EE T VIC K DI T & T,

T LV T DIEDEHE T A —Z OB E G LT BRI, Wb FEET
WZRE L= A EKYE [HRIBI% D fz/IME  (minimum value of objective function : MOF) 23
10.828 A & LA EJEA (p<0.001) 2> >fEKRFIZHE) (inter-patient variability : 1IV) 723 5%
PLEJA ] ST, BREET VI E B EAIA LN D 5 T2, PopPK fi#HTE T /L

(KAEET V) IZL DT LN~ T OIYEFE T A — 2 HEEEA K 2.7.2.3-2 1277,

PopPK fFHTIZ L 2D T L~ 7 OFEYERE/NT A —Z D post-hoc HEEM A 7 2.7.2.3-3

(2T,
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2.7.2 FEPREREEAER

% 2.7.2.3-2 PopPK BT ETIL (RIEETIV) IZKBFTLVILI TOEMRE/INT A —

ZHEENE
Population Inter-Patient
Parameter Description Estimate Variability
(%SEE) (%SEE)
Clearance (CL)
Parameter for CL (L/hr) 0.0148 (1.52) 34.7% (5.45)

Central Volume of Distribution (V1)
Parameter for V| (L)

Inter-compartmental Clearance (Q)
Parameter for Q (L/hr)
Peripheral Volume of Distribution (V;)

3.28 (0.948)  26.8% (7.64)

0.00977 (11.8)  81.2% (22.3)

Parameter for V, (L) 2.07 (4.98) 54.7% (20.0)
Inter-Patient Variability Correlation Coefficient (CL and V) 0.727 (7.33)
Residual Error
Additive (ug/mL) 4.84 (9.03)
Proportional 22.4% (5.28)

Abbreviation: SEE = standard error of the estimate.

% 2.7.2.3-3 PopPK f##TIC &k 5T LIV TDEYENRE/N

— 43 @ post-hoc #7E fE

All Patients
All indications
Geometric Mean

(CV%)
Clearance; CL (L/h) 0.0147 (30.0)
Volume of Distribution at Steady-State; Vs (L) 5.38 (15.0)
Terminal Half-Life; t1, (days) 14.2 (20.0)
N 1639

Abbreviations: CV% = percentage coefficient of variation; N =

2.7.2.3.2.2 -}HEEE
PopPK fiFHTIZIVNT, #hx Zedtas s (FRin, MR,
FFRERE & OV AE 72 k) MNT L~ T O RE

number of patients.

K, NFlE, BNAFE, T/L7 3,
LETHBEERT LR, AR

IR RIFTHRAERIIRVNE S o T, EE&%KEH%%%#%%U\T IR,

2.7.2.3.2.2.1 RE
CL. V| K O* V, ~DIKE (#i

:29.8~139 kg) DFHAIA

P FANIRIE LT i

?zv«@ffﬂ&Lﬁ%ﬁ (10.828 A" A > M LA ED MOF O 7>> IV @ 5%LL EOJEA)
BELRhoTz, LNLEREREL, EARET LD CL, Vi LD V) ~MEBEEZBAIATZ &

2k V. MOF 3% 1LZ 11134,
I~ THREEE L O/ o REE
hoc #EEMEN D,

202 K405 KA > "B LT=Z Emnb, KEE T LY
PR SN, RERBEHEZRE L% OREGEED post-
BREE B ORI IR EE MO X v K2

LOVREN, £, KED

SINEFERH OURFE B M A L L7z & 24, BB EIIBHEM TR N EH > T,
L7eR»> T, 7L< 7ORE TR, FREHFE LZHENET L E 2 b,
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2723222  [Fi4ae

FFHEREIC DWW T, R [TANT XU I ) F 7oA77 —8 (AST) . 7
FJ=r T/ T AT =T—E (ALT) | REU ALY XTHRF 7] KO
73U =R CREESEM TSR R 2T —F v 7 7 — T OFHRe 5 B Ko
<) OFHET, 7L~ T7 OEYEEL OMICHBRBERITRD bivehoTc, Ik
REREERE (R U L e DN EIRNAND AST 2N EEMEE LIRZE X 5, TR e
UL E Y PIEE EBRO 1.0~1.5 52825 525 ) UIHEE (Re VU e ik
i ERRD 1.5~3 %82 5 23 f) OBEF L EWITKERES RV e s KO AST A3
SLYEE BRI TH S 1055 #) el L, AFREREFEEH 23T AL~ 7 @ average serum
concentration at steady state (Cayess) (CMIFTRBATM L7z, Z ORR, BEIHE
FE DT REIR S B & IEWITHRREDHE L ORI T, T L7 T D Cayess (BRI E S
DdHDHAETRO bR oT, Ik, BEOITHERERE (YU v LR L
RO 3EEBZ D) HoITEWEET — 2 ™G ohiehroTz,

2723223  BiHsE

BHERE [/ LT F =227 U 7T F & (creatinine clearance : CLcr) | (22T, HHAE
% (FiPH : 15.5~682 mL/min) KO 7 IV —RBIOFHIIC, 7 AT~ T7 OIERYBYRE &
OMICHEZRBEFREEO N R 2T, £, BREERENEE (CLe 28 60~
89 mL/min ® 687 B1) . HEEEE (CLer 28 30~59 mL/min @ 244 f51]) | Xix@&E (CLer 28
15~29 mL/min @ 46 f5l) D & IEFEHGESRE (CLer 25 90 mL/min LA L 697 i) %
Pz U, BHEEEREE YT A3V~ T D Coyess \[CRITTHBEEFAMN LIz, ZORE, B
REREE RS L EHBHAERE L DT, T AV~ T D Copess IR ERDOH 555
TR bR o T,

N

2723224 R, ERHEERUVAE

PERI (4 1052 51, 2otk 587 ) . 4Fdn (FEPH : 19~87 %) K OAFE (A 1125 6,
TUTN 433 B) LT A~ T ORMYERE L OB BRET LT, TORR. T LAY
o~ T OIRYENEE I FEIRAIC EE /B A R THT RIERD b e -7 GERlIAR e
o L— 3 v PK R OMREBE OGBS S, 553351 HZZH) |

2723225 RikE (BXAvs 4 EAN)

HAN, BHRANDSOT T ANROIET 7 NCEBT DT L v~7 8mgkg ¥ 5RE
DIET T L2V THE (Cping) PAMZEX 2.7.2.3-117R7

HARNZBT DT L~ 7 OEYERE T XA —Z X, Mo REOEYERE T X —
2 LRk CTH o7, F£7o, PopPK T ORE RO AL T LA v~ 7 OIEY)EhE I P2
ZRIF ST, PopPK /T A —HHEEMENOHER L7727 23~ 7 OlgiEElL, AARANE
AEATHEE LT, BAANENEAND T L~ T ORMBRENHELL L TV D &N
D ERIE, EEEILFERBR O ST REM O REZ AAANOBEEMCEATHZ LD
M Z BT DRI DO —D>TH 5,
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250

= °
8E .
g 3 200 ° L4
5L °
S5 ©
E%
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£ ®© -
Sc 100 | }
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- L ‘
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8 : . t

0
N= 198 N=177 N= 809
Japanese Non-Japanese Asian Non-Asian

Box plots depict the 5th, 25th, 50th, 75th, and 95th percentiles.

® 27231 BAA. BAAUSNDT ST ARVET STACHEHFE5LILTT
8 mg/kg BERDMADS LT TRE (Cpns) PHH GEVIFE)  (PopPK AT

X REH)

27233 IREE—RIGHEIT (JVBBRER)

REPERENS - ERARE 2 x5 s Liz JVBB RBRClL. 7 AV~ T ORER L 724
PEROFNEE ORRZFME L7z, (KRB =2 b —v a3 PK K OMRERSHER S E,
¥ 53.3.5.1 HH) . PopPK T /v (BEET/N) O THILET Ay~ T IRGEE

[ minimum serum concentration following first dose (Cmin,l) + Chinss~ Mmaximum serum
concentration at steady state (Cpaxss) KT Cavess] 2 VN TENE U 72 MR & — RS O
fili R LT OIRIZEEA) Uiz, ADMERFFEER IR, A An 120 ) b OV S P AR A7 1T 2
W, EMEFHEIREEICIZ, 7V — R 3 D bomERERES, fFhEREAE (e
i) LY (aEE) LKOVTFH (PT) #Mwie, 5612, JVBB B THOT AL~
KO FOLFIRI BRIE DA HAN D4 5L (P51, ?ﬁi%ﬂ IREE) OGPk, 1§
BREOMNEINCE LTz, £z, BETRE—USHITIZIE, JVBB WD 7 Ly~
THMROT T RHEOMT —Z 2 L, BEE— S (ﬁfj] M) fETIZIE. 7 AL
~7HE 425 . T RARRE 81 BInSHBONTLT S eEmd, BEE-OS (LKE)
AT T, ?AV/I/v7ﬁ$425WI T T RRHEABO BN DG ONTT —F T DT,

TS OIENTIZIE, BBEERE/ ST A= L LT Chinis Cmingss Cmaxss 2T Cavess & H
UNTZDS, b\ﬁ‘h@%iﬁa/\77‘ ZNZOWTHABROEMZ R L7 Z £ 5, Chings &
AT A & OBIEMEIZ SOW T EICRM L (R ab— 3 PK KUBREREX
ISRBR RS E, 55 5.3.3.5.1H) .
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YA T LY RUEREER GRER - )

B NAEHFERRE, N2 T A IR ORERHE R OFHER L. Cnings O 27
FERNCARE 2 L—3 3 » PK M OBRERSOGHAERBE E (55 5.3.3.5.1 HH) @ Table 8.6 |27
L7, ZNBHOF —X 34248 M [intent-to-treat (ITT) fAEMTXISERMN] Kk OWRZEE — K&
FRHTXIGEHIF TR TH U | fRHT ORISR & 72 o TeE S HIT A EFEEL L Tz,

JVBB iR D B AN Z 65 & UTRiG & — SO Tl 7 A3 v~ 78 62 i,
T RREE 6L BINOHELNTZT —F EE DT,

272331 BEE-RiG (BxfE) f##4# (JVBB RER)

JVBB RERIZEBNT, 7 A~ T IRHE R L& AT I & O EA I & o B
% . Kaplan-Meier £, Cox ET VK ONMUGARERNC 7 7B RFEOEFE 2~y T 7 Lz
AT A PV TR L 7=,

TR RRELLET A0, MEF T LAV TRET — X IZRBEO WS &
Crnin,ss PPUDNEREIZHA L (Cringgs 1 25% AT, 25%LAE 50%A50 ., 50%LL E 75% A
75%LLE) . WG ARERNC 7 Ao v~ TREE 7T B ARBEL ORI CHMEL i LTz,

2.7.2.3.3.1.1 Kaplan-Meier ;%

BAALFII & O A A7 O Kaplan-Meier HIARIE. Chinss P NEEER] CRIERD
fEmzmr Lz (K2.7232 KO 2.7.2.3-3) o 2AFHIE ST EE EAAFHI# O Kaplan-
Meier B#RIE Crings P PUADNHEM CTHIRRICOBEL . 7 23 L~ 7 DIFHBEDPESWVIEER
AAEHIE SO T A IR NER T 5 2 L RS vz,
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C : Overall Survival

min,ss*

1.0
0.9 - ! "'—\HI RamQl [ RamQ2 | RamQ3 | Ram Q4 | Placebo
al— L -
0.8 S o Patients/Events | 106/84 | 106/74 | 106/68 | 107/65 | 481/353
Median 11.5 12.9 16.4 16.7 12.4
0.7
§ 0.6
0
=]
» 0.5
© [
g 04- T
3 ATl
ng —
0.3 1 I'hr"‘ i 14,1 = Liq
——— Ramucirumab (Cmin,ss) Q1 ll"--n [ L
0.2 4 ———— Ramucirumab (Cmin,ss) Q2 Ay Ejlljz‘l‘_-l_LLl—lj.J.\l_ L
— — — Ramucirumab (Cmin,ss) Q3 e 7
) o ) 71_]';7“7
0.1 4 — — Ramucirumab (Cmin,ss) Q4 L 1 t Ahur— 'D"J'
---------- Placebo B A
0.0 ! Censored |
T T T T T T T T T T T T T T T T T T T T 1
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Time Since Randomization (months)
Number at Risk
Ram Q1 106 106 100 84 66 57 42 29 21 16 11 7 5 3 2 2 1 0 0 0
Ram Q2 106 104 98 88 75 68 52 37 32 24 19 16 13 9 8 4 3 2 1 0 0
Ram Q3 106 106 105 100 89 80 70 56 44 33 27 20 17 14 9 7 4 4 2 0 0
Ram Q4 107 107 101 95 88 80 72 63 46 27 19 10 9 5 4 3 2 1 1 1 0
Plc 481 475 442 386 333 292 223 181 141 106 77 57 43 29 17 10 7 2 2 1 0

Abbreviations: Cpyjn s

= minimum concentration at steady-state; Plc = placebo; Q = quartile; Ram = ramucirumab.

2.7.2.3-2 Cin,ss PR L BRI D2 A7 EIRE D Kaplan-Meier iR (JVBB i#5&)

20
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min,ss*

Progression-Free Survival

1.0 4
.
L i RamQl | RamQ2 | RamQ3 | Ram Q4 | Placebo
0.9
' h{lLH’ Patients/Events | 106/96 | 106/99 106/94 107/95 | 481/449
0.8 ' 1 Median 5.4 46 6.8 8.5 5.2
g o7
£ 0
=]
0 0.6
8
= 0.5
5
‘w 0.4 . )
g —— Ramucirumab (Cmin,ss) Q1
S 0.3 - ————Ramucirumab (Cmin,ss) Q2
o — — — Ramucirumab (Cmin,ss) Q3
& 9o — —  Ramucirumab (Cmin,ss) Q4
.......... P|acebo
0.1 + ! Censored
.;"*:"-’_‘Tf.fiifn;igliiigl
0.0 T
0 2 4 6 8 10 12 14 16 18 2 22 24 26 28 30 32 34 36 38 40
Time Since Randomization (months)
Number at Risk
Ram Q1 106 91 66 37 28 22 11 6 4 3 2 1 1 1 1 0 0 0 0 0
Ram Q2 106 91 69 39 29 22 11 7 5 5 4 3 2 1 0 0 0 0 0 0
Ram Q3 106 102 86 59 37 28 18 7 5 2 1 0 0 0 0 0 0 0 0 0
Ram Q4 107 105 92 73 61 38 27 14 11 7 5 3 3 3 3 2 2 1 1 1
Plc 481 392 305 176 116 80 50 32 26 17 11 6 3 2 0 0 0 0 0 0

O O O o o

Abbreviations: Cpyj, s = minimum concentration at steady-state; Plc = placebo; Q = quartile; Ram = ramucirumab.

2.7.2.3-3 Cpin,ss DAL FE A D EIBE L FHIB D Kaplan-Meier Bi#R (JVBB
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HARNERTO Chinss ZHRAETHT72 2 8 (LLT. 0008 B4R L O
M7 I O Kaplan-Meier #if 2 € Z2HUK 2.7.2.3-4 KO 2.7.2.3-5127F, HA
NS T M U TR AF I O Kaplan-Meier HI#R I3 Cryin s 0 — /3 NHER] T
WAREC Y EE L. T A b~ 7 OBREED & OEM TSV ERNC T RAFHI UL
MM AR T 5 2 EVRB SN2 £, JVBB iR B A N & %5
& LR R —ROL CERMWE) T CTh . 2L & FERO/E M 2GR b,
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1.0 +
Event Median
0.9 4 23 12.5 Ram Q1-Q2
15 18.5 Ram Q3-Q4
0.8 - 39 18.4 Plc
0.7
)
2 0.6
IS
5
v 0.5+
E
5 0.4
>
)
0.3 -
= — Ly A
0.2 - ‘{
0.1 1 }
0.0 L
I I I I I I I I I I I I I I I I I I I
0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Time (Months)
At Risk
Ram Q1-Q2 31 31 31 29 23 22 17 14 13 10 7 5 2 2 2 1 0 0
Ram Q3-Q4 31 31 30 30 27 24 24 23 18 11 7 3 3 0 0 0 0 0
Ple 61 61 59 52 49 46 42 39 35 25 18 15 10 5 4 3 3 0

Abbreviations: Cpyj, ¢s = minimum concentration at steady-state; Q = quartile; Ram=ramucirumab.

2.7.2.3-4 Cpin ss D ZH LRI D2 A FHAE D Kaplan-Meier Bi#E (HAAN)
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AT A REERER (5 - B
1.0 4
N Event Median
0.9 4 31 30 5.5 Ram Q1-Q2
a1 28 8.3 Ram Q3—Q4
0.8 61 61 4.3 Ple
E
g 0‘7 -
&
=i
V2] 0.6 4
0
0
[
LT* 0.5 A
5
5
= 0.4 4
m
)
S 0.3
o .
)
=5
0.2 A "
w
_ |
0.1 + R S
—
0.0 4 — —
I I I I I I I I I I I I I I I I I I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Time (Months)
At Risk
Ram Q1-Q2 31 30 21 9 9 8 5 4 3 2 2 1 1 0
Ram §3-Q4 31 31 27 24 16 11 9 4 4 1 0 0 0 0
Flc 61 54 38 23 15 12 8 6 6 4 1 0 0 0

2.7.2.3-5 Cpin,ss D =ML BRIl D A B A FHARE D Kaplan-Meier Bif& (BARN)

Abbreviations: Cpyj, ¢s = minimum concentration at steady-state; Q = quartile; Ram=ramucirumab.
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2723312 CoxETI

JVBB #BRIZE VT, AMERM IS O 2 ATF I & OV EmAFRIIC X5 T A
v~ T OBRTER L A O R Al 5720, BABKOLAEE Cox HIFHHE21T-
f:o

ERAEHTIZIBWN T, AWM ST EA LTI & Chinss & POEICHEHFRICEH

Eﬁmmm%ﬂww%nt(%271MJontﬁ%Té$f%ﬁXi HE A AT R
ERBERBGEOIED N THRETERE L% D, Cuinss & BETFHI ST A
FHIH & OBIEMEIIREHFRICHE Th o T,

& 2.7.2.3-4 H%E’E%—)iﬁt? (BEME) BATICEDTZBEIZE TS Chinss EEEFHRR
VEBEAFAROAEZN (JVBB &ER)

Hazard Ratio2 p-Value

Efficacy parameter (95% CI) (Wald's)

Overall survival (N = 425/291 events)
Univariate analysis 0.600 (0.490, 0.734) <0.0001
Multivariate analysis adjusting for significant factorsb  0.605 (0.494, 0.741) <0.0001

Progression free survival (N = 425/384 events)
Univariate analysis 0.670 (0.564, 0.797) <0.0001
Multivariate analysis adjusting for significant factorse 0.681 (0.569, 0.814) <0.0001

Abbreviations: CI = confidence interval; Cp;p o = minimum concentration at steady-state; ECOG =
Eastern Cooperative Oncology Group; HR = hazard ratio; KRAS = Kirstin rat sarcoma; N = number of
patients; OS = overall survival; PFS = progression-free survival.

a With log2-transformed exposure measure, reported HR measures the change in the hazards of death

when the value of Cpj, ¢ is doubled.
b Adjusted for time to progression after beginning first-line therapy, KRAS status, ECOG
performance status, number of metastatic sites, liver only metastasis, and carcinoembryonic antigen.

¢ Adjusted for ECOG performance status, number of metastatic sites, liver only metastasis,
carcinoembryonic antigen, and prior bevacizumab use (a composite group of the 3 individual
bevacizumab factors was created and analyzed as a separate subgroup, described further in RAISE
CSR, Section 9.7.1.2).

Source: h/lillyce/prd/ly3009806/i4t mc jvbb/csrl/programs_stat/tfl output/tospk al.rtf
h/lillyce/prd/ly3009806/i4t_mc_jvbb/csrl/programs_stat/tfl output/ tospk a9.rtf
h/lillyce/prd/ly3009806/i4t_mc_jvbb/csrl/programs_stat/tfl output/tpfspk al.rtf
h/lillyce/prd/ly3009806/i4t mc_jvbb/csrl/programs_stat/tfl output/tpfspk a9.rtf.

TITRBREEE T LV TREORBE RO DO A 2.7.23-5 (TR Lo, &4
17 AR R OIS A AP R & A B e BRSO DT RN— 2 T A VN1 AT L.
Q3 KU Q4 #ETITAAEMFMIM., Q1 KU Q2 #E Sl A O — FEAFRETH
ST2b OO, FNLSNTIXEAFHIF U EA TR OV G, BRERS N
DIEENYT— R LT,
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& 2.7.2.3-5 Ciin,ss DTN DEEF AR KR VEBELEFHMDO L EE Cox BIFS
mHER (JvBB HER)

Efficacy Parameter Ramucirumab Placebo Hazard Ratio p-Value
+ FOLFIRI  + FOLFIRI 95% CI) (Wald's)
Na Na
Overall survivalb
Q1 vs Placebo + FOLFIRI 99 450 1.311(1.024, 1.678)  0.0314
Q2 vs Placebo + FOLFIRI 100 450 0.954 (0.736, 1.238)  0.7249
Q3 vs Placebo + FOLFIRI 99 450 0.604 (0.459, 0.795)  0.0003
Q4 vs Placebo + FOLFIRI 100 450 0.657 (0.500, 0.865)  0.0027
Progression-free survivale
Q1 vs Placebo + FOLFIRI 99 450 0.932 (0.739, 1.175)  0.5516
Q2 vs Placebo + FOLFIRI 100 450 0.957 (0.763,1.200)  0.7013
Q3 vs Placebo + FOLFIRI 99 450 0.684 (0.542,0.864) 0.0014
Q4 vs Placebo + FOLFIRI 100 450 0.546 (0.434, 0.688) <0.0001

Abbreviations: CI = confidence interval; Cp;p oo = minimum concentration at steady-state; ECOG =
Eastern Cooperative Oncology Group; FOLFIRI = folinic acid, 5-fluorouracil, and irinotecan; KRAS =
Kirsten rat sarcoma; N = number of patients; OS = overall survival; PFS = progression-free survival; Q
= quartile.
a N = number of patients contributing to analysis. Patients with missing baseline covariate factors
were omitted from analysis.
b Adjusted for time to progression after beginning first-line therapy, KRAS status, ECOG
performance status, number of metastatic sites, liver only metastasis, and carcinoembryonic antigen.
¢ Adjusted for ECOG performance status, number of metastatic sites, liver only metastasis,
carcinoembryonic antigen, and prior bevacizumab use (a composite group of the 3 individual
bevacizumab factors was created and analyzed as a separate subgroup, described further in RAISE
CSR, Section 9.7.1.2).
Note:
Q1= ramucirumab + FOLFIRI treated patients with Cpin o5 <25%;
Q2= ramucirumab + FOLFIRI treated patients with Cyyjj ¢ 25% - <50%;
Q3= ramucirumab + FOLFIRI treated patients with Cyjj s 50% - <75%;
Q4= ramucirumab + FOLFIRI treated patients with Cyyip ¢ >75%.
Source: h/lillyce/prd/ly3009806/i4t mc_jvbb/csrl/programs_stat/tfl output/tospk aS.rtf
h/lillyce/prd/ly3009806/i4t mc_jvbb/csrl/programs_stat/tfl output/tpfspk aS.rtf.

H A NI BT AR PEREAR A 0 44 77 31 1) fo OV R AR (P I K 2 g B
ERIMEDRSEE T 5720, HERKONEEE Cox BRI E{To7T-, TOREEE
FRENK 2.7.2.3-6 LK 2.7.23-7 1277, BARANEMIZEWN TS, BRE D & WER
TRV N A TR SO AR S ER T 5 Z LR Ih/z 2 b
735, JVBB RO HARNEMAZ KL & LIgBER— KR (A2hE) ircb . 2%
& RERDEM 2GR BTz,
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F2723-6 BREE—RE (A BTICED-EBEIZE TS Chinss EEEFHRR
VEEEAFHAROMHEN (BXA) (VBBHEER)

Efficacy parameter Hazard Ratio2 p-Vall'le
95% CI) (Wald's)
Overall survival
Univariate analysis 0.531 (0.274, 1.028) 0.0603
Multivariate analysis adjusting for significant factorsb ~ 0.376 (0.163, 0.866) 0.0217
Progression free survival
Univariate analysis 0.645 (0.391, 1.063) 0.0852
Multivariate analysis adjusting for significant factorsc 0.434 (0.229, 0.821) 0.0104

Abbreviations: CI = confidence interval; Cpp s = minimum concentration at steady-state; ECOG =
Eastern Cooperative Oncology Group; HR = hazard ratio; KRAS = Kirsten rat sarcoma; N = number of
patients; OS = overall survival; PFS = progression-free survival.

a  With log2-transformed exposure measure, reported HR measures the change in the hazards of death

or progression when the value of Cpy;j, s is doubled.

b Adjusted for time to progression after beginning first-line therapy, KRAS status, ECOG

performance status, number of metastatic sites, liver only metastasis, and carcinoembryonic antigen.
¢ Adjusted for ECOG performance status, number of metastatic sites, liver only metastasis,
carcinoembryonic antigen, and prior bevacizumab use.

Source: h/lillyce/prd/ly3009806/i4t mc_jvbb/csrl/programs stat/tfl output/tospk al jpn.rtf
h/lillyce/prd/ly3009806/i4t mc_jvbb/csrl/programs_stat/tfl output/ tospk a9 jpn.rtf
h/lillyce/prd/ly3009806/i4t mc_jvbb/csrl/programs_stat/tfl output/tpfspk al jpn.rtf
h/lillyce/prd/ly3009806/i4t_mc_jvbb/csrl/programs_stat/tfl output/tpfspk a9 jpn.rtf

+ 2.7.2.3-7 Crinss A DEAEFHM KR VEBELEFHHMD L L E Cox BIFHFTHER (B
AAN) (VBB FHER)

Efficacy Parameter Ramucirumab  Placebo Hazard Ratio p-Value
+ FOLFIRI + FOLFIRI 95% CI) (Wald's)
Na Na
Overall survival b
Q1-Q2 vs Placebo + FOLFIRI 30 61 1.715 (0.984, 2.990)  0.0570
Q3-Q4 vs Placebo + FOLFIRI 30 61 0.802 (0.429, 1.500)  0.4902
Progression free survival ¢
Q1-Q2 vs Placebo + FOLFIRI 30 61 0.744 (0.447, 1.240)  0.2566
Q3-Q4 vs Placebo + FOLFIRI 30 61 0.540 (0.335,0.872) 0.0118

Abbreviations: CI = confidence interval; Cp;p ¢ = minimum concentration at steady-state; ECOG =
Eastern Cooperative Oncology Group; FOLFIRI = folinic acid, 5-fluorouracil, and irinotecan; KRAS =
Kirsten rat sarcoma; N = number of patients; OS = overall survival; PFS = progression-free survival; Q
= quartile.
a N = number of patients contributing to analysis. Two patients with missing baseline covariate
factors were omitted from analysis.
b Adjusted for time to progression after beginning first-line therapy, KRAS status, ECOG
performance status, number of metastatic sites, liver only metastasis and carcinoembryonic antigen
¢ Adjusted for ECOG performance status, number of metastatic sites, liver only metastasis,
carcinoembryonic antigen and prior bevacizumab use
Note:
Q1-Q2= ramucirumab + FOLFIRI treated patients with Cpyjp s <50%
Q3-Q4= ramucirumab + FOLFIRI treated patients with Cp;, ¢ >50%

Source: h/lillyce/prd/ly3009806/i4t mc_jvbb/csrl/programs stat/tfl output/tospk a5 jpn.rtf
h/lillyce/prd/ly3009806/i4t_mc_jvbb/csrl/programs_stat/tfl output/tpfspk a5 jpn.rtf
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2723313 To5ERBEELIYF U SEELEEHR OB

QAL BERINC B 5 HER] TR— R T A VR XU FTBEME O & 2 T 7 TR 1 O R ¥l
ERETHHOFEELE LT, FUGNEEE~ Yy T 7 LT T REOBRE L ORI TE
A 2 b U, BRER R —SOs (ARME) OB 2 2F 4t L 72,

8 FHD~ v F U VIRF [—IKIGROALFIRRIER G & O HEHEIF, E D KRAS
ZEHRHEE | Eastern Cooperative Oncology Group (ECOG) performance status (PS) . HEfEH0
(g, RO e~k B IRMESUR, MR, BER DAY X~ 7 O] 2 0
TR LT,

O F U INE, T AU TEED Cinss AERE (Q1~Q4) BITAT 572,

1. TUSALRERI OfEHTCIE, 7 A3~ T IREEOFWU N EEN O BH KO 7 & R EE
DT RTCOEBEFIESWT, S O~ v F U 7R+ %2 HOTHE A2 7 O logit &
FHE L7,

2. WHNEEND T AN~ THOTXCOREEZ, § MEO~ v F v 7 WLV ik
DIEMAATIZHESL v F U AR =AMLY, 7T ERBEOTRTOREREND
FELREE EE~yTF 7 LT,

R 1 KO 2 OFIETE L7~ T ) EAEHIC L 5~ v F 7T, HliA =
TWED~7yTF o TICHR Ty T U TRTFOBBEMN L0 ZERINTZ D (R
o b—3 gy PK KOMRE GBS E Table 8.9, &5 53.3.5.1 1) | AT Clid~
NTJEABBC R D~y F U EAWEZ, T ) EAEBIIC LD~ vy F U IS
. WIS 1: 1 Ty F 73585 LT, 7T 8REENS 105, 106, 105 &
V106 258 IR ST,

EWHALRE N~ v T 7 L2778 RO RF BT 524 FHM @ Kaplan-Meier
HifR A X 2.7.2.3-6 1277, Q3 KUY Q4 BECIXEAFHIM O RO 5722 3BTRS 5
N7, QL KN Q2 HETIERD b hoTe, ~vF U7 L7 7 uREEDBRE & X
T, QL Q4 REDOBHETIL QI KV QQEEDEHE L0 b 2AEFHMNEN-T2, Z Dk
Fix, 8 2723311 HEOW 2.7.2.3.3.1.2 HIR LERHEE -G (BohE) OREfR &
—E LT\,
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Abbreviations: N = number of patients; OS = overall survival; Plc = placebo; Q = quartile; Ram = ramucirumab.

27236 FONMBRUIYF oI LTS5 RBEOEREFICE TS LEFHM D Kaplan-Meier giff (JVBB
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ST, BEREE WD RO AAEAEZ S T2 Cox [BlROHTHERZ . KU NLEED
2ER O T A~y F o S L7 I REEOBRE LG T — X I L TY Tixd i,
~ v F 7 LT RER DA AR O Cox [BlR TG R A2 3 2.7.2.3-8 IZ/RT,

F27238TyvF U LM UENDEEFHED Cox BRI HER (JVBB HER)

Matched Ramucirumab Placebo
Case-Control + FOLFIRI + FOLFIRI Hazard Ratio p-Value
Group Cyinss (Case) (Control) 95% CI) (Wald's)
Quartiles N/ Events N/ Events
Q1 105/ 83 105/ 80 1.092 (0.803, 1.486) 0.5728
Q2 106/ 74 106/ 75 1.028 (0.745, 1.417) 0.8681
Q3 105/ 67 105/ 77 0.698 (0.503, 0.968) 0.0313
Q4 106/ 65 106/ 85 0.669 (0.484, 0.925) 0.0149

Abbreviations: CI = confidence interval; Cpn s = minimum concentration at steady-state; FOLFIRI =
folinic acid, 5-fluorouracil, and irinotecan; N = number of patients; OS = overall survival; Q = quartile.
Source: h/lillyce/prd/ly3009806/i4t mc jvbb/csrl/programs stat/tfl output/tospk maha match a4.rtf.

FZUSNRELE~y F o 7 LT T8 RBEOBRE L OB TOREFEWB O EICBWT
b, FR2T235 R LIEBREE S (A2IME) OBMR & RRORERBZ G O T,

272332 BHRE—RIC (Re%) @FH JvBBHR)

BREE R —BOG (RAME) ATICIZ. AT ASTRED 425 BIR OV T B REED 480 1
DT —F &P\, REFKROREE KL (Zet) firdgEMicks s 71—k
3ULDOFEEFZORBIEIG 23 2.7.2.3-9 TR,

WREE & —PUS (REeME) fRtT ORI & LA EFS A PEREE (S
i) . mIMERE L g (FeAEE) . TR (PT) ] 1o\ T, ZL—R 3 LR
FERDORBAEAIL, 7LV NA~THLOT T ERHEONTRTYH, 2EM L IBRERE—
Bots (Z4atk) AT & ORI TR CTH - 7o, HBEFIGOR G ZES 2 £HIHTIH
BECThot-, LN T, BEE—S (22t TR L-gers —2 134%
DT =4 &KL TS LM L7z, Crings DIIAGIRERIO 7 L— F 3 DLEOHES
GORBEIS %F 2.72.3-10 1287,
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£272392EMRUVBEE—RIC (X2t BTHAREHAICE TSI L—F3ULED
BEEEROEBHEEG (JVBBHER)

Grade >3 Overall Study Population Exposure-Response Analysis
Population
n (%) Incidence n (%) Incidence
Ramucirumab| Placebo |Difference| Ramucirumab| Placebo |Difference
+ FOLFIRI |+ FOLFIRI (%) + FOLFIRI |+ FOLFIRI (%)
(N=529) (N=528) (N=425) (N=480)
Neutropeniaa 203 (38.4) 123 (23.3) 15.1 175 (41.2) 112 (23.3) 17.9
Hypertensionb| 59 (11.2) 15 (2.8) 8.4 54 (12.7) 14 (2.9) 9.8
Fatiguec 61 (11.5) 41 (7.8) 3.7 44 (10.4) 38 (7.9) 2.5
Diarrhead 57 (10.8) 51(9.7) 1.1 43 (10.1) 48 (10.0) 0.1

Abbreviations: AESI = adverse event of special interest; FOLFIRI = folinic acid, 5-fluorouracil, and
irinotecan; N = total population size; n = number of patients; TEAE = treatment-emergent adverse
event.

a Incidence of Grade >3 neutropenia (consolidated term).

b Incidence of Grade >3 hypertension (AESI term).

¢ Incidence of Grade 3 fatigue (consolidated term).

d Incidence of Grade >3 diarrhea (preferred term).

& 2.7.2.3-10 Cin ss PEABLEA DI L— R ILULDFEEROHKHEEE (JVBBH

ER)
Ramucirumab + FOLFIRI
Cmin,ss
Placebo

FOLFIRI Overall Q1 Q2 Q3 Q4
Concentration . 6.280—-  6.280 — >49.667 — >62.648 — >81.128 —
Range (ug/mL) 228.650 <49.667 <62.648 <81.128 228.650
Neutropeniaa (%) 233 41.2 39.6 349 41.5 48.6
Hypertensionb (%) 2.92 12.7 11.3 16.0 9.43 14.0
Fatiguec (%) 7.92 10.4 6.60 11.3 8.49 15.0
Diarrhead (%) 10.0 10.1 8.49 12.3 12.3 7.48
Number of 480 425 106 106 106 107
Patients

Abbreviations: AESI = adverse event of special interest; Cpn s = minimum concentration at steady-
state; FOLFIRI = folinic acid, 5-fluorouracil, and irinotecan; TEAE = treatment-emergent adverse
event.

a Incidence of Grade >3 neutropenia (consolidated term).

b Incidence of Grade >3 hypertension (AESI term).

¢ Incidence of Grade 3 fatigue (consolidated term).

d Incidence of Grade >3 diarrhea (preferred term).

HFHERBAE (FEAFE) 1. ZL— K 4 OERNWEGHES DT 94%DHEE TR
BNTEY, EFIT IV —iTEHWT, BEELE 7 L— R 3 L Eodr ek e
(Feaih) ORBIEIG L OBMREFM Lz, vV AT 4 v 7 IR E AW T, IRE&E
EHREFERR [V — R 3L o EREEESR, 71— R 3 0% (aeE kU7 LV
~—F3uL@Tﬁ<m0]@%ﬁﬁAk@%M%ﬂﬁbto%mE%L$%\ﬁ%<%
G KOTH (PT) 1, W& S (Zet) MiTREROmE T L—F
4 DEGNRENEN L, 0FIKDIFIDOHRTH-TZ Linb, ZL— K3 EOFESR
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GhELOTIHMIT 22L& Le, ok, ZEMHMITEIE L L 4 HOGEFR TIE

7 L— K 5 OFRI0 ol BITICIE, 4 FEOBERE X7 A —% (Chint. Cminsse
Caxss X O Cavess) PIREEREZZ DT,

HARNEMTO Chpings P ~FMHERIO 7 L— R 3 UL EOFEEZORKRENG % &K
2723-11 1T d, v AT 4w 7 BEEGEZHNT, BEEES 7L —F 3 LLEOAfFfEk
BAIE (FiAeE) OFRBIEIGOBMREZ N L7, miflEREESES, K e AW
TH (PT) ([ZOWTIX, BEABIEN DI o722t u VAT ¢ v 7 [BlRSHTIEAT
Dol

+* 2.7.2.3-11 Crinss P=ZAMEAD I L— R ILULDFEZEROHKFREES (HERA)

(JVBB &t5&)
Ramucirumab + FOLFIRI
Cmin,ss

Flgiclgi)lgl Overall < Median > Median
Concentration Range . 30.1 — 138 <60.5 >60.5
(ng/mL) ' ' 7
Neutropeniaa N (%) 31 (50.8) 39 (62.9) 15 (48.4) 24 (77.4)
Hypertensiond N (%) 2 (3.28) 11 (17.7) 7 (22.6) 4(12.9)
Fatiguec N (%) 2 (3.28) 5 (8.06) 2 (6.45) 3(9.68)
Diarrhead N (%) 3(4.92) 4 (6.45) 3(9.68) 1(3.23)
Number of Patients 61 62 31 31

Abbreviations: AESI = adverse event of special interest; Cpn o = minimum concentration at steady-
state; FOLFIRI = folinic acid, 5-fluorouracil, and irinotecan; TEAE = treatment-emergent adverse
event.

a Incidence of Grade >3 neutropenia (consolidated term).

b Incidence of Grade 3 hypertension (AESI term).

¢ Incidence of Grade 3 fatigue (consolidated term).

d Incidence of Grade 3 diarrhea (preferred term).

2723321  WFHEKBEDE (HEE

7 L— R 3 U EOHERBIE RAGE) OREEIS LML 4 MEOBRBER T
A—Z DENENPHETFHNCAEZRBESR (p<0.001) ZRL7c, 2D 95, Chings &7
L— R 3 DL LG EkgAE (EEE) ORBEIE & OBRIFEHFIICR b A ERM
RER LTz,

T LIV~ T OUEERUSMNIAF R ERBAE (A5 OFRBUCKET R Z2 ML
TG R, IR OFE, MK OARE (77 N) Bt FNCaERRERE R L
7oo HFHERBUE (FiARE) DIEFIT 2V —OKEET VL, A=l —2 3 PK
o OB R RSB e 2 (45 5.3.3.5.1 TH) @ Table 8.13 |2~ L7=,

JVBB RO G EFNZDONT, Chings &7 L — R3LLEROY L— R 4 D hEkgD
fiE (FLaE) BEFNEO THEOREGE T2 2.7.2.3-7 T 2.7.2.3-8 (T~ d, 4
WREWEZIZE, 7L —F 3 LLEOHREREIE ARE) 2R3 2MEN R -
oo 70— R 3 LLEOGFHERBAE (FiReE) ORBRENEIX, 77 BRBELDT L)L
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STHOWTRG, TUT ANLMEERE TiRbENo T2, GFRERBAE (AeE) D%
BREETHEOHAROE LHEIX, 7OVTAKRET T AONTRIZEBNTEH, Bk
$%kﬁ‘$$%<‘:0)ﬁf“*ﬁ1lb'm\to INBDORERNG, 7UVT AKDIET VT AT
IMERNCEAfRR <, BEREL 7 L— R 3 LLEOFPEEAE (FEERE) OFBLIEIS DR
JJ@%EE%T‘%%) EMTRBEEINTe, TUTNTIET T NTHARTE Do 7o i ER
DIE (FEEEE) ORBIEIGIT, WER L IXBEEN 2T,
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Predicted Probability of Grade 3 or Greater Neutropenia (%)

Predicted Probability of Grade 3 or Greater Neutropenia (%)
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2.7.2 FEPREREEAER

Male Asian
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Minimum Steady-State Concentration (ug/mL)

Solid lines represent population prediction for probability of neutropenia incidence. Shaded regions
represent 95% confidence intervals. Predictions at minimum concentration of zero represent predicted
incidence for placebo plus FOLFIRI. The concentrations shown comprise the 5th to 95th percentile

range of predicted concentrations from the RAISE study population.

2.7.2.3-7 Cpinss £V L— F 3L EDIFHEKEADE (HEE) RBRINSOFREORHS

% (JVBB
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Solid lines represent population prediction for probability of neutropenia incidence. Shaded regions
represent 95% confidence intervals. Predictions at minimum concentration of zero represent predicted
incidence for placebo plus FOLFIRI. The concentrations shown comprise the 5th to 95th percentile
range of predicted concentrations from the RAISE study population.

2.7.23-8 Cinss £V L— K 4 DWFPHKEDE (HEE) RRINSOFAEORER
(JVBB #E&)

HANERNZOWT, 7 b—F 3 DLEOAFPEREAE (FEasE) ORBEEEIE. 74
VIV T DIFBEBENEWEECTE N ST, £ TRURAT 4 v 7 [BUFHT & i L7223,
AANER TITREE & & PERBAE (G OIRBUEIS ORICHEH PRI A E R %
RO LN oTc, LU G, AARNER TITIEFIE D LI NEBE T > 7o 72
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D, 7 L— R 3 DL EOHHFERPE (FEaiE) ORI OMREEOBEMEIZ O\ T, iE
B 7ehEimiTEx e o7,

2723322 EhOEEESER

TAVNTOgEGZREE 7 L— K 3 L EoEiEREEREROFKBEESG Eofic—& L
TREME IR SR o7, L, ZL—F 3 DL Eo@Ei R # SR O RHE 51X
T LV THETT 7 BRI THEI IS REICE 2T, 77— 3 U kD
I JE B S G O R IREN S 2 BN S B DM O R 713 E SN2 d o7z,

7 L— R 3 L EOEMERFESFENBERT LML, 7L~ 7/ (0.13) TFZ
EAREE (0.03) KV bENoT,

7L — R 3 U EOEMEMEHRRICONTOR VAT 4 v 7 [BIROKKET LV THD
NIRRT A—=FOREEEZ R 2 L —3 3 > PK M OMRGEGHBREIEE (5 53.3.5.1
IH) @ Table 8.14 12/ x L7=,

AANERTIZZ L— F 3 L oS ERERFROREIEIG ML (% 2.7.23-11)
Wk EE & & ORI & 272 B MEIIER O b o 7o,

2723323 EFH (#HEHE)

JL—F 3 OIS (HEHE ORBEEGIL., TV~ TRHETT T BRI THK
EAICE D> T b DD, RFERELE 7 L— K 3 O ATE) ORBEE L OBICHE
FHNCAELRBEENIIEO bR ote, . TAVASTREICEIV S L—FR 3 D
iy (HAdE) ORBEGIIWM LU erolz, ZL—1F 3 Oy (FAE ORBEEES
NS DN FIIEE S e o7z,

BEMTZ L— R 3 0 (A BNEBLT 2L, H5HICEDLT 009 ThH
77,

71— K 3 0T AE) 2o TorPAT 4 v 7 AFORKEET LV THELIE
RT A= OHEMAERE 2 L—3 3> PK MOMBRFEGRBRHEE (5 53.3.5.1 1H)
@ Table 8.15 12/~ L7=,

AANERTIZZ L—F 30357 (FEFE) ORBEHIEMES (R 2.7.23-11) | BRE
B & ORICH & 72 BEMEIIER b o Tz,

2723324  TFH (PT)

TH (PT) 1%, WHEGEECRRAEIENE N -T2720 (T LV~ THE 10.8%, 7T7%
REE9.7%) | MBEE L OBEMAZFHME L., BEREE 7L — F3LLEOTH (PT) 0%
BEIA & OMICHRFFHCH B 72 BEMEIIRE O b e o Tz,

2EMTZ L— R 3LLEO TR (PT) MRHIT DMRIT, HE5HICEADLT 010 TH
ST,

AARNERATIEZ L— R3LLEDOTH (PT) OFBEIEGMMELS (£ 2.7.23-11) | BEE
B & ORICH &2 BEMEIIER O e o Tz,
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2723325 HBEEERUVESHIE

WRiE = — s (ZatE) MaRERICEB TS, 7 A3/~ 7 X FOLFIRI HiE DA
AN OB GAET (EEH ., B SUIRIE) IR GFIRICE > 72 BHEOEIEG %
Cmin,ss PPUNEFERINC X 2.7.2.3-9 1277,

WRTEE - RS (Rett) T RENTIL, T A3 /b~ 7 XL FOLFIRI %D 4 3HA
OFGAET (FHEH, JREUIARIE) W EG T ILICE ST BEOEIRIX. 7L
N~ THEOT RTONSNEETT T B RECLNTEN- T2 (K2.7239)

2.7.2.3.3.2.5.1 SLINTT

T AV T EREEE T RE TR, RBREEZ R TREE LTI LAV LT
HBIEW ORI G R EmD 0T, TFAVNASYTIRBERLE T LAV~ T ORE, IREXIFTHREF
1k & ORI B 2372 BEMIIRR O B e o Tz,

2.7.2.3.3.252 FOLFIRI &%

T LU~ T EIRFEE L AT ERE T, RIRHE R L R B L T, FOLFIRI ik
DEFEFN O GAET (EEH, BEIIKRE) oflGrnEmnro7 (K 27239 ., 2
UL, 7 L~ 7 ElgER 2~ B TlX. FOLFIRI YL O £ 531 K& O G- [m15003
ZNZ & (REa b—3a v PK R OMRE UGBS & Table 8.19, %5 5.3.3.5.1 5H) 728
JRETH DR E X b,

T LYV T ARG E A R TRETIE, 5-FU OREHIEOEIE b E T, T LUV
VT OBBEEEA) )T A ROFRY F— NIy AOFEEHIEE ORICH G272 B
HYETRO bR o T,

Ramucirumab
100 -

60 -

%

40 -

20

0 - - -

Dose delay Dose reduction  Dose omission Dose
discontinuation

Dose Modification
H Placebo Q1 Q2 Q3 Q4
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5-FU
100 -
80 -
60 -
X
40 -
20 -
O = T T I T . 1
Dose delay Dose reduction  Dose omission Dose
e s di tinuati
Dose Modification Iscontinuation
EmPlacebo mQl " Q2 Q3 Q4
Irinotecan
100 -
80 -
60 -
X
40 -
20 - I
O = T T . T — 1
Dose delay Dose reduction  Dose omission Dose
e s discontinuation
Dose Modification
EmPlacebo mQl " Q2 1 Q3 Q4
Folinic Acid
100 -
80 -
60 -
x
40 -
20 -
O = T T . T — 1
Dose delay Dose reduction  Dose omission Dose

o s discontinuation
Dose Modification

M Placebo Q1 Q2 Q3 Q4

Per protocol, no dose reductions in folinic acid were allowed.
Abbreviations: 5-FU = 5-fluorouracil; Q = quartile.

X 27239BEE—RIE (&%) BITARERICEITS. SLVILT T, 5FU, A
)/ THURUVKRI)F— AL ODLOBREER (REEH. BEXITARE) BOCH
Bt [TE--EEHEDE|S (JVBBHHER)
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YA T BV AR (R - I

2.7.2.34 FERFER

FIEI I FERFICER Y U 72 FERR RSB L DR RBR L v S o7 Ao ~T 0T — 2 %

BEMNCEHME L., T A3 ~T DM - HEAZHRTE L,

il - B BE kIR & LT8 AR OV I ARRRIRAAER JVBB Rz 5T) Tl

PLTFOTRTEREMNCEIZ L, Smgkg ® 2 1 B GEZEH LT,

o TAVIITDOIWENRET 0 T 7 A )L TEERSZ RO RIREME AR vtz [W)E]
HIEERFOBEEE (55 2.7.2.3.621H) 2 &)

o FEEERET NV (wUR) THERIEMAZ R L7z DCI01 (w7 AYrr— Mik) %
M2 DRAREYEE (MiET T L ~T7 0O T 7IRE) B3RO 5 [FalHGE
REOMEE (55 2.7.2.3.6.1 1H) % &[]

o 1 MHERRRER CTY MM 2 BUEBIEENR O v, HEGIREME (dose limiting
toxicity : DLT) 2538 b iv/gro 7o [FIEIHFERFOME (5 2.7.23.62 H) =&
e

o HERMERSN - EIE OFEER MU FIRIEOR G A S YV a— L E—H LTS

272341 BRHEGKRHAER

FEG - BB R xSl L2 T F LU 1 AHERRRBRICB W T, FA3 <7
8 mg/kg & 2 WRNC 1 [ RBINI N7, ZOME - A&, 7 A3~ 7 O3RYERE
7a 7 7 A NVCIENSZEREET O ARES RSN 2 & RO 1 FHERRRER [14T-1E-
JVBN (LAF. JVBN) #Bi] CZhOOHEUTOHER O G A7 Y 2 — /L CTHRY
RPUEEEVERGRO b Z LM OER SN [(FIRIRGERF OB (55 2.7.2.3.6.2 )
B

[4T-IE-JVBM (LLF, JVBM) KUY JVBN iRk Cid, BB - BEmEEICT LAY
N TG-S, JVBM RER TIE, EATEIEEE 3761 (&l - EEEE 6 filx
) ICT LAV T REMEE SN, 205 b, G - EEEEE 3 Hlaate 20 4

(54.1%) TEBEWRENENEE (stable disease : SD) Toh -7, JVBN iRBR Ci%. 1T
BB 2561 (il - B EE SHEEl) I27 A3 b~ DRI, 20
2B, il - ERREEE 3 Flamte 15 61 (60.0%) THEAa L b —L3gEo bk

(Wb I BREZIFIL SD) .

HARNOEBIER « B EE 208 L L RHBEKRBR cH 5 IVBY o %
HiJX., 7 L3~ 7 & FOLFIRI LA G Lz & & OZ2MER OREMEE et
D LI, BARNEE &R FOLFIRI LA U575 L&D T L~ 7 OHELE
Mk - HE B mgkeg % 2 EMIC 1R 2B 2Z2MROBEELAHRT L L Tho
72 7LV~ 7 8mgkg & FOLFIRUVEIEGH FCHEERGE LIz E B 1A 271) |
CL DA FMEIL 11.4 mL/h, Vg DRAEEIEIZ 251 L THY | ok MoE s a7 Y
> Gl (immunoglobulin G1 : IgGl) &/ 7 v —F /LHRD Y EhEREE & R TH - 7=,
K BRAERIL, 661095 44125 SD, 1 HI23E45378%) (partial response : PR) . 1 573
1T (progressive disease : PD) Tho7-, LAEX D, HARANZXIG & U RHEG KRS
TH D IVBY REBROFERIL, 7T ALUSNDOIENE x5 & LT iR RBR O KW ERE D
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FER LA TH D Z ED/RE I, FOLFIRIVEEJH FTO T A v~7 (8 mgkg #RMN
BhH) © 2 B 1 BEEEIE, BANBE CTHFRICERTH D Z ENERINT, €D
72%., JVBB REBRICB T2 7 v v~T70OHE - HE&%, /ME AR OHEARANILIZ
FOLFIRI JVEOFH T 8 mg/kg 2 2 I 1 MG L3 E LT,

272342 JVBBEER (% Il HEEREREER)

JVBB B CIIMR T & — SUSRNT 21TV T LAY b~ 7 O & & Ao LR O 4
& OB A FEAM L 72, FOLFIRI SEIEDF D 7 ALV~ 7 OUgE & — SUSRHT DR 5.
Aoonte (AR R OEREAGFHIR) &7 A3 0~ 7 OgEERE & ORI BT
5Lz, FOLFIRI EEE D T A L~ TIRBENHEINT 513827 — R 3 BLED
R ERIBE (BEEGE) ORBIEIG T EF L7223, FOLFIRI JEFH F T A ~7
8 mg/kg & 2 HMIC 1 EEETHHIE - HEIR, et EREBRBEITR D N7,

YL XY MR - B A I LT FOLFIRI JEEFH T T Ay v~>7
8 mg/kg & 2 WRNZ 1 [BIFIRNE G52 AL - A&, 3B L OBRRIIC A 0 D%
EThY, BIFBR_RXT7 4y b« VAT ZmR LT, D, BBERSY - BEEE

(2% %, FOLFIRUEEGH T TO T L b~ 7 OHESE &1L, 8 mgkg & 2 BIC 1[9]
Beh & Lz, 7B, T ~T7OARHE - R (8mgkeg Z 2B 1E#ES) 1%, XK
E, BN OVA AR Tl &G SV B ICk 7o G - & LRI L TH D,

HARNSEHTORER— ﬁﬁ(ﬁﬂ%)%ﬁuomfi SAE & RO FED 5
e (5 272331 1) , £o, BREE—US (Zaf) i onTid, 7480 0<
7 DiRiE L L EMERHIlERE & L2 A A EFRORBUH b 2R B3RO ST,
HARNEM TR T 2B EN KT 2 et EknweEx 6nd (8 272332
H) o BRREGRICOW TR, HARNER O BRI FHIM O R S 2EM & FRETH
ST LR ETHREMICHET L. AAANERTOREREFRRIZT Ly~ T DR
MEDRIIFCE D 2 eI, £, AT AARANER & 2ER TRl
HCThote (GF 273 HEUHE 274 HBH) . L7ed> T, BARNBEICKT HHESEH
e &, KEEROEINEFRITETHZ EBZYTHD EEZ LN,

2724  $FRIGEER
27241 GRERMY
272411 2HRZELTCOREREFERER

KHFEICBIT DT L~ T7 OREREL, 23 3R (KHFEORKT —# Xy r—v
IZEEND 4 WBRA G, BRERTRAENG LN TV DRI T — % 2 W That L
Too T DI~ TG EE OGERMERHIR R A K 2.7.24-1 1R T, 23 BRTT L3 1
~ 7 EEE ST 3448 Bl H B 3263 BHEERBRIAR T OWT I ORE A CRIERIET
—EPELI (R—=RA T A VIRORFERPFONTEBEEET) | 2890 FlIXT AL~
THE%D 1 KRR ECRIERNET — 2 G b,
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YA T DR (R - B

REBYIMFTOR—2T 4 U EELWT ORI CREFRET — 2 3567 Ay
N~ T B X TR 3263 Bl H B 229 B (7.0%) T ADA 2SERH S du, 86 f

(2.6%) 7 TE-ADABHETH Y . 1761 (0.5%) THRHFURDLEMETH - 72,

T LN TEREHRD | BRUETRERET 28BN T by~ T b S
UT= A 2890 Bl H B, 143 B (4.9%) T ADA A 41, 86 B (3.0%) 7% TE-ADA
BT 0, 1441 (0.5%) THRHUERBEMETH 72,

7 1 AHERIREABR D 6 58k (JVBB. JVBF. JVBA, JVBC. JVBE &} JVBD i) T
X, T EARBEXIRRBERRESNTEY ., ZAV A THEDBRNAETH ST,
D 6 BT T B AR IR A - S 2248 B0 O B 2175 BlIERRERIHE
DWTNNORE R THRIZFMEOT — 2 35540, 1848 X540 1 KR Lh B CTHRER
HEOTF—2 R Goni, (F27242) ,

R ONWTNDOREE (R—R2T A U EET) TREFRMET 285 onz>
T/ AR XIS 5B 2175 Blo 5 B, 163 #i (7.5%) T ADA 23 &4, 33 #

(1.5%) 75 TE-ADABGHETH V. 661 (0.2%) THRFULDGETH -7,

T LN TEREZD 1 BRUETRERET —2 23557277 &R U3 RS
HERE 1848 61D H b, 12241 (6.6%) T ADA 2SS4, 33451 (1.8%) 7% TE-ADA [
PETHY ., 48] (02%) THRPUEBEETH 72,

E. RERMEOFTMICE EN RO 5 6, LT OB OB ILE N TR U
B GEIRFIC BERR 1 T b 2 D3 iU T — & WARIRH DERIRRER CTh 5,

o JVBA B . 7T F R A G e — IR T U IV BRI il 2 4 ch 52
ETDHREZXFEALETLAUASTHHAEO NES BV ETTBROFHOWS,
ZhisxdLFl, 77 ARk, ZEHER, EELML, B IHEERRRTH 5, WAk
FRIXEN TR,

e I4T-IE-JVBL (BAF, JVBL) #BR : P38 ST IR/ NI s FB 5 o — iR & L
T, AeFE (77 F AR GTe) Lsgdat NP E NI 15 KK

(vascular endothelial growth factor receptor : VEGFR) -2 &/ 7 B —FIAHURTHDH 7
LY~ T OB GRE L bR (77 F TR R ETe) B G RO G
ROV etz e+ % b, Sl Ielnl, FFER. BIEA, & 1 AHERRER T
0D, PERBGEILEN TARIEH,

e JVBC #%% : Human epidermal growth factor receptor 2 [ CUIFRANHE 22 RFTFFFE M X
ISR MEOIE 26 T HANAEEN 2 VBREEZN BRI N X B AFH T TT 4
N~ T EER & T T 2 R GREO A NE R R T D, S hiEk 3L
TR RHR, CEER. EEAL, B NHERRBRTH D, HIEHE B b
Th D NRSEFMET — 2 TR,

JVBA. JVBL KO8 JVBC RERDFEMIC OV T, £ £ Summary of Clinical
Pharmacology Studies (Non-Small Cell Lung Cancer) (55 5.3.5.43 IH) D% 2.7.2.2.1.1 1A,
55272212 H RO 2.7.2.2.1.3 HIT/R LT,
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272415 LYW TERESN-EEDRERETEER

Abbreviated Study Patients Patients Analyzed Any Time Patients Analyzed Post-Treatment
Code Treated Patients ADA-positive Treatment- NAb Patients ADA-positive Treatment- NAb
Analyzed emergent ADA Analyzed emergent ADA
JVBB (RAISE) 529 516 29 6 1 477 15 6 1
JVBF (REACH) 277 277 35 10 1 241 23 10 1
JVBA (REVEL) 627 599 43 9 3 506 28 9 1
JVBC (ROSE) 752 715 20 6 2 679 9 6 2
JVBE (RAINBOW) 327 320 16 5 0 291 7 5 0
JVBD (REGARD) 236 207 15 6 0 138 6 6 0
JCDB 52 42 0 0 0 36 0 0 0
JVCC 22 17 0 0 0 5 0 0 0
JVBLI 67 64 5 2 0 62 4 2 0
JVBO 102 98 13 10 0 75 10 10 0
JVBS 66 62 5 2 1 58 4 2 1
JVBK 66 62 2 1 0 52 2 1 0
JVBR 60 49 5 3 0 48 5 3 0
JVBH 48 48 5 5 2 45 5 5 2
JVBIJ 40 39 10 8 6 35 9 8 5
JVBM 37 37 5 1 0 36 2 1 0
JVBP 39 32 6 3 0 32 3 3 0
JVBN 25 25 5 3 0 25 4 3 0
JVBQ 42 20 9 6 1 17 7 6 1
JVBI 15 15 1 0 0 14 0 0 0
JVBX 7 7 0 0 0 7 0 0 0
JVBW 6 6 0 0 0 6 0 0 0
JVBY 6 6 0 0 0 5 0 0 0
Total (%): 3448 3263 229 (7.0) 86 (2.6) 17 (0.5) 2890 143 (4.9) 86 (3.0) 14 (0.5)

Abbreviations: ADA = antidrug antibodies; NAb = neutralizing antibodies; NSCLC = non-small cell lung cancer.
Note: Immunogenicity data from Study JVCB are not available at the time of submission because at data cut-off several patients were still receiving ramucirumab and therefore
follow-up visit data for all patients are not available.
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1 Immunogenicity data from patients with nonsquamous histology are reported. No data are available from the ongoing trial for the squamous histology. For patients with

nonsquamous NSCLC (Arms A and B), blood samples for the assessment of anti-ramucirumab antibodies were collected from patients in Arm B (ramucirumab and
pemetrexed plus platinum-based chemotherapy); blood samples were not collected from patients in Arm A (pemetrexed plus platinumbased chemotherapy).
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+® 27242 T5R / HBEZRE SN-EEDORERETEHER

Abbreviated Study Patients Patients Analyzed Any Time Patients Analyzed Post-Treatment

Code Treated Patients ADA- Treatment- NAb Patients ADA- Treatment- NAb
Analyzed positive emergent ADA Analyzed positive emergent ADA

JVBB (RAISE) 528 512 28 5 1 473 18 5 1

JVBF (REACH) 276 276 39 7 2 231 31 7 1

JVBA (REVEL) 618 598 62 16 3 481 47 16 2

JVBC (ROSE) 382 360 10 3 0 342 10 3 0

JVBE (RAINBOW) 329 323 19 1 0 268 13 1 0

JVBD (REGARD) 115 106 5 1 0 53 3 1 0

Total (%): 2248 2175 163 (7.5) 33 (1.5) 6(0.2) 1848 122 (6.6) 33 (1.8) 4(0.2)

Abbreviations: ADA = antidrug antibodies; NAb = neutralizing antibodies.
Source: lillyce/prd/ly3009806/i4t mc_jvbb/csrl/programs_stat/tfl output/s106anti.rl.doc.

44



LY3009806 272 ERAREEPEEER
FA T LY RIHEEIR (R - ERE)

272412 JVBBERERIZHIT 5 RERMEFTEER

JVBB #RBRIZI 1T D 00 R REARE A 2% 2.7.2.4-3 1O” T, RRBRTIX, 7430~
THED 516 BT T B ARFED 512 il 2% RIT, ADA 23 S L7z B OBIG 23l L
77

ARG - B FRE ClX. ADA. TE-ADA K ONWRIFUARD K S iz g oElA
IHEL, 2RBREZEL TO T A~ 7 OREFEMEFEFER L NT AL~ T OiED
5 I AHRRIRRRER DGR L Bk CTd - 72,

* 2.7.2.4-3 JVBB HER D & R IEFTMEIER

Patients Analyzed Any Time Patients Analyzed Post-Treatment
Treatment Patients ADA- Treatment NADb | Patients ADA- Treatment NAb
N) Analyzed positive -emergent Analyzed positive -emergent
ADA ADA
Eg;ﬁ@LHRI s16 29(5.6) 6(1.2) 1(0.2) 477  15G.0) 6(13) 1(0.2)
g;ﬁ”ﬂxﬂfml 512 28(55) 5(1.0) 1(0.2) 473 18(38) 5(LI) 1(0.2)

Abbreviations: ADA = anti-drug antibodies; FOLFIRI = folinic acid, 5-fluorouracil, and irinotecan; N
= number of patients treated; NAb = neutralizing antibodies; Ram = ramucirumab.
Source: lillyce/prd/ly3009806/i4t mc jvbb/csrl/programs_stat/tfl output/s106anti.r1.doc.

27242 GRERMNILVILIIOEYHEICRITTEE
FIZIRIEDR T b2~ T OFEMBREI KT TR O T, KHFEOMKT — % X
TF=UICEENLRBRDO OB FIEIHFEEEHIE D TV JVBB, JVBF &K U JCDB &
BRD 3 BROFE R Z T,

272421 JVBBRRIZEITARERENTLIILT ITOENFEICRIZTTEE

T LN T D ADA DR SN2 T AV L~ T BRI EE 29 IO
T, FAVN~TOMBETREHRET —% L EZ~ Y FIE0ERET — % %
JVBB iBRIABRAIT A E (45 5.3.5.1.1 18) @ Table.JVBB.14.5.3 (TR L7,

ADA B SN E D 9 B 7 3EHE, FRNCHE LT M7 7HRIEEIIFS TH 5,
3EA®EE 4k XL 5 ERES GRED RAlcBRRUZ, IEFR 7 L0~ 70
T Z7EEIXT T, ADA DAZ Y —=2 77T vt A THHERIRD LN LREE FE S
LD ThoTe, ZhH 76D 55, TE-ADA DB 1TV oo T,

4 2.7.2.4-1 |12 JVBB iR CORLERIERIOMIEN T L NV~T D NT 7REELZRL,
ADA DR SN ZRE =M TR, b, 7LV~ 7 IRENE S FRARM CTH
ST EHT 0 pg/mL & L TR L2, ADA 23 Si7z 7 Bt Mg H 7 L~ 70 K
T 7L, ADA DR SN REI O T Ay~ T ORERHANTH T2, L
LS, TN T D77 ROELGH%IZ ADA 23 S IslBH D 22 o 72
7o, SIEFMENR T K v~ 7 OFEMBIRIC KT TR S oz,
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Dose Number
Abbreviations: ADA = anti-drug antibody; FOLFIRI = folinic acid, 5-fluorouracil, and irinotecan.

2.7.2.4-1 iR 14HERS - BERREEEEXRICFOLFIRIEAFATTILYILTY T
8 mg/kg Z#Y 1 BfEl AV T 28RS 1 BFFRARS Lz & E0REEKA O MFH S L
VLR TDZTRE R LVILTITRAEBGHEIEIFE=A) (VBB HER)

272422 JVBFHERICBEITHRERMUN S LVILI TOEYEREICRITTEZE

T LIV TR D ADA DS S 372 34 BIllZ-OW T, Child-Pugh 4358 CEEE A
L — R AICEYTHRED, TLV LT OMETEREHBET —2 LEEZ~ v F &
W7o fE R T — % % JVBF iBRIGBRFEREE (5 53.5.42 1) @ TableJVBF.14.5.1
R L7e,

ADA P S7Z3 B0 5 6 12 FEHE, MiEHF T A v~T O b T 7 RE ORI
GUZEENT N T 7RERRR R L RSN, MEFR T LA Av~T DT 7R
JEILTRT, ADA DR V—=2 77 v A TEPRO ONDLBEEZ TRIL LD TH
ST,

2.7.2.4-2 |1 JVBF RBR COBGEHERIOMIER T L V~T D NT 7REZRL,
ADA DR SN 2 RE =M TR, b, MR T A b~ 7TRENER FRA
i ChH o7 EHT Opug/mL & L CTRLZ, ADA a7z 12 REtofigHh 7 Ao
~ 7D N7 7REIX, ADA BRH SN TEREIO T LA~ T OREHRHNTH -
2o 12D 5 B 250E T TE-ADA BBtETH -7, Z D 2 EHIWT b 4B H O
HCHRREN (iEF T Ay~ T7REX, 185 LT 212 ug/mL) , LL7Rn 5,
ADA DR SNTEBHER D 2o 7272 SIEIRMED T b b~ 7 O BRI KT
TRBITERMT SN d o7,
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Prior to Dose 4 Prior to Dose 7

Abbreviations: ADA = antidrug antibodies; HCC = hepatocellular carcinoma; I.V. = intravenous.

27242 FFBRERE ERMRIZT LI ILT T 8mglkg 24 1 BFREAN T T 2 B[ I 1
EIEARAIKRES Lz ERHREMBAOMBER S LLITD LS TRE IS LVILT
TG FRE=H) (UVBFRER. Child-Pugh 7 ¥ CEEEMNYI L— F AICERHT

5 EH)

2.7.24.2.3 JCDB R JVCB HERIZH T HRERMENS LI TOEMBEICRIZT
42 m

Foa

JCDB #BR CTlx ADA 23t S 7=k 23 722 < . JVCB #RBR Tl E M O Rt B 1315
TV, LER-T, Zhh 2 3R CIIEEYERE — 5 5 42 F205E L 722 0y 72,

27243 SRERMHIREMEICRIFTIEE
272431 JVBBRRIZEITHARERENTLMEICRITTEE
TE-ADA BETd - 18 O FEF G 2301l L 72k R, AR T TE-ADA 23 BPET
HoleT AV~ T SN BE TREN A EFZIEGED vk ho T,
KBERDO T LV~ TEETIL, TEAICEED KKG  (infusion-related reaction : IRR) B
RERIL, DOVTINORRT ADA Z A L2 28 il 5 B TE-ADA 2351%
Th o T2 BF I HEGBA%REIC ADA B SN2 EF TV oTe, o, 77
EABETH, IRRBEEFLZRI L, 2 ONTINOR T ADA Z i L72EE 15 41
? 9 5. TE-ADA D351 T o o 7o B I G-BbA#% RN T ADA 23 S 72 B 1T
ol
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27244 GERELEDEICRIZTTEE

T LV~ 7 OGRS EHE 2 18 U CRERMEOBBLEI G ME - 272, R
DI IR KAE T BRI L 72 Do 72,

2725 {1k
27251 JVBBHEHEROZDMOEYBE

JVBB R RIZI VT, FOLFIRIFENH T CTT A3 v~ 7 8 mgkg %5 L7 & 2 DI
HEHT LI~ T DT 7ROEEGKETH 1 K (EEORMLFRE ST BEAR
2.7.2.5-1 TR,

+& 2.7.2.5-1 LB - EREBEEXNRICFOLFIRIFEHFAT TSI LAVILT T
8 mg/kg Z#9 1 Bl ANT T 2 BRI 1 BFIRAIRE LIz EDMBERS LI TD b+
SO7RUEBRERTHR 1 BERE (JVBBRR)

8 mg/kg Ramucirumab Every 2 Weeks + FOLFIRI

Trough Serum Concentrations (ug/mL)

Dose Number 3 5 9 13 17
npg 248a 154a 27 11 5
Min 7.65 14.50 24.85 40.90 34.50
Max 118.75 204.50 199.00 145.00 107.25

Median 48.50 67.00 82.75 71.25 75.25
Geo Mean 46.3 65.1 77.9 75.9 72.0
Geo CV% 45 43 51 43 49

Arith Mean 50.3 70.4 86.5 81.9 77.8
Arith SD 19.7 27.4 393 34.2 30.5
Arith CV% 39 39 45 42 39
1-Hour Post End of Infusion Serum Concentrations (nug/mL)

Dose Number 3 5 9 13 17
npg 88 51 18 12 7
Min 37.50 45.50 135.00 186.50 196.00
Max 470.00 503.00 458.00 500.00 330.00

Median 228.00 245.50 243.00 314.75 268.00
Geo Mean 221 243 262 307 253
Geo CV% 37 39 36 33 19

Arith Mean 234 258 277 322 257
Arith SD 76.6 81.7 97.2 103 47.7
Arith CV% 33 32 35 32 19

Abbreviations: Arith = arithmetic; CV% = percentage coefficient of variation; FOLFIRI = folinic acid,

5-fluorouracil, and irinotecan; Geo = geometric; I.V. = intravenous; Max = maximum;

Min = minimum; npg = number of pharmacokinetic observations included in calculation.

a Five trough concentrations that were reported below the limit of quantitation were treated as
missing for the concentration summaries.
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27252 JVBFEREDZDDEYENRE
272521 Child-Pugh #ECEEEN T L— F AIZKRETLBEDTDMDEYE
EBr—A4

JVBF #XB2 D Child-Pugh /3 CHIEHEN 7/ L — K A ICZYTHEEICT LV IL~T
§mgkg ZHKG L&D 1, 4 KON 7TEHOIMIET T L~ T OFGH T 1 Kk
A 2.7.2.5-2 O 2.7.2.5-1 IZRT,

R 27252 FFfREEEERRICT LIILY T 8 mglkg #4591 BfEA T 2 58RI 1
EIEARMNIESE L& EOMBP S LIIILI TDRELRT % 1 BEREOENMEE
(JVBF ##B&. Child-Pugh SETEEEHN Y L— FAICKLT 2EE)

1-Hour Post End-of-Infusion Serum Concentrations (pg/mL)

Following Dose 1 Following Dose 4 Following Dose Number 7
npK 247 140 81
Min 36.5 50.0 17.2
Max 390.0 418.0 427.0
Geo Mean 149.6 189.5 184.4
Geo CV% 36.9 39.1 56.3

Abbreviations: CV = coefficient of variation; Geo = geometric; HCC = hepatocellular carcinoma;
L.V. = intravenous; Max = maximum; Min = minimum; npg = number of pharmacokinetic observations
included in calculation.
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One hour post end of infusion
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Post first dose Post dose 4 Post dose 7
Child Pugh A Child Pugh A Child Pugh A

Box plots depict the 5th, 25th, 50th, 75th, and 95th percentiles.

27251 FFHBEREZXNRICS L)LY T 8mg/kg Z# 1 BERREA T 28R 1
BIE#RAIREL-EERMBERS LI ITIDZESRTER 1 BEEE (JVBF HEA.
Child-Pugh DB CEEEMNYT L— K AIZRUT HER)

272522  Child-Pugh 7 CEEEN I L—FBIZERLATEIEEDNDSLIIILITD
EYERET —4

JVBF i&AB& Child-Pugh 0E CEIEE N7 L — K B IZE ST 2BEICT LV L~T
8mgkg Z#HKE Lz EDIMEF T L NA~T DT 7 ROFEEKRTH 1 RFEEEZ2X
2.7.2.5-2 KOV 2.7.2.5-3 TR,

R—RF A VD Child-Pugh 7METEIELE N7 L— F BIZEYTHEETIE, 4 KO
7EIH OEEGRTOMIER 7 L ~T O T 7HE 3 KO 6EHOEGHD Cpyp) D%
{AEMENZ T 45.4 KON 533 pgmL Th 7= (X 2.7.2.5-2) , 7 [0 H DGR 4
B H OEEGANTE TR 17.4% @m0 > 7223, IREOHPIL 4 [1H & 7 [ H 05 TR
Thote -, KEBEIZED TLAV AT OERENRD L., TEHHOHEGKTHE 1
REREIR EE O S IT 1 BB & TR 582%E0 -7 (K 2.7.2.5-2) » LasL7es
5. BEATH 1 FERIRE ORMEAEIL 4 KOV T B HOFRESTHFR B 208 pg/mL
ThHO, ThHOREL Child-Pugh SFETHEIELEN 7 L— R AICEY T 2BE LREET
bole (F2.7253) .
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Trough concentrations One hour post end of infusion
200 500 7
- L = 400
L]
%, 150 %,
o o
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E \ ‘ 2 .
£ | € 200 T
2 | 2 T
S g L 1
E 50 £ { .
T 100
o , 1 o 1
+ . :
0 N=17 N=9 0 N=37 N=17 N=8
Prior to dose 4 Prior to dose 7 Post first dose Post dose 4 Post dose 7
Child Pugh B Child Pugh B Child Pugh B Child Pugh B Child Pugh B

Outline of box shows the 25th and 75th percentile with inside lines being the population median.
Whiskers show the 5th and 95th percentiles.
Individual observations outside the whiskers are shown in bold circles.

Abbreviations: HCC = hepatocellular carcinoma; [.V. = intravenous; N = number of patients.

2.7.2.5-2 FFHREEE EXRICT LT ILT T 8 mg/kg Z4#9 1 BERA+T 2 @RI 1
E&ERAZRE L= EOMBERS LVILITOD RS TRVFRERTH 1 BREEE (JVBF
#ER. Child-Pugh 7 TEEEMN I L—FBIZKRATHER)

£ 2.7.25-3 FFHIEEEZXNRIZS LI ILT T 8mglkg 5 1 BfEA 4T 28R 1
EIERANZE L-E 2QMBERSLUILITD RS TRVESERTER 1 BEEEODEY
#EtE (JVBF RER. Child-Pugh ¥ CTEEEMNY L— K BIZRUT HEE)

Trough Serum Concentrations (ng/mL)

Prior to Dose 4 Prior to Dose 7
CP-Aa CP-Ba CP-Aa CP-Ba
npK 1550 17 89 9
Min 7.0 12.6 9.2 18.0
Max 121.0 163.5 173.0 113.5
Geo Mean 42.5 45.4 55.5 533
Geo CV% 60.9 71.6 63.5 67.2
1-Hour Post End-of-Infusion Serum Concentrations (pg/mL)
Following Dose 1 Following Dose 4 Following Dose 7
CP-Aa CP-Ba CP-Aa CP-Ba CP-Aa CP-Ba
npg 247 37 140 17 81 8
Min 36.5 51.0 50.0 104.5 17.2 132.0
Max 390.0 265.5 418.0 3325 427.0 377.5
Geo Mean 149.6 135.6 189.5 201.0 184.4 214.5
Geo CV% 36.9 38.8 39.1 29.2 56.3 35.6

Abbreviations: CP = Child-Pugh Class; CV = coefficient of variation; Geo = geometric; HCC =
hepatocellular carcinoma; I.V. = intravenous; Max = maximum; Min = minimum; npg = number of
pharmacokinetic observations included in calculation.

a Patients with Child Pugh Scores A or B.

b Excludes 2 concentrations reported below the limit of quantitation.

51



LY3009806 272 FEIRIKFRGER
P A T LV EREEER (B - EE)

27253 JCDBHEEBROZDMDEMEIRE
JCDB #RIZH T, mFOLFOX-6 FENH T CTT7 A b~7 8mgkg &5 Lo & &
D1 L5 [EIHOEE#OMIET T LAV~ TEERBE X 2.7.2.53 1057 T,
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2.7.2.5-3 Existt4Els - ERREEE X R(C mFOLFOX-6 BEHRA T TS LAY ILY J 8 mg/kg 9 1 ByfEA T T 28I 1 BERAKZRS L= & Enm
BRTLVIITITREHDE (FHE. £R : HFEEY. AF: Fx$BE®EY) (JCDB iKER)

53



LY 3009806 2.7.3  FEIRHIA 2
YA T LY RERHEIR (R - B

Y4 5 LY REHER 100 mg
Y4 5 LY RiERER 500 mg

2.7.3 EREEBIEDMN

BEA—54 1)) —#H%A=tt



LY3009806 273 FRKRRIE R
YA T LY REEHER GRS - ERE)

B

273 BEIRIIAZNNE oo 1
2731 TS B UM oottt ettt 1
27311 B ZIPEZTATLT UM TZZRBR oo, 1
27312 VBB ZRBR DD T T A 2 oo 8
273121  SGIHRBER OIEFHEE D TZIME (oo 8
273,02 2 R TETE oottt 9
2731221  FRHTTEBEER oot 9
2731222  EEVEAACBLOVEFRAL oo, 10
2731223  AHEMEDZIMIIE E oottt 11
2.7.3.1.2.2.4 B BBIIBIIT oottt 11

2.7.3.13 FENG - B BRE 2SR L L2 I AL OV N FER R R BR D7
BB o ettt ettt ettt 12
273131 HAT-IE-IVBY FRER cooovooeoeeeeeeeeeeeeeeeee ettt enins 12
273132 HAT-IE-JVBH ZRER ..ot e oo s e 12
2.7.3.1.3.3  TAY-IE-JCDB ZRBR ....oovoeeeeeeeeeeeeeeeeeeee e e ee e en s en e e en e 13
2.7.3.2 B 2 D FRBRIE FED TR oottt e et en s 14
2.7.3.2.1 FEARE W AR RBROAMEDORE (VBB RER) e, 14
273201 FRBRIEER oottt 14
2.7.3.21.2 ANEAFHFRI RO ODIEEBEFE oo, 16
273203  AEINTEDFE TR oottt ettt 20
2732031 A ELFHI oottt 20
27321311 e ey o[ Ky s 21
2.7.3.21.3.2  FRBRIBHE T UL DOBUEANTEIE oot 22
2.7.3.2.1.3.3 ﬁtﬁé‘%@ﬁﬂ;ﬁﬁﬁ ............................................................................... 23
27321331 B A AF I T O JBE ST oo 25

2732134 /i\if H ) M OV AR AF IR O FATICBUE L 72885046
FIEIT <o 25
27321341 P DT AT EEFTIEIT .o, 28
27321342 NFER DA EEFTIERT oo 28

2.7.3.2.1.3.4.3 —RIBIR DAL FIRIERRIE) D OB TERA R B O H 4y 4
T I <ottt en s 29
2.7.3.2.1.3.4.4 KRAS 22 FLARAE R DER 3 BT oo 30
2732135 FEHIRZOIFEE T P IR e 30
2.7.3.21.3.6  Patient-Reported OUICOME. ........cevririririeirieirieie et 31
27322 55 1b AH M OVER 1 AR EEPRERER OFE R oo 33
273221 AT-IE-JVBY ZRBER oot e e er e en s en e 33
2.7.3.2.2.2  TAT-IE-JVBH FRBR oottt ettt n s 33
2.7.3.2.2.3  TAY-IE-JCDB ZRBR ..ottt r et e e 34
2.7.33 OGN e i DG OL T VY = . 4 TR 35
2.7.33.1 FRIR ST ZREEIT] oot eeeeeeeeeeeeeeeeeeeeeeeeeeneenenen 35
2.7.3.3.2 AT INEZRBR DFE T DD FEER oottt 36
27333 R RN IUT D AE T D ELILL oot 36
273331 HARANEMHDOANEDFER (VBB FER) oo, 36
2733311 FRBRETEEM oo 36
2733312  ABOFFHFAA L O OB EBEEFTE (oo 38
2.7.33.3.1.3 DR ot 41
2.7.333.13.1 Ay 1111 O 41
2.7.3.3.3.1.32 FRBRIGIR UL DPUBEENTETR oo 42
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2.7.333.1.34 TN OIREE T R E— L e 45
2.7.3.3.3.1.35 Patient-Reported OULCOME .........cooveieriirienieierie e 45
273332 HAMEHOFERDOZELZ (IVBBFER) e, 46
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273  WERAF M

YA T LY REEIR (R - B

273 KA
BIE—
S T
CR 5E4228%)) (complete response)
DLT FH &I PR AP (dose-limiting toxicity)
ECOG Eastern Cooperative Oncology Group
EGFR

bRz BABE IR 152 431K (epidermal growth factor receptor)

EORTC QLQ-C30

European Organisation for Research and Treatment of Cancer Quality
of Life Questionnaire Core 30

EQ-5D EuroQol 5-dimensional Scale

FOLFIRI AV ) FH+RYF— R AN T LS VREY F— ALy
L+5-T)vFuay T )b

FOLFOX FXH VT ZF AR F— "IN T LS VRFBY F— v

LT G T L

folinic acid

RUF—hrInNv o, XEHRVF— IV L/ VRFBY S
— "B TN

FU Z)FA w77 b (fluorouracil)

IDMC M7 —42 =41 27 ZE% (Independent Data Monitoring
Committee)

ITT intent-to-treat

IVRS interactive voice response system

mFOLFOX-6 modified FOLFOX-6

PD HE1T  (progressive disease)

PP per protocol

PR 4> 75%)h  (partial response)

PS performance status

QOL 24 VT 4« X7« A7 (quality of life)

RECIST BT A DIRIENFHIE DT DFH T A K74 (Response
Evaluation Criteria in Solid Tumors)

SD “ZZ7E (stable disease)

XELIRI HRYBZE ALY )T HY

XELOX N E L AFFH Y T TTF

AV )T hY HEITAY 27 B ERREK Y & LT 180 mg/m2 & W7

AUV F—hrnvw
I\

HEIZHAY F— & LT 400 mg/m2 & H 7o

VAR Y F— R~ v
YU A

HEIZVAARY F— K & LT 200mg/m2 % 7z

2.7.3.1 E=RUHEE
27311  BH3HEFFMICHALEER

B 273 HICITLL FTORBREZ D 5,
e T LAY ~7 (IMC-1121B ; LY3009806) & FOLFIRI#1ED ff i # H53XBk
o BT I AHEGARFER . 4T-MC-JVBB (IMCL CP12-0920, RAISE) #Bx (LLT,
JVBB i, P& R, EEGRREIRE E 5 53511 H) X, "INV T
XYV TTFUROT Y 2 DU RER O ARG XL D kiE#ET X
1XE DRITHIE L 72 PERE G - B B 2 X512, FOLFIRI &L [V /
771> 180 mg/m2 % Day | I[ZFFRNHE G-, A Y F— b7 A 400 mg/m2 %



LY3009806 273 BRIRHIA L
P AT LV AR RS - B
Day | [Z8 RN L. 5-7 041 77 2 (5-fluorouracil : 5-FU) 400 mg/m?2
(Day 1 ([ZA2GEEFIRNSXS-) | 5-FU 2400 mg/m2 (Day 1~2 (2 46~48 FEfEi /)
THRREFIIRNES) 1 2 2 AEIC 1 BJFHTCT, 800~ 7 &RER
(8 mg/kg % Day | IZHIRNY) & 7T v REGROA MM VLM%
i U7-, EELRE, ZhiskitE., 77 v ARAR, —EHER, BIEAL, F 1
MG RRBR CTH - 7=, WBRE L, FIRROMENER I NS T, FRTER
WEMERFEO HILD E TXIXZOMOFIEFEAEICHE YT HE T, IBBREORL
7 ke L 72
e 4T-IE-JVBY (IMCL CP12-1029) &R (LAF, JVBY #BR. SHMmE R, 1EERFHE
AR H 53521 X, ANV AT AXH U TFITFURTT vk
I VUVRIEANC KB —RIBIR T XL F D% ICHE LB MRS - ERE o B
ANBEEZNGLE LI, AV T hy VARKRYF— Ay LK 5-FU
(FOLFIRI ##{%) & T Ly~ T7®-F A &KL Lz, 5 b KRR TH
72, FEHIRFM (dose-limiting toxicity : DLT) aFlEAR (8 1 ¥ A 7LD
Dayl B8 3 A4 7LD Dayl £T) IZHFATERVWEELRD bNLTHRE
A S UE 2 it 7o L 7o BRI, IR R ICR Y T 5 £ T TRBRIR OB 5 & ik
L7z,
o  HRBBMEREN - HBE AN G L LIZT AL L~ T OFOMORER
¢ [4T-IE-JVBH (IMCL CP12-0709) & (LLF. JVBH iR, ZZEE BB
WA 8 5.3.5.2.1 ) 1. RIBEO RFTET XTI O UIBR ARG e #E 1 -
B B & %5212, modified FOLFOX-6 (mFOLFOX-6) #i%E (A %%V 77
¥ 85mg/m2 % Dayl I[ZFIRNFE L, &Y F— F B v A 400 mg/m?2 %
Day 1 ([ZF RN 5. 5-FU 400 mg/m2 % Dayl ([C2GE RN 5. 5-FU
2400 mg/m2 % Day 1~2 (T 46 FE T CRiGEERIRN I S) OO T, 74
N~ 7 8 mglkg & 2 AN 1 BIFFIRNE G L7z, Mok, Ziiskdtm. IEE .
5 NAHERIRRBR Ch - 72, #BRF L, RBOHMENHER SN E T, FAT
XRVEENEO LD E TILZTOMOFIEFEAEICH YT 5 £ T, 1BBRIED
B 5% ke LT,
¢ [4Y-IE-JCDB (IMCL CP20-0801) #Bk (LL'F. JCDB Bk, ZEEE. GBS
WEE H 53541 TH) (X, AV T h U EELIRIBHEPICHE L 2Bt
FERG - EGREBRE 2 %80T, A BE - mFOLFOX-6 #iED B &Y (x4 1V 77
¥ 85mg/m2 % Dayl ([ZFIRNKE L. &Y F— F B v A 400 mg/m?2 %
Day 1 ([ZF RN 5. 5-FU 400 mg/m2 % Dayl ([Z2GE RN 5. 5-FU
2400 mg/m2 % Day 1~2 (T 46 FE 1 CTREGEERIRINEES-) | B B : mFOLFOX-
6 WIEDOPH T TT7 Ay~ 8mgkg % Dayl I[ZEARNE S, XL C #F :
mFOLFOX-6 #£DHFH T T icrucumab (IMC-18F1 ; LY3012212) 15 mg/kg %
Day 1 IZFIRAN G- DO W% 2 I 1] icrucumab O IR BHFE O —Bf &
LC%Eh L7z, s, ZHskder, EEmR. BIERb, 5 THEBRRRTH -
Too BRI, FURBOHENHRAIND ET, FRATERVEENIZD O



LY3009806 273 BRIRHIA L
YA T NP R G - )
LF TXITZOMOPIFEREIZFE YT 5 £ T, BBREOE G- ikl L 7=,
% 273 HTIX, A Bt (mFOLFOX-6 LD Az h) KO B #E (7L 0~ T
& mFOLFOX-6 Lz FH#HG) OFIMET — 2 Zi#l L7z, T X TCOREH
DOHEEDOFEFIL, JCDB HBRiGEREFE#RES (5 53.54.1H) (TR LT,
7 L~ 7 & FOLFIRI H#EOPFHE 53 B (JVBB KO JVBY &) | W ONIEER
PERERG - BB AR E LT A ~T7 OZ0MmORER (JVBH kO JCDB k) @
T A5 2.7.3.1-1 1277,
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F 2.7.3.1-1 4585 - BEREICHT SRR EOAMMETMICALHERO—&

2.7.3  FERAIEZE

R4/ -g2 PRERE S RBRTFA v/ HRERS
BHNE a X5 REBROEE (B 5#) BEHE HBREEME EED)
5 5= 7 & FOLFIRI 5k DO i #5308k
RAISE Al | AN X7 A RS 10726 (ITT | ZhaskdiE,. —HEBR, 77 BAR BIEAL | B | FE
I4T-MC-JVBBb | &8} | UT T F U RO7 vk | T84 X . - ELIGE AT
(IMCL CP12- EY S UUREHION | ) 7 5y v 7+FOLFIRLARE : Bk
0920) Y 517 X B RIEHR Z LV~ 7 8 mglkg % Day | [IZERIRN 5 /7\/\7;:;; C TR R LF AR
NIXZDRITHEL | T LV L~T . _ . EFIES
TP LT i;ﬁﬁ%ﬁfﬁfﬁz . éﬂ%ﬁ . I:OLFIRI%%H& AV T }80 mg/m2 % Day 1iC | y 755 };’;ﬁnt_reported
FeR RS B A RS L. 4 | FOLFIRIJ: H%H)ﬁlﬁj&’ﬁ:‘: ARYF— BT L 400 mg/m2 & ROT Ak outcome
R ey U rhe. R F— | 536 Day 1 (CERARN S B, 5-FU 400 mg/m2 % Day 1 122 | vy 3 o0y AN
7 e MBS A 5T AR £ 5 5-FU 2400 mg/m2 % Day 1~212 46 | gm0 it
SS5on. Fo BRI - ~48 H#f'a%)ﬁf%rﬁm%ﬂ)ﬁ?ﬂ&%) s 5.2 k 7A:‘;/I/z7
S SFIE, T (FOLFIRIfE) » 5 | FOLFIRI: | 2200 (= L GRS LIRS
=7, T4 AV/P77X0i7O§t 536 151 75 ¥ R+FOLFIRI J&1E T%Ej;@ %wf?,l;j-v_ﬁ_&
TR 7Ty R BT % S TIEH (T LT Smgkeg lHISTH ) & | i & o A
A, RAY ¥ kA, CHEER, Day 1 12 8 IRP9 2 5 Te B ;:D@F'Ejﬁ‘fi
Vv A fEBALE MARERIRR | 9 BRAAAN : |+ U
U—. AR, BR 136 14 FOLFIRI#E (AU /7 52 180 mg/m2 % Day 1 |2
ARTIN A ErARNR G, B Y S — M AT T A 400 mg/m2 &
2V 7. BHAR, 7 LYV T | Day LICEIRINEE S, 5-FU 400 mg/m2 % Day 1 127
WEE, 47 + AR 5-. 5-FU 2400 mg/m2 % Day 1~2 |2 46
VAN FOLFIRIFRIE | ~48 W2 T TR AR 3% 5-)
N —w = 74 151 2 1 1A
T ANA
AT x2—F 7T R+
aiE. KE FOLFIRI J% %
62 131




LY3009806 2.7.3  ERRHIA 2k
WA T LY REERER G - B
Y 24 & EBREE RBRTYA v/ paE 33
ZNE a X5 HERDOIZRE (F5-#) BEHE HREEH HE
4T-IE-JVBY S | R X< T L A XY | 66 (BB Zhaax3LFE, EER MG | BB
(IMCL CP12- GE | VT FUROT vl | EEEREE ‘ EL 59 LMK O BAENE
1029) EU S OVRERION | izt RT fAV”778mM%%Dw1KﬁWW%5 ‘ Al
Y YL RN A= . = > oD K
H A i?i%m& /{g%}f PRI FOLFIRIE{S (A ) /772 180 mg/m2 & Day LIS | & sy ;;%”77@£
PR - I | 5 b | IR VR R LD 5 200 mgm? |y 755 St
PRAANBE S E L | Tt %\Day 1}:%%%%%&5\ 5-FU 400 mg/m2 % Day 1 {Z | (x> w4k, T b
L. 4V /55>, | FOLFIRISE THFIRN S, 5-FU 2400 mg/m2 % Day 1~2 (Z R i 2
LAY e p e | 46~-48 FFE] 21T CRAE R IRPIEL ) K D PF
g LRSI AT | 6h 2R T I &
Z ) (FOLFIRI & —RIBHE
B LAY TE 2B )
BF I 53 % 45 TARER fRICHEL
KBR ]
BB - ERREERRL LT LI T DX OMORER
4T-IE-JVBH BE | EBIEAENG - B | 4801 (R | ZhaskdkE. FEMR VR | EE
(IMCL CP12- BE | BERBIC IR E | EEEEG S | 7 AL~ T 8mgkg % Day 1 IZEHRN S =N piiigschasvea vl
0709) L T IMC-1121B & nizd~7T |t Bl :
modified FOLFOX-6 #% | ®uksa) mFOLFOX-6 J&iE (AFH VU775 85 mg/m2 % HIVEE & L N ok
HFH . AR % (mFOLFOX-6) Day 1 &:H%WRW&’%‘—\ RYF—RrINT TN <G s il
g (5.7 4nm5o0 | a3~ |400mgm?% Day LIZHARPNE G-, 5-FU 400 mg/m2 | {LEFIEE S50
(5-fluorouracil : 5- 7+ % Day LISl FARN -, 5-FU 2400 mg/m2 % EAPRGIANA 7t
FU) /AKRUF—F% mFOLFOX-6 | Day 1~21Z 46 BER] 2 CRRRE R AIRN B2 5-) W 5 N T DI
N LS FHRYY T | R 2RI 11 B E B OVais I
ZFv] OFHTTO | 484 P

eV e Oz 7
i %, Zhtiax
HER, ’éﬁm‘ﬁﬁﬁ“ﬁ
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YA T LY R (K5 - B

2.7.3  FERAIEZE

£ 2 Bkt BRE R RBRTFA v/ XtREBS
ZINE a X5 ER DIEE (B E5#) BEhGE HEREEE HEY
14Y-IE-JCDBe 55 |\ AV )T hrEETe— | 1534 Zhtisxdkm, FEEMR. EEX/L IR | BB
(IMCL CP20- BRE | RIaRETICHE LS | (modified \ * I M B4 TR A7 1
0801) RVERERS - RIS | ITT st | ABE: Bl :
Brtslc . TG | SR mFOLFOX-6 #&{% (A F ¥V 7 FF 1 85 mgm? % ©SYFh |- Ex
e ANIP SES LT IMC-1121B X3 Day L IZEARN#E G AU F— hAbv o 4 d L h At NS
IMC-18F1 O/t L | mFOLFOX-6 | 400 mg/m? & Day LIZHARPIEL 5, 5-FU 400 mg/m? | e sz i el
I FTo FRvk % Day 1 [ZRUHFRARN S, 5-FU 2400 mg/m2 % BATE |7 fR el
modified FOLFOX-6 49 13 Day 1~2 2 46 B¢ 2> CRAEEFAIRIN 2 5-) P S A2 T RO
(mFOLFOX-6) #tis: 2 B 1] icrucumab O 3 &)
[5-TAABRTT LN | 5 nvn< \ HE R OV st
(5-fluorouracil : 5- 7+ liﬁi : . R -
FU) /AU F— k% MFOLFOX-6 7 L v~ 7 8 mglkg & Day 1 I[ZE RN 5 SE A
N LS FRYY T | gy + LEpE . ¥
SFL] DRAMER D iﬁJ mFOLFOX-6 f&{k (A %4 U 77 F 1 85 mg/m2 % ﬁ?ggfgiﬁ

A% A9 5 2 i
e dkfE, HEER, AR
At B T AR R R AR

Icrucumab +
mFOLFOX-6
L

52 1l

Day 1 IZEFARNEE G-, R Y F— R ALrsy ad
400 mg/m2 % Day 1 ([ZFEFIRIN# G-, 5-FU 400 mg/m?2
Z Day | [IZROEFAIRN G-, 5-FU 2400 mg/m?2 %
Day 1~2 (2 46 B[] 2> ) TR ERIRIN % 5-)
2RIz 1A

CHE:

Icrucumab 15 mg/kg % Day 1 [ZH RN 5-

n

mFOLFOX-6 ik (A ¥ % VU 775 85 mg/m2 %
Day 1 IZEFARNEE G-, R Y F— R~ Arsy ad
400 mg/m2 % Day 1 (ZFEFIRIN# G-, 5-FU 400 mg/m?2
Z Day | [IZROEFAIRN G-, 5-FU 2400 mg/m?2 %
Day 1~2 (2 46 Bf[f] 2> ) TRt ERIRIN % 5-)
2 1 1E]

TRBRSE L 1% o if.
EHAEBEER.
KON A4S A2 BEL
TEH L ERRM T
k& OFREME
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Abbreviations: 5-FU = 5-fluorouracil; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil (5-FU); ITT = intent to treat; mCRC = metastatic colorectal cancer; mFOLFOX-6 =
oxaliplatin, folinic acid, and 5-fluorouracil (5-FU).

Note: A U /T OREIL. A4V 70 ABRBEKfMYME LT 180 mgm2 =i, AU F— b A v v aof&EIE, AV F— & LT 400 mgm2 % Az,
VARRY F—h vy AOoHEIX, VAKRY F—hELT200mg/m2 % iz,

a  Countries that have treate pagient.

b  Primary database lock on 208,

¢ Study JCDB was an mCRC study conducted in the icrucumab (IMC-18F1) development program. Study JCDB was a 3-arm study that included a ramucirumab plus
FOLFOX treatment arm. The results of the ramucirumab plus FOLFOX and FOLFOX arms are included in the Summary of Clinical Efficacy for completeness.

d AUV F—bIT UL 400mg/m2 B AFAAREREGAE, VARKBY F— MDA 200 mg/m2 ZEH L7,

Source: Individual study reports, protocols, Module 5.2.
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27312 JVBBHEOTHA v

JVBB T, "N X7 XYV T TFUROT b I VLR EA O G
B G LD —WIBIR T X Z O%ICHE L - BRI - BRE RS 2 xR,
FOLFIRI EVEDOPFH T T, 7 AV~ TREREE 7 7 2R E 5RO MR LM%
bedg U7z, EHBERIEFE, ZhggdE, 77 AR, ZEE R, BER0, 5 TR
BRCd o7, JVBBRBRIZIT H RN OBV - B EE DRI,

FEEIT, 2EFHREZ R GBI THKRT 52 L ThoTo, RIRMERIT, EEE
FELFHIR, R2h3%E. patient-reported outcome, ZZENE, T ATV~ T O FEME K OV TE
HIREZFNT 52 & ThoTe, ZOMD AL, A F~—T— LERIKRAT 7 M4
& DOREMEZFHET 52 L Th o7,

PRFITEAEL 2 0 5k (EIfHe 1:1) | FOLFIRI ik [V /T v
180 mg/m2 FFARNEE G-, AV F— h v w7 A 400 mg/m2 FRARN P G-, 5-FU 400 mg/m2
AEHIRNE 5D FNEN% Dayl (2. 5-FU 2400 mg/m2 Fift iR % 5% Day 1~2 |2
Fhi] OPFH T T, 7L b=7 (8 mgkg Wk G, Dayl (24 5) XI7 7 &R

(ZLUN~TOREIHYT L&, Dayl IZ8E) OWThunrg, 2 @8l A 7 LTS
SN,

AR CIX, LT EERIR T & LRl EIE A B &2 e L7,

o HHE (ALK BRI E Do Hidk) *
o KRASZEERHE (ZEEM A HpAER)
o —RIBIEDALFHRIERR M O O BIHEMM (6 » AR, 6 » ALLE)

* N IT ) — OTRBR FENE RSB B Gk S LB X, BRo T 2 ofhohik) &
L CJER &7, Interactive voice response system (IVRS) (2> H U —ZBNL7TZ
BRIZ, BN & LCANT D700 LYy 77 v 7T —T7 Ny U —2ENE
NI ole, ZOd, ZOPMRENEM S, ~U T Y — ORI FHER
BRSNS (476 X T2ofiokik & LTAEhi,

273121 XBERUHAEOZLH

JVBB RBRBHAG Y F, B IERE NG - B ICXE T 2 —RIBR CIE, XYV 775
B _X— 2 LTALFIFRIE L DA RO )T B R R LI B RIE L O A R
WP S EER R B LR L D A v L LTERICZ T AR STV (JVBB #f
BRIGER KRG EE Section 5.1, %5 5.3.5.1.1 HH) , @RBVERSNG - EMEEE TR 2 )
BIRE LT, 7ok IV U REREAXV IV TIF o NEIAV )T TS
LOAVDOFEDERRRTHDIN, TNEROFEET R 7 7 A VTR > TS

(Douillard et al. 2000; Saltz et al. 2000; Goldberg et al. 2004; Tournigand et al. 2004; Colucci et
al. 2005) , 7 v LB U 2 DUREANTIT 5-FU ARV AU R ERDH D, £, A F
PV T TF N — A LT FRIEIZIE, FOLFOX s (A% U 7 I F o +R U F
— MV T LS VRARY F— by A45-FU) R XELOX L (IR Z B+
XU TTF) REBRBY, AV )T h 2 &_X—RA 2 LI b ¥ E121%,. FOLFIRI %
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B AV 2FHo+R ) F— IS T L LRKRY F— AT L+5FU) *°
XELIRIRE (DX B+, )T hY) 2ERH D,

XYV TTF oAV )T E_—R T LI LSRR E L Y A 1k, JVBB iR
MY, IR CHRBRICIA b TR0 | HEHEMIERL U A v & LTRRIZZIT A
NH T2 (JVBB BRBR IR F20E 71855 Section 5.1, 2 5.3.5.1.11H) , #IHICAFH Y
TITF U ER=RZ LA FIRIELV O A B S L, EORIZA Y )T H BN — AT
LTALFRIE L AUV AT e & TOWDIRICER L-5E & T, Ao
FERDBFERRTH D Z DRI TS (Tournigand et al. 2004)

Z DX 912, FOLFIRI LI A XV 77 F U RO7 vk U I V0 R 3EHIZ H 7z
—RIEREPIFRED R L2 R OFERERER L DA L LT L TR Y . K< ib
NTWAHTIH, RRBROMBEGRECTHERE R FRIEL YA E LTERIR L, ol
INDHOLFRIEL VA L, BUESTET A KT A TR L U A v & U CHENL
L CW% (NCCN 2014; Van Cutsem et al. 2014; KIGFEMFES 2014)

Fo, PRE ITEBR Y ERMA G SN 2ERE WD Z LI k> THEL D AlgEtED
HDHNAT AT D20, MBRECTT TR 2l A L, WBRE & OVRBR Y [Efifi &
Bk L7,

273122 #fEFEX

seatebratm iz, F—r~—z2nys ClffjEA P rome s viio 20
s PP cmsmch 28 4k Shs,

FEANTH 2 2EFYM L OFRIR B Th 2 mHEEAFHMIT, BEAFTICH
WiZJgRIRIC L DfERle 727 v 7 BEIC K DRI L p flEE AW TR GREM ik L
7oo L, BAEL B W g RA 1 CHli%& L 7= Cochran-Mantel-Haenszel 1 iE %
FANWTH L7z, Bt LRWIRD | W S IER R OB E T WA ZKHE 0.05, 22H
TEM OBE XA E/KHE 0.1 THEM L, [ XEIIEMA 95%% 7~ L7-, Gate-keeping {%
AL, 2EFEHHOMENEE (p<0.05) TholBa ., EREA IR O pLiic
B L CRRAER LB ST OB 21T Y Z & & LT, £z, AT & OV A 771
MO RDAE (p<0.05) ThHholHa. FARDLEIZHE L THRAER R ALE DT O
BETOZEE LT,

IR LI PRI AT OWT, A7 IR M OVEE VS A A 1 R oD 3508 5 2 1 A AT % i L
Too Fo. BR U THRRERF L ORHEREKEF 2 O T2 58 & 32506 L 72,

2.7.3.1.2.2.1 T RER

F—z~—zz, 2= P rcEEsng, F—2 -y bETRTHD 2014
7 A 17 BURNZHEA L 2GR O A <2 X, 769 4 <>~ (BREEA X2 MK
ThHDH 756 14X b+ 1.7%) ThHoT-,

%5 2.7.3 HITIX, intent-to-treat (ITT) FEATXIGEE (BBRFZ DN, N—R2 T A Rk
S OV ME DfEMT) XU per protocol (PP) FEATIGREER (— BB INfENT) T L7
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Yo T LW SRR GEW - ELE)

JVBB BR O R & 4gd L7z, JVBB iBROMEHRATFHEE Tl 2 b ORFRENZ L)

TOXIITERLTWVD,

o ITT MEMT RGN « MAERRIF SN T X TOMBRE & Lic, #BREIL. 0T
LT HANZ S B GRS SN,

o PP EHTRIGEEM ¢ ITT NG REM O L TH Y | ITT BT RERD 5 b
BRI (FLN~T7 /7 T78R, b LEFRV = IV TN AV )T H
X% 5-FU) % 1[EPLE#E S, REHOFM0ICEE L KT T rIRerEn H 5 HK
PRIRBR SN RS T W R & LT,

Flo, BAR, /KT Y7 (BRZRLS) | /KT V7 LUAOEHBEHBIT 21T\, ZD 9
LHARANDORRZHE 273331 HIZHE Lz, K7 V7N (HREZRLS) KOHET T
NP OFERIT JTVBB BRI e EAE (5 5.3.5.1.1 ) (R Lz, BHildkoxt
GENZLLTO LS ITER LT,

e HAAN (Japan) : HAK

o HWT7TUT AN (HAANZBRL) (East Asia Non-Japan) : §&[E K VG

o W77 AL (Non-East Asia) : 7B Fo FA—AFrFVUT7, F—ALNI T,
SN X— TITUN FoaltfE, Tov—Y, T4 TR, 7T UA KA
VXV N H)— AR ARATZNV A FZVT FT U RV
Ny = =T AL Ay =—T v KE (T axET)

2731222 EHERBLERUVERIEE

BHREA~OFID B TE, BAERLOERITECE > T, arva—20Ick DT v
H AEHNC L RE STz, BERF L. IVRS Z VT 2 HEOWT I IEIEAIZEN Y £
DAY g

ARBII_EERRBR ThH o2, BT OTDIZT —FRX—ARRNRY F— a3 K
OREEIN D E TS, IBRIEKEEOUABRB LT ICEMPMRIND Z LTk oT,
sesrmro oo shmms, 2ofjE]n o icEssne,

AKHABROERZ R DT, IRBRIKEE O YRR Y F LS OFED I L, TLRLHI
2B DHRD, B LOLBEWENS | BT TANCEIN R KR EFE~OFE Y B T2 Y
57z, AT HEIT. BREREORBRT — ¥ % LOMERZ R /a0 o 72,

ERIERR ST RE T — ZICREIRATRIIC T 7 B A TE DX, M7y —2E=X1
v 7% E% (Independent Data Monitoring Committee : IDMC) K OIS DK FHFEHT H 24 5
DIHTIH o7,

AR N T TR BR JE M R R Y F U K W IVRS 2l U C, 3Bl GHEOEI D Y
TR,

10
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2.7.31.2.23 AEMEDFTEIER
o RAE{FHIM

MEREM SNTCEPOHEBEAMOTIE LA ETOHME EL L, BEIHIHE
TRIZAEFL TV ESEE UTEBBIAREDSS) 13, HBRE OAEHFNRRICHR ST
HTT—#%4THHI0 & L7,
o AL

ARSI ST BB ETED A DRI RHED IO DA FZ 4 (Response
Evaluation Criteria in Solid Tumors : RECIST) &I hit (Version 1.1)  (Eisenhauer et al.
2009) ZHED &, JRBRAH Y ERM OFGIC X 0 BBIAVIZHETT (progressive disease : PD) 7%
RSN B TP A bTHT LBV ThnREWEETcoMf & EFZ LT, PD
PRGBS NTIEE LIEHA I, BBRBESHC LIZH%E PD MR ESN7/-H & L1z, PD
MR S 727 2 TG A SUTBBIRGE DS IE. R mG TS AN i 2 (SRl S Au7z B
THBHEIY & L,
o TUE

ZE4# 1%, RECIST (Version 1.1) ([CH 5%, HBRAEDNE T ZEL (partial
response : PR) X I|Z5E47%) (complete response : CR) %k L72#BFE OEIG L EFRK L
7=
e  Patient-Reported Outcome

European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire
Core 30 (EORTC QLQ-C30) (%, HERALTAT, DAL LIZZKR LA —ILDE
BIZE-T& 5, EuroQol 5-dimensional Scale (EQ-5D) . fEEIRREZ RIE T A EHE(L X1
72EMZETH D, EORTC QLQ-C30 KN EQ-5D [%, N—R T A VW, # 13 1 7L F
TE 2 VA 7 VT EDRERT. £DR®RIT 4 A4 70T L ORGHT, &5& TR OXREEH
e OV & P 5% 30 B OB BRI O ke B I 320 L7,

E 2 H O AT ONZEIR A B 790 HEHE EA 7 M OB R O Cli, &
KOE—FEOWRZ 0.05 (W) ([THERFT 2728 gate-keeping {E4 1 L 72,

2.7.31.224  {#HBIMIREMT
95273122 HIZRHE L7z LB . EEMHTIC X DR ROBEEMEZ T 5720, &

EFHRICOW T FICRTIEE ST 21T - 72,

o FErOw T iELR UEHIE T TRERIL, B0 AT RGO A LR
Ll L7z Cox by — RET L EHNT, IBEDEO N — RbEHEE LT,

o FEREHI Cox thfi N — RET L ZHWT, IWEDIREO N — Nl Z2HEE LT,

o EHIRTFEROMUOTHREFDOEND AT v U A ZBRIEIC L0 EKZTIRLT
MR LTS E R Cox HINY— RETALEHWT, EEDROAY— R EHEL
7=

o IVRSIZHEASERHIK T &AW T, &AFHIM O ZEMNT & RO 217> 72,

o PPENTRIGEEMZRIG L LT, 2AAFHIM O EEMAT & RO 217 - 72,

11
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S T A AR SR O R Sy M T, MR TEAE TR IR 0 72 B MRATIC L B RE R o %
JVBB B G ARAT 5 118 i(%53m.1) @ Table JVBB.6.1 lZ/R LT R 2T H 8]0 v
—/V % 3@ A U CRE L 72,

F 7o, REFHIR R OERSIEA IR OV T, FRNCEE L7235 8 HAT 2170,
R SR T ORGSR O — B M & R L 7=,

27313 fEH-EREEEEXRNRELLZE bHEEUVUE | BEBRKRABROTY 1 >
2.7.3.1.3.1  I4T-IE-JVBY RE&

JVBY #BiX. EWN., ZhaikdtF, FFER. F b HERKRBRTHY , XN w7
FTxHVTITFROT o) IV URIEAN LD — IR P I ZORITHEELZ
B PERE IS « ELABHE O B AR N & %512, FOLFIRI &% (AU /7 57> 180 mg/m2 %
Day 1 [IZERIRAN G, LA Y F— R B 7 A 200 mg/m?2 % Day 1 IZERIRN S, 5-FU
400 mg/m2 % Day 1 ([ 2GEF RN # 5. 5-FU 2400 mg/m2 % Day 1~2 |Z R ERARP 4 5-)
OHFHA T T, T3 0~7 (8mgkg % Day 1 ICEIRMIXS) % 2 BRIC 1 E#EE L=,
KEGE, TR B 00 )OI IS AE G - B CTd D 2 L D EEZ M S 41U, Eastern
Cooperative Oncology Group (ECOG) performance status (PS) 7% 0 /X 1 TH 5 20 kLA
FOBRARANBEFE LZ, TEAMIL, 7 L3 b~ 7 & FOLFIRI L4 R G Lz L &

MR OERFEE R 5 L2, FOLFIRI #WikZ LG T & DT AL~
TOWRHAEL L CYEHEZMERTHIZLEThoTo, BIRMENIE, JA3L~T D
FEMBERELZ T2 Z & T AV =T ICxt T 2HuREA (RERME) Of % iR
% Z L FOLFIRI #ik L fFREE Lz & & DT Ay v~ 7 OPUEEE M 2 TH 00 FE
THZE, KT AN~ T RIENFNA F~— D — I RFETHEELFMT 52 LT
H o7,

2.7.3.1.3.2  I4T-IE-JVBH KE&

JVBH BRI, ¥oh, ZMisk3tm. JEEM. & U MR TH Y | RIpED R
1T XATEREME DO UIBRANRE 225 15« B B 20 810, mFOLFOX-6 J#iE (A& U 7
7 F > 85 mg/m2 % Day | ITEIRNE G-, &Y F— M B/L 7 A 400 mg/m2 % Day 1 (ZF
R # G-, 5-FU 400 mg/m2 % Day 1 I[ZRUHEFIRMN G-, 5-FU 2400 mg/m2 % Day 1~2 (2
Ptk S) OB FTT A3 b~7 (8 mgkg % Day 1 ICEIRINBES) % 2 HEIC
1 B Uiz, ®80E, RIGR O RPTEIT T EBME O B BRAHE 22565 15 UL E 5 Ol
23995 BRE A 7 00 ST M B 2 B LS e E 72 B S 4v7- 18 kLA D 3 T, RECIST (Version
1.0) TEFRSNI-RETRERERFRZEZ —>L EA L, ECOGPSH 0O XTI THY ., +
SRR RE. AR, MkBgeE R ONERERRE A AT BE L Lt FEAEMIE, —RIA
L LTI L~ 7 & mFOLFOX-6 % ff 5 L7c & & O A M 2 5F 95
ZEThot, BIRMBERIL, B, 24N, BOWm, £k, Jav i~
DOIEWERE K OIE 2T 5 Z & Th o T,

12
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2.7.3.1.3.3  14Y-I[E-JCDB &

JCDB #B#I%, icrucumab DOEGKBAZE D —BR & U CHEM L=, ZhaskItFE, IEE M,
EELAL, & NAHBERRBRTHY ., AV /) T h &0 RIGEPICEE L7 [T T
AT DOFERS « ERRE R 25812, 3 LY A [A B : mFOLFOX-6 &L D HF% 5-

(FHFHYVFT7F L 85 mg/m?2 % Day 1 IZFIRANIE L. AU F— F /L2 D A 400 mg/m?2
% Day 1 IZE RN 5., 5-FU 400 mg/m2 % Day 1 (223 AR S, 5-FU 2400 mg/m2 %
Day 1~2 ([ZHifi RN S-) . B B : mFOLFOX-6 WD FTF7 Avb~7 8 mg/kg
% Day | IZEFRN#E L. % C B : mFOLFOX-6 ##i:DHFf T C icrucumab 15 mg/kg %
Day 1 ([Z§RA#ES-] OWFNag 2 B 1RIER L7, 813, BT UTiEgit
DY ERARE 727 B S IEL G D e 703 o3 BRAR AR 72 1 SO MR 2 L S R E 2 I S e 18 kA
DB T, RECIST (Version 1.1) TEZR S NV HIE ATRERIEAIRZE 2 — DL EAET 5
BEE Lz, EEAHMIE, kI E LT mFOLFOX-6 BIEOUHH T, M A 17 1 R
3 ULUAUETHET DI Tholz, BIRIIBERIEL, BE, 24AFHIM. 220
M. e, 753 /b<7 kO icrucumab O FMBHRE K OniE FME 23145 2 & THh

>77,
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2732 [AxOHBEROEYN

27321 EELGENMEBRERABROEDEOHER (JVBBHER)

273211 HEBEAIREH

JVBB Bk TOMERE OWIRA X 2.7.3.2-1 1TR”T,

ERRIEE, sk ERCH 5 JVBB B TiX, 1072 fil [Z AT /L~ 7+ FOLFIRI
WIERE (LLF, 7 A3 <78 53661, 77 &4R+ FOLFIRUEERE (LU, 77 BRE)
536 fil] WEAEREIM S EIME 1:1) | T TORBRE N ITT T LER (68
2.73.122.1 ) A S (K 2732-1) , TL3 <7D 8 HIKROT 7 EREED
7 BNIIRBRE N 5 SN2 o T, 77 v RBICEI T Stz 1 Bk, flEE R
T LV T REE SN0, HEERE & ITT AT RERTIE 7 7 BRI E O
T2, REMNTIRERTIEIT LV~ TRICE DT, ZDD, ReEViirxgE
X T Lo~ TRES290, 77 B AREE 528 65l (&5F 1057 511) AR S iz,

BEERFT X 24 o [H 224 Mgk CHEAEIM Sz, EREONFIZ, TAEY T A—
ARNZIVT, A—ANIT, SUF— TT7UN, FoalfE], Tov—2, T4V
TR, TR RAY XUy ATV — AR, A ATV, A FZYT
AA, 8&E, 704, KV, v—v=7 AXA[ 2 Avz—TFT 2 BEEKNY
KE (F=V b azElr) Thotm (JVBB BRIGBAKAFEH 5 E Table JVBB.14.1.3,
% 53.51.11H)
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273 BEIREIAME

1361 Patients Screened

I

ITT Population

1072 patients randomized

[

[

Ramucirumab + FOLFIRI: N =536

Randomized but not treated: 8
Consent withdrawn: 1
Protocol entry criteria not met: 6
Subject decision: 1

Ramucirumab + FOLFIRI
Treated Patients
528 patients treated?

Safety Population

Reasons for Trt Discontinuation: n

529 patients randomized and treated

Placebo + FOLFIRI: N = 536

Randomized but not treated:
Investigator decision:

Protocol entry criteria not met:
Progressive disease:

Death due to study disease:

= = W NN

Placebo + FOLFIRI
Treated Patients
529 patients treated?

Safety Population
528 patients randomized and treated

Reasons for Trt Discontinuation: n

Progressive disease: 338 Progressive disease: 417
AE: 59 AE: 23
Subject decision: 49 Subject decision: 26
Investigator decision: 35 Investigator decision: 25
Death: 18 Death: 13
Consent withdrawn: 8 Consent withdrawn: 4
Sponsor decision: 3 Sponsor decision: 2
Other®: 1 Other®: 3

Still on treatment: 17 Still on treatment: 16

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5 fluorouracil; ITT =

intent-to-treat; N = total population size; n = number of patients; Trt = treatment.

a One patient randomized to the placebo plus FOLFIRI arm received ramucirumab as the first dose.
This patient is included in the placebo plus FOLFIRI arm for the ITT population, and is counted in
the ramucirumab plus FOLFIRI arm for the Safety population.

b ‘Other’ includes protocol entry criterion not met and protocol deviation.

Source: s106disp.rl, s106dis2.r1, s106disc.rl.

2.7.3.2-1 HEREDWER (JVBB i#HER)

JVBB B2 T ITT Tt REM ORBR T 1L [T_TOBRRIE (T3 1~T/FT7+%
7N} OV FOLFIRI ##1%) XUd% ORI (T L3 v~ 7/7Z AR XL FOLFIRI #i%)
OFHF I, LUFREEE] OB R A2 2.7.32-1 1277,

WHREDZL (T LUV~ THE 63.1%, 77 2AREE 77.8%) 13FBBOED -
Bz ik Lz, SEC OB E d ik LB OB G I3E< . HEERCHREETH -
72 (T LN~ TEE 34%, 7T AREE 24%) . AEFZOTORRE P LR
DEIFIXT LN~ TRET 11.0%, 77 R T43% TH -T2,

F—=H Ty bAT AR T, LIS TRET 176, 77 2REET 16 4
B, EEAEAE SN TN TOWRE D 3.1%) PNRBRIEOE G 2kt L T\ -,

it 33
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& 27321 ABRFIEDER (TTHEAREH) (VBB ERER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total
N =536 N =536 N=1072
Parameters n (%) n (%) n (%)
Randomized and not treated 8 (1.5) 7(1.3) 15(1.4)
Treated 528 (98.5) 529 (98.7) 1057 (98.6)
On-treatment? 17 (3.2) 16 (3.0) 33 (3.1
Off-treatment 511 (95.3) 513 (95.7) 1024 (95.5)
Reasons for Treatment Discontinuation
Progressive disease 338 (63.1) 417 (77.8) 755 (70.4)
Adverse eventb 59 (11.0) 23 (4.3) 82 (7.6)
Subject decision 49 (9.1) 26 (4.9) 75 (7.0)
Death 18 (3.4) 13 (24) 31(2.9)
Investigator Decision 35(6.5) 254.7) 60 (5.6)
Consent Withdrawn 8(1.5) 4(0.7) 12 (1.1)
Othere 1(0.2) 3 (0.6) 3(0.3)
Sponsor Decision 3(0.6) 2(0.4) 5(0.5)

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; N = total population size; n =
number of patients.
a As of data cutoff date 22 July 2014.
b Discontinuation of study treatment (whole regimen or the last component of the regimen) due to
adverse event.
c ‘Other’ includes protocol entry criterion not met and protocol deviation.
Source: s106disc.rl.

WA OBEBICE 2B IEOEISIX, 753 0~T8 (9.1%., 49 ) T7 7 REE
(4.9%., 26 f5l) 2t TED o7, FERMENC L 238F EoBIEIL, 7530~ T8
T 1.5% Bl . 7FEREET 0.7% @) Thot, 7ol JEFREE CTIX, #RE
ORI X 2 3B 1L SO I K D RIEMIE OB B IZOW T, REIE L7205
776

BERE OB ESULFEERMENC X0 3B A H 1k U723 X T oS O % EFEIZEE
L7 R. 7 AV A~ TRECT 72 RBHC A TRICZ 2MICET 2B E LI L
RVHIRINZ RO BT, &V T EEF R o7,

273212 AOMEFEHRUhOREERFE

JVBB FRER T ITT FfAT 6 QAR I il s I D < MEVE A EIHRE O Jg Bl K- 4 3%
2732212, N=RA T A RO ER NAFGH PR EZ R 2.7.3.2-3 12, X=X T A U
DERBFEEREAEK 2.7.3.2-412, FRANER A EK 2.7.3.2-51277,

BERFE D 43.8% DKM, 26.7%23 8K, 29.5% 05 F Ot Mk THEAE B BN S vz, #
BRE D 76.3%IX—RIGOBRMHE 6 » HUIEICFREOHENRD b, #ERE DOE
50 KRAS Z8 BLIRHEITZE BN 49.4%, BFAERINN 50.6% CTho7- (3K 2.73.2-2) .

R—2 T A RO N OREFHER R, BGRER TRB LB N LT\ e, Fin
DOHFRAEIL 62.0 7k (FiPH : 21~87 %) TH Y . #RE D 60.2%75° 65 Al T o7,
T, WHRED 76.0% 03 EH N, 5STA%NBETH 72, MERNTE SRR TR MDA LT
BY., LEOEIENT LT R (46.1%) TT 7 RAFEE (39.2%) IZHA_TEN-T
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(F 2.7.3.2-3) o VERIDO &AL R OVEESE A fF 18] O S Ay SR SR AT DS 1. 536
27321341 IR LT,

N—=2 T A URFOHRBREIL., BB THEN LTV, #ERE D 48.7% T
ECOGPS 0 TH Y, 50.5%TECOGPS23 1 Th-o7z (F2.732-4) ,

JVBB R C D ITT STt R I 1T D RNARE DO~ X< 7B OFEE % JVBB
ARERIGER IR (55 5.3.5.1.1 TH) @ Table JVBB.11.3.3 (Z/Rk L7z, A5 ORI,
FGREE TR LTV,

AR O T G HEF TRk Ch o7 (F2.7.3.2-5) .

BT, N—=R T A REO N AFGHFRVRRME, BRSO IRNAE Tk, AahtEo
TR ORI B L KET RO H 2 I ERER O RHH TR b o7z, Hok
FAFENT ORGSR, PERNZ A B K O A M O TR KR & L TRIRS R0 o
7= (42732134113 ,

+& 27322 EFIMEEICE DK BELABNFRORAIREF (TT#ITHREH) (VBB

ER)
Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total
N =536 N =536 N=1072
Factor n (%)a n (%)a n (%)a
Geographic regionbsc
Europed 235 (43.8) 235 (43.8) 470 (43.8)
North Americae 143 (26.7) 143 (26.7) 286 (26.7)
Other regionsf 158 (29.5) 158 (29.5) 316 (29.5)
KRAS statusb
Mutant 269 (50.2) 261 (48.7) 530 (49.4)
Wild-type 267 (49.8) 275 (51.3) 542 (50.6)
Time to disease progression after beginning first-line therapyb
<6 months 125 (23.3) 129 (24.1) 254 (23.7)
>6 months 411 (76.7) 407 (75.9) 818 (76.3)

Abbreviations: CRF = case report form; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; ITT =

intent-to-treat; IVRS = interactive voice response system; KRAS = Kirsten Ras; N = total population

size; n = number of patients in given category.

a Percentages are based on the total population size (N).

b Based on CRF data if present, or IVRS value if CRF data were missing for the parameter.

¢ Hungary is included in ‘Other Regions’. Forty-seven patients (4.4%), 2.0% in ramucirumab plus
FOLFIRI arm and 2.1% in the placebo plus FOLFIRI arm, were randomized from Hungary.

d Included Austria, Belgium, Czech Republic, Denmark, Finland, France, Germany, Greece, Italy,
Netherlands, Portugal, Romania, Spain, and Sweden.

¢ Included Puerto Rico and United States.

f Included Argentina, Australia, Brazil, Hungary, India, Israel, Japan, Korea, and Taiwan.

Source: s106gspp.rl, s106disp.r2.
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K 2.7.32-3 "= 54 VHOEZAOMFHEE (TT BT REH) (VBB HE)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total
Parameter N =536 N =536 N=1072
Sex, n (%)
Female 247 (46.1) 210 (39.2) 457 (42.6)
Male 289 (53.9) 326 (60.8) 615 (57.4)
Age, years
Median age (range) 62.0 (21, 83) 62.0 (33, 87) 62.0 (21, 87)
Age group, n (%)
Age <65 years 324 (60.4) 321 (59.9) 645 (60.2)
Age >65 years 212 (39.6) 215 (40.1) 427 (39.8)
Age 65 - <75 160 (29.9) 173 (32.3) 333 (31.1)
Age 75 - <85 52(9.7) 40 (7.5) 92 (8.6)
Age >85 0 2 (0.4) 2(0.2)
Race, n (%)2
White 405 (75.6) 410 (76.5) 815 (76.0)
Asian 111 (20.7) 103 (19.2) 214 (20.0)
Black 14 (2.6) 16 (3.0) 30(2.8)
Other 4(0.7) 2(0.4) 6 (0.6)
Missing 2(0.4) 5(0.9) 7(0.7)

Abbreviations: FOLFIRI = irinotecan, folinic acid and 5-fluorouracil; ITT = intent-to-treat; N = total
population size; n = number of patients in given category.

a Percentages are based on the total population size (N).

Source: s106demo.r1.
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R27324R—A54 VEOEHHEBEE (TTHTREH) (VBB HER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total

Parameter N =536 N =536 N=1072
ECOG PS, n (%)

0 263 (49.1) 259 (48.3) 522 (48.7)

1 268 (50.0) 273 (50.9) 541 (50.5)

2 1(0.2) 1(0.2) 2(0.2)

3 0 1(0.2) 1(0.1)

Missing 4(0.7) 2(0.4) 6 (0.6)
KRAS status at study entry, n (%)

Mutant 269 (50.2) 261 (48.7) 530 (49.4)

Wild-type 267 (49.8) 275 (51.3) 542 (50.6)
Liver only Metastasis, n (%)

No 444 (82.8) 441 (82.3) 885 (82.6)

Yes 92 (17.2) 95 (17.7) 187 (17.4)
Site of Primary Tumor, n (%)

Colon 358 (66.8) 358 (66.8) 716 (66.8)

Rectal 174 (32.5) 171 (31.9) 345 (32.2)

Colorectal 4(0.7) 7(1.3) 11 (1.0)
Carcinoembryonic Antigen, n (%)

<200 pg/L 389 (72.6) 393 (73.3) 782 (72.9)

>200 pg/L 108 (20.1) 107 (20.0) 215 (20.1)

Missing 39 (7.3) 36 (6.7) 75 (7.0)
Metastatic sites, n (%)

1 171 (31.9) 157 (29.3) 328 (30.6)

2 205 (38.2) 194 (36.2) 399 (37.2)

>3 157 (29.3) 182 (34.0) 339 (31.6)

Missing 3(0.6) 3(0.3) 6 (0.6)

Abbreviations: ECOG PS = Eastern Cooperative Oncology Group performance status; FOLFIRI =
irinotecan, folinic acid, and 5-fluorouracil; ITT = intent-to-treat; KRAS = Kirsten Ras; N = total
population size; n = number of patients in given category.

Source: s106dis.r1, s106gspp.rl.
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2.7.3  FRRAIEZE

& 2.7.3.2-5 TLGECAKE (TTETRER) (VBB HER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total
N =536 N =536 N=1072
Parameter n (%) n (%) n (%)
Prior therapies 533 (99.4) 535 (99.8) 1068 (99.6)
Surgery 402 (75.0) 411 (76.7) 813 (75.8)
Radiotherapy 82 (15.3) 82 (15.3) 164 (15.3)
Systemic Therapy 533 (99.4) 534 (99.6) 1067 (99.5)
Type of prior systemic therapy 533 (99.4) 534 (99.6) 1067 (99.5)
Bevacizumab 533 (99.4) 532 (99.3) 1065 (99.3)*
Fluoropyrimidine 532 (99.3) 533 (99.4) 1065 (99.3)*
5-FU 377 (70.3) 390 (72.8) 767 (71.5)
Capecitabine 206 (38.4) 201 (37.5) 407 (38.0)
Gimeracil 1(0.2) 0 1 (<0.1)
Oteracil potassium 1(0.2) 0 1 (<0.1)
TS-1 7(1.3) 7(1.3) 14 (1.3)
Tegafur 11(2.1) 14 (2.6) 25(2.3)
Oxaliplatin 530 (98.9) 533 (99.4) 1063 (99.2)*

Abbreviations: 5-FU = 5-fluorouracil; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; ITT =

intent-to-treat; N = total population size; n = number of patients.

* Six patients did not have prior therapy with at least one of bevacizumab, oxaliplatin, and/or a

fluoropyrimidine.
Source: s106prtp.rl.

273213 AMEOER
2.7.3.2.1.3.1 4

JVBB iBR T ITT it RAEM O LI 2 3 2.7.3.2-6 (2, 2/E(FHIF O Kaplan-

Meier it A% 2.7.3.2-2 IR 7,

7 Ly~ 7 & FOLFIRVEIEDO & G12 L V. 7 Z &R & FOLFIRIEEOJF H#& 5
(AR THEHEIICAEE D SBRNICEREO O 2 24T PR OEENRD b, FEH
W& ER LT (# 2.732-6) , 7 A3 /b~7 & FOLFIRI JEEDOHEHFGIC LY, ETD
URAZ1E15.6%80 LTz (O — RE 0.844, 95% (5 #HXH @ 0.730~0.976, p=0.0219) .
EAEFHB O R REIZT 2o~ TR (133 » A) TFIEREE (117 » H) IZH_T
1.6 # HE»-7=,

Kaplan-Meier B Cix, 2 EIARO3BEN & 5-BA461550 3 » A ORI LO B, 7 A
S T ORISR 37 » A £ CHEFFES L2 (M2.7.3.222)

TR T DT AV~ TR TOREFHBOMER L, FANIHE L%
MT—HBLTR DO (552.73.2.134H) ,
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& 2.7.3.2-6 EAFHAR (TT@EAxREH) (JVBBERER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N =536 N =536
Number of Deaths, n (%) 372 (69.4) 397 (74.1)
Number censored, n (%) 164 (30.6) 139 (25.9)
Median Survival — months (95% CI) 13.3 (12.4, 14.5) 11.7 (10.8, 12.7)
Log-rank p-value
Stratified 0.0219
Hazard ratio (95% CI)
Stratified 0.844 (0.730, 0.976)

Abbreviations: CI = confidence interval; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; ITT =
intent-to-treat; N = total population size; n = number of patients.

Note: Overall survival is the duration from randomization to death. For patients who are alive, overall
survival is censored at the last contact.

Source: s106surv.rl.

1.0 1 Ram + FOLFIRI Placebo + FOLFIRI
N
0.9 4 ) Patients 536 536
A
08 4 ) Median, months 13.3 11.7
’ N (95% C1) (12.4,14.5) (10.8,12.7)
0.7 R
7 HR (95% CI) 0.844(0.730,0.976) (stratified)
©
§ 0.6 - ™ P-value (log-rank) 0.0219 (stratified)
@ 05
I
) 0.4
>
O 031
0.2 4
019 Ram+FOLFIRI _,
00 4 Placebo+ FOLFIRI __;

Time (months)
Patients at Risk
Ram + FOLFIRI 536 497 421 345 269 195 114 78 53 34 22 12 4 0 0
Placebo + FOLFIRI 536 486 400 329 228 166 108 66 44 22 10 2 2

Abbreviations: CI = confidence interval; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; HR =
hazard ratio; ITT = intent-to-treat; Ram = ramucirumab.
Source: s106surv.rl, gl06kml.

2.7.3.2-2 £ £ FHM D Kaplan-Meier Bifg (ITT fE#rxtR&EH) (JVBB i#ER)

2.7.3.2.1.3.1.1 LAEFHMORES T
JVBB 7 T O ITT it S O 2 A7 I O REE /34T % 3% 2.7.3.2-7 1R T,
BAEFHBEICOWT, FENTHE L@ ORE ST 21T o T2fE R, Y — N2
0.844~0.854 L —ELTHEY, WIFNH p=0.0233~0.0324 Tho7=Z b, LEMHT
DO RO LR STz (£2.7.3.2-7) o
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Overall Survival HR (95% CI) Log-rank p-value
Primary Analysis

Stratified by CRF (N=1072) 0.844 (0.730, 0.976) 0.0219
SAP-specified

Stratified by IVRS (N=1072) 0.846 (0.732,0.977) 0.0233
Multivariate Cox Regressiona (N=989) 0.844 (0.728, 0.978) 0.0245b
Unstratified (N=1072) 0.854 (0.741, 0.984) 0.0291¢

Per Protocol Population (N=1006) 0.850 (0.732, 0.986) 0.0324

Abbreviations: CEA = carcinoembryonic antigen; CI = confidence interval; CRF = case report form;

ECOG PS = Eastern Cooperative Oncology Group performance status; HR = hazard ratio;

ITT = intent-to-treat; IVRS = interactive voice response system; KRAS = Kirsten Ras; N = total

population size; PD = progressive disease; SAP = statistical analysis plan.

Note: Overall survival is the duration from randomization to death. For patients who were alive at

time of database lock, overall survival was censored at the last contact.

a Cox proportional hazard model: stepwise selection of significant prognostic factors:
Significant Factors: time to PD after beginning first-line therapy, ECOG PS, tumor KRAS mutation
status, number of metastatic sites, liver-only metastases, and CEA.
Variables included in model selection: geography, time to PD after beginning first-line therapy (<6
months, >6 months), tumor KRAS status (mutant, wild-type), sex, age (using <65 and >65 years),
race (White, Asian, Other), ECOG PS (0, 1+), number of metastatic sites (1, 2, >3), liver-only
metastases, site of primary tumor, CEA, and prior bevacizumab use (composite only, which
includes the combination of all 3 variables [time from first bevacizumab dose to last bevacizumab
dose >3 months; time from first bevacizumab dose to progression >3 months; and time from last
bevacizumab dose to progression <3 months]).

b Wald's p-value.

¢ Unstratified log-rank p-value.

Source: s106surv.rl, s106surv.r9, s106suiv.rl, s106mers.rl.

2732132 HEAEDLZORERAE

JVBB RBR T ITT Rkt GAE D F 723 BRIEHR T 1L 12 O HUREAITERE (BT L 72 #Br
FHOEIE  1.5%LL 1) &252.73.2-81T7-7,

BRI L2 I 2 FEOURATERE 2 1 [BILLEZ T 721X, 55.0% (7 A~
TRES54.1%, 7T BAREE 56.0%) ThHholz,

FRERIRIER P RSB AR & 52 7o B OBIA 1L, B G-RER TR & v Tz,
Fio, A INEROFBE LB GBI CRIECh o7, 20 &b, 77 'R
KL TT LI~ THETRD DN RAFHHOERIC, REBIGH  IL# OHUE AR
DERERFEL TODAEEFRWNEB X b,

Z A INTIEFNL, 7o) IV URER (5-FU KA Z B U EETe) |
NRAVRAZ—B TIERE (1Y 7 T7Hhy) | P BRI 752K (epidermal growth
factor receptor : EGFR) HUfK (Y X ~T7 KUM=V A<7) | MEHAREE (N
VAT RORT 7T ) ROFry oS —PHEK (L35 72=27) Th

ST,
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* 2.7.3.2-8 TRHBARPUAEROBEFER (EALLBBREDES - 1.5%UL)
(TT ATt R&EH) (JVBB HER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total
Postdiscontinuation N =536 N =536 N=1072
Anticancer Therapy2 n (%)b n (%)b n (%)b
Patients with at least 1 PDT 306 (57.1) 318 (59.3) 624 (58.2)
Systemic therapy 290 (54.1) 300 (56.0) 590 (55.0)
Radiotherapy 40 (7.5) 49 (9.1) 89 (8.3)
Surgery 24 (4.5) 29 (5.4) 53(4.9)
Systemic Therapies (>1.5%)
Systemic anti-cancer therapy 290 (54.1) 300 (56.0) 590 (55.0)
Biologic agents 214 (39.9) 223 (41.6) 437 (40.8)
Anti-EGFR antibody 137 (25.6) 153 (28.5) 290 (27.1)
Anti-angiogenic agents 68 (12.7) 70 (13.1) 138 (12.9)
Tyrosine kinase inhibitore 57 (10.6) 58 (10.8) 115 (10.7)
Chemotherapy 231 (43.1) 248 (46.3) 479 (44.7)
Anti-folate 6(1.1) 12(2.2) 18 (1.7)
Fluoropyrimidines 179 (33.4) 182 (34.0) 361 (33.7)
Platinum 48 (9.0) 58 (10.8) 106 (9.9)
Topoisomerase I inhibitor 164 (30.6) 154 (28.7) 318 (29.7)
Other 9(1.7) 21(3.9) 30(2.8)
Other Investigational agents 17 (3.2) 24 (4.5) 41 (3.9)
Other Systemic Therapy Drugsd 117 (21.8) 96 (17.9) 213 (19.9)
Adjunctive Therapy 116 (21.6) 94 (17.5) 210 (19.6)

Abbreviations: EGFR = epidermal growth factor receptor; FOLFIRI = irinotecan, folinic acid, and 5-

fluorouracil; ITT = intent-to-treat; N = total population size; n = number of patients in given category;

PDT = postdiscontinuation anticancer therapy.

a Patients may have received more than 1 treatment.

b Percentages are based on the total population size (N).

¢ One patient on the ramucirumab plus FOLFIRI arm received dovitinib. All other patients on both
treatment arms received regorafenib.

d One patient in the ramucirumab plus FOLFIRI arm and 2 patients in the placebo plus FOLFIRI arm
received supportive care; all other patients received leucovorin.

Source: sl06act.rl.

2.7.3213.3 iEEELFHRMN
JVBB FABR T ITT MM GA M O BEHEAE IR 2 5% 2.7.3.2-9 (2, HEEE/E I
72 Kaplan—Meier R A %] 2.7.3.2-3 (12”7,

HEAF IR O RIT2AEFHHOMRE LRk CTH o7, 7L/~ 7 L FOLFIRI
f%#ﬁ@ﬁﬁﬁ?ﬁff 2RV, FZARE FOLFIRI FIED PG A THREHFRIICH B
OEFRANCEZ D & 2 B EA AWM OIER 2RO HiL (N — R 0793, 95%(EFX
M : 0.697~0.903, p=0.0005) . PD XUFFET=D Y A7 1% 20.7% LTz, BEHE A7
MR RAEILT LV~ TRE (57 # A) TTZ7vAREE 45 » H) T T 12 2 AE
Motz (F27329) .

Kaplan-Meier B Cl%, 2 RO 2 BED 5546 3 » A RO R RO B, 74
SOV T DIRIFEIRDRI 16 » A £ THEFF S (K2.7.3.2-3)
Gate-keeping £IZ LV . FH—FOMEIIHIE STz,
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TR ARRCKT BT LA~ TRECOEEEAGFYIMOMEREIX, FRNCHE L72E
SEMT—ELTED LN (42.732-5) .

& 2.7.3.2-9 BBEAFHME (TT BAREH) (VBB ERER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N =536 N =536
Number of Events, n (%) 476 (88.8) 494 (92.2)
Number censored, n (%) 60 (11.2) 42 (7.8)
Median PFS — months (95% CI) 5.7 (5.5, 6.2) 4.5 (4.2,5.4)
Log-rank p-value
Stratified 0.0005
Hazard ratio (95% CI)
Stratified 0.793 (0.697, 0.903)

Abbreviations: CI = confidence interval; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; HR =
hazard ratio; ITT = intent-to-treat; N = total population size; n = number of patients; PFS =
progression-free survival.

Note: Progression-free survival is the duration from randomization to objective progressive disease or
death, whichever is first. Patients without objective progressive disease are censored at last adequate
postbaseline radiological assessment or randomization date (whichever is last).

Source: s106surv.r2.

1.0 1 |\\ Ram + FOLFIRI Placebo + FOLFIRI
Patients 536 536
0.9 1
Median, months 5.7 4.5

0.8 1 (95% Cl) (5.5,6.2) (4.2,5.4)
©
% 0.7 - HR (95% Cl) 0.793(0.697, 0.903) (stratified)
(?) 0.6 4 ™ P-value (log-rank) 0.0005 (stratified)
8
s 0.5 4
5
% 0.4 4
173
o
o 0.3
o
o 02 A

0.1 1

Ram+ FOLFIRI  __ .
0.0 4 Placebo+FOLFIRI__, N = . ]
T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

Time (months)
Patients at Risk

Ram + FOLFIRI 536 381 234 142 77 38 20 11 6 5 2 1 1 0 0
Placebo + FOLFIRI 536 345 182 92 52 31 17 10 3 1 0 0 0 0 0

Abbreviations: CI = confidence interval; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; HR =
hazard ratio; ITT = intent-to-treat; Ram = ramucirumab.
Source: s106surv.r2, gl06km?2.

2.7.3.2-3 |IEE L F LMD Kaplan-Meier BifR (ITT @Bt RER) (JVBB HER)
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LY3009806 273 FRIRHIE NI
P AT LY AR (R - B
2.7.3.2.1.3.3.1 BIEEATFABORES T

A IR OV T, FRNCHE LB OBE ST 21T o 1o, ~F— Rt
28 0.750~0.821 £ —EHLTEY, Wb p<0.0001~p=0.0025 ThH-o7=Z b, HEY
SEAAFHIM O T2 DT ORE R OBREMED SR S v7c (JVBB ARERIGERFRTE A & Table
JVBB.11.5.5, % 53.5.1.118) ,

2732134  EAFHMRUEEELFHROSZFICRE L8592 SEHNT

JVBB FRBR T ITT FEATFGRAE R 0> 4 A 17 3 P Mo OVIE S T A= A7 300 P 0D 351 2 SR F AT oD
74 VA RNTay b GEEBINT) &N 2.7.3.2-4 KT 2.7.3.2-5 1277,

SN TR b AN R VEMEAFIIBOEE (O — R 1.0 Kl &
DIREND) 1L, FENTHELTEHMOERMDOIFEAETEBELTRO LN, 26D
HoRENL, BRI, B BEAmo T RRT - RER T L ORTEHR O Rk 4 Kk
T 5 &9 EIRE LT,

BRI M ORI OF 3 R D7 4+ L A 7 a oy BT, #ERHEIT
FHEE CHEANCHE SV L FOEHE iz - Hullk bk BN 2 Offo i) |
— IR DAL FIER G b O VSR (6 » AR, 6 » ALLE) | EE D KRAS 2
BORRE (AL BERD) | PERLL Al (65 mARTR 65 Ll L) . AFE (AN T VT
N/ Z Do NFE) | ECOG PS (071 LA L) | 5B EMI . NTHIRO o ~DisfE . JEFEES
fir, FERREMEHUR, AR DN X< T DR,

SETFHRO 7+ LA M T ry FTIE, =22 R TR TOHSER T, IREDHR
(GERBIEAT DY — REIZ K 53Hf) OHEEMIXT LS~ 7 HECHUE LB - Tz
(¥ 2.73.2-4) o [NV RX T XD —RIBFE O FFIERR LA D O HEH R Y 3
5 A A OEERE | OEFITIE, ~F— A 1.023 Th o7z,

HEAGFHIR O 7+ LA ey ST, T TOEMSER T, BER GEER
FRAT DN — R EAC & 2 5Ef) OHEEMEIZ T L v~ 7 RECTHEE FE -S> Tz (X
2.7.3.2-5) ,

25



LY3009806 2.7.3  ERIRAIAE RN
WA T LV AR (B - EE)

Ram + Placebo +

FOLFIRI FOLFIRI HR (95% Cl)
N N
Overall 536 536 A 0.854(0.741,0.984)
Region N America 143 143 b t * { r 0.748(0.570, 0.981)
Europe 235 235 b —e—1—- F 0.893(0.724,1.103)
Other 158 158 b f * 1 r 0.873(0.663, 1.149)
PD from 15tLine 26 mo 411 407 q —e— 0.855(0.726, 1.007)
<6 mo 125 129 b t - { 0.855(0.644, 1.134)
KRAS Status Mutant 269 261 b ——7— F 0.893(0.733, 1.088)
Wild-Type 267 275 1 . S— r 0.815(0.665, 0.999)
Sex Male 289 326 1 e r 0.947(0.784,1.143)
Female 247 210 1 —e— 0.735(0.592,0.912)
Age (yrs) 265 212 215 b e 0.849(0.676, 1.065)
<65 324 321 1 ——1 F 0.857(0.715, 1.028)
Race White 405 410 q —e— r 0.855(0.727, 1.005)
Asian 111 103 R t L { F 0.957(0.688, 1.331)
Other 18 18 1 0.333(0.148,0.749)
ECOGPS 0 263 259 b - r 0.824(0.666, 1.020)
1+ 269 275 b —¢—— r 0.889(0.734,1.076)
# of Metastatic Sites 1 171 157 b } - ! r 0.814(0.610, 1.085)
2 205 194 1 t * i r 0.903(0.720, 1.134)
23 157 182 1 I - { 0.854(0.674, 1.081)
Liver Only Metastases No 444 441 E e F 0.835(0.715,0.975)
Yes 92 95 1 } . | F 0.963(0.679,1.367)
Site of Primary Tumor  Colon 358 358 E e r 0.850(0.716,1.011)
Rectum 174 171 R f * { 0.873(0.676, 1.126)
CEA <200ug/L 389 393 b A 0.828(0.699, 0.981)
2200ug/L 108 107 q I * | r 0.874(0.649,1.177)
Prior bevacizumab use All variables present 377 350 q —— r 0.880(0.742, 1.043)
<3 variables present 159 186 q } * r 0.772(0.595, 1.002)
1stto last dose23 mo 458 431 e 0.881(0.754, 1.030)
1stto lastdose<3mo 73 101 1 f - i 0.818(0.575, 1.165)
1stdoseto PD23mo 472 468 q A r 0.846(0.727,0.984)
1stdosetoPD<3mo 55 60 q t - s 1.023(0.675, 1.550)
Last doseto PD <3mo 437 422 R e F 0.876(0.749, 1.023)
Lastdoseto PD>3mo 90 106 1t * i 0.720(0.506, 1.023)
05 1 16
Favors Ram+FOLFIRI Favors Placebo+FOLFIRI

Abbreviations: CEA = carcinoembryonic antigen; CI = confidence interval; ECOG PS = Eastern
Cooperative Oncology Group performance status; FOLFIRI = irinotecan, folinic acid, and 5-
fluorouracil; HR = hazard ratio; ITT = intent-to-treat; KRAS = Kirsten Ras; N = total population size; N
America = North America; PD = progressive disease, Ram = ramucirumab.

Note: The subgroup of ECOG 1+ includes 541 patients with ECOG PS 1, and 3 patients with ECOG
PS>1.

Note: For the characteristics of prior bevacizumab use, “All variables present” includes the
combination of all 3 variables (time from first bevacizumab dose to last bevacizumab dose >3 months;
time from first bevacizumab dose to progression >3 months; and time from last bevacizumab dose to
progression <3 months).

“<3 variables present” includes at least 1 of these variables present (time from first bevacizumab dose
to last bevacizumab dose <3 months; or time from first bevacizumab dose to progression <3 months; or
time from last bevacizumab dose to progression >3 months).

Note: The HR and lower CI are not depicted in the Forest plot for the Race/Other subgroup. The HR
(95% CI) is 0.333 (0.148, 0.749).
Source: s106su3.r1, s106su3n.rl.

27324 2EGFHEOBAEEBRMO I+ LA FT0Oy b GERBRIGRH)  (TT &4
XREM) (JVBBEHER)
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Ram + Placebo+ HR (95% CI)
FOLFIRI FOLFIRI
N N
Overall 536 536 4 —e— 0.797(0.702,0.904)
Region N America 143 143 k - 1 0.725(0.565, 0.929)
Europe 235 235 e 0.804(0.666, 0.971)
Other 158 168 4 k - | 0.840(0.664, 1.062)
PD from 1stLine 26 mo 41 407 A e 0.833(0.721,0.962)
<6 mo 125 129 1 ¢ L4 ! 0.681(0.524, 0.886)
KRAS Status Mutant 269 261 A e 0.838(0.699, 1.004)
Wild-Type 267 275 4 e 0.771(0.645, 0.922)
Sex Male 289 326 1 e 0.839(0.711,0.991)
Female 247 210 4 e 0.750(0.617,0.912)
Age (yrs) 265 212 215 4 | A 0.819(0.672, 1.000)
<65 324 321 1 e — 0.779(0.661,0.917)
Race White 405 410 e 0.808(0.699, 0.935)
Asian 111 103 4 k L g i 0.874(0.661, 1.155)
Other 18 8 +— 0.300(0.133,0.673)
ECOGPS 0 263 259 4 e 0.784(0.652, 0.943)
1+ 269 275 A e 0.827(0.694,0.984)
# of Metastatic Sites 1 171 157 A k - { 0.758 (0.600, 0.957)
2 205 194 1 L A— 0.785(0.639, 0.966)
23 157 182 1  — SR m— 0.891(0.716, 1.110)
Liver Only Metastases No 444 441 A A 0.799(0.695,0.917)
Yes 92 95 A I . | 0.801(0.590, 1.089)
Site of Primary Tumor  Colon 358 358 A A 0.802(0.687, 0.938)
Rectum 174 171 1 I - i 0.819(0.657, 1.022)
CEA <200ug/L 389 393 1 A 0.787(0.679, 0.913)
>200ug/L 108 107 1 - ! 0.714(0.536, 0.953)
Prior bevacizumab use  All variables present 377 350 A 0.807(0.694, 0.939)
<3 variables present 159 186 1 k - ! 0.741(0.588, 0.935)
1stto last dose=3 mo 458 431 1 A 0.806(0.702, 0.925)
1s'to last dose<3mo 73 101 1 f - i 0.785(0.569, 1.084)
1stdoseto PD23 mo 472 468 A 0.783(0.685, 0.896)
1s'dosetoPD<3mo 55 60 1 I - i 0.952(0.646, 1.404)
Last doseto PD <3 mo 437 422 - 0.821(0.714,0.944)
LastdosetoPD >3mo 90 106 1 - { 0.712(0.525, 0.966)
0.5 1 1.6

Favors Ram+FOLFIRI Favors Placebo+FOLFIRI

Abbreviations: CEA = carcinoembryonic antigen; CI = confidence interval; ECOG PS = Eastern
Cooperative Oncology Group performance status; FOLFIRI = irinotecan, folinic acid, and 5-
fluorouracil; HR = hazard ratio; ITT = intent-to-treat; KRAS = Kirsten Ras; N = total population size; N
America = North America; PD = progressive disease, Ram = ramucirumab.

Note: The subgroup of ECOG 1+ includes 541 patients with ECOG PS 1, and 3 patients with ECOG
PS>1.

Note: For the characteristics of prior bevacizumab use, “All variables present” consolidates all 3
variables (time from first bevacizumab dose to last bevacizumab dose >3 months; time from first
bevacizumab dose to progression >3 months; and time from last bevacizumab dose to progression <3
months).

“<3 variables present” includes at least 1 of these variables present (time from first bevacizumab dose
to last bevacizumab dose <3 months; or time from first bevacizumab dose to progression <3 months; or
time from last bevacizumab dose to progression >3 months).

Note: The HR and lower CI are not depicted in the Forest plot for the Race/Other subgroup. The HR
(95% CI) is 0.300 (0.133, 0.673).
Source: s106su3.r2, s106su3n.r2.

27325 EERELEFHEORIEEARHTO I+ LA FTOy b GEERISEH)  ATT
PR REH) (JVBBHER)

A R MR T ORI R D22 TN 5720, #GRE &M O BEAEICET %
WEEHFHIRRE & e U7, AR & OV A SR I IS W TS L 7= R BAER O
BRED S H, ABRZEEM (p<0.10) 1%, YERIOE LA ORALFHIF (p=0.0488) |
A O ANFER] DO ERY M O AEFHIE (p=0.0755) K OEER A FHIR (p=0.0128) T
RO (FNENE 27321341 HKE O 2.73.2.1.3421H)

R M COVREDRORE SITRRO LN EBORRE B3 HoEHD > B 1 55
ST — R 1 LLE) 13, ABER & [RIER O H C R 2 3 43 82 A AT 4 2 L 72
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LY3009806 273 BEIREIAME
YA T DT (05 « )
BEICTHINHENTH -7 (JVBB RERIRBRRFGH S & Table JVBB.14.2.14, %
53.5.1.1 I) (Fleming 1995) . JRENREDPEH LM T—EHL TS E{E L TEM L
fevIal—yar T, BEPEADI L 2EHPEFATHAY— RN 1 UL EE THIS
iz, EBEOMHTCIE, 3B3EOEAD O B 1 HOEMA TP — FEN 1L ETH ST,

IR OTEIREIRIL, 33 LD 5B 32 50K (KRAS 28 BRI ST B AR
R R OB DAL FHRIEBR A7) & O SIS 6 » A R SUX 6 » A LL LD
ZEite) TELTGROLNE (X2.7.3.24) .

R EAAYHOBRBEIRIT, 3B HsEHAOTXTT-ELTHEDLONLE (K
2.7.3.2-5) ,

UbXY, 7453~ 7 & FOLFIRUFEEDH A GIZ LY, 77 &R & FOLFIRI A
DO EIZHART, HEHFICAEEPSBRMICER O H 5 2 OIERE (1.6 4
H) BRDBIL, FEED Y A7 1L 15.6%D Uiz, BEAGFHIRCH, St micH
BRI LV~ T OMBENRENT, T L L~T & FOLFIRDEED O A% 5 TORhE
I, EEEEAFHIM I EANCHRE Lz 33 0EMOTRTTRD b, £4&FHIMT
IT—2 %R TR TOESEM TRD b,

2.7.3.2.1.3.4.1 5 DER S S E R

B OLZMEDONTNOER TG IR O — FHIT 1 Rl Th Y, AR
M NEMEAGHB T AL T OMERBD b (K 27324 kX
2.7.3.2-5) ,

A COT AV~ T OMPEORRE T, LEOER O — K 0.735) THE
DM (NP — R 0.947) ITHERTRE LS, BGHE & 0 EF O BAEH OBER FI1%
HETH-o7z (p=0.0488) (JVBB iBRIAER TG # Table JVBB.14.2.10, %5 5.3.5.1.1
H)

HEH AR T, REHEE2EMORL AR OBRERRITAHE TIERL
(p=0.3525) . T AUV T OFHFIZONWTEEDOER (Y — R 0.750) & BHEOE
M (A~Y— K 0.839) ORI THERZITRD Do 7- (JVBB iBRIGER GRS £
Table JVBB.14.2.11, #55.3.5.1.1 1)

WRIZ A& Cox NV — RET IVORKET VIR AEERF L LGRS
NI ol Z & n . MR EATF I LK O AT O P71 & LGRS
otz (527321311 THE O 2.7.32.1.3.3.1 1H) , MRNTERERER CRGMH 134 T
TEY, KHEOEENT LY~ THETT 7RI TENS2T2bDD, ZORY)
i A3 A AR A7) S OV RS T A AP ] D AR D R R & 7 B % AT L 7o WIRE MR IRV
R Y (W

27321342 N2 DER > AT
JVBB B T ITT fEMT kT G 4E R 00 \FRR] O ER 446 FAMEAT 2 26 2.7.3.2-10 1T~
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LY3009806
YA T LY SRR (R - ERE)

2.7.3  ERIRAIA RN

ANEER] (BN, 72T AROZOMD NFE) OWTHOERT  IEERIFET O/~ Y —
REGIE 1 RETHY |, AR E EEEAGFHRTO 7 AV~ T ORBRD 5
e (¥2.732-4 KUK 2.732-5) .

FHADERM, 77 NOHEM & OZ OO ANFEOERM TN T L~ T O R
DRO LT (F2.732-10) , ZOMDANFEDERTT LN~ T OMRNRRKRE DT
ZEN, BEFEHMOEROZBEENOREMRPIAB CThH o2 Z LOBERD—>TH
LHEEZLNDLOO (RALFHIR : p=0.0755, MEHIEALFHIM : p=0.0128) . T O
D NFEOEM OYERER D ERE 1B &L Do T=Z Lt ANFEBIOEH 3 EM TCOR A
TERIZOWTIXEKRO ® H5HlIN TE e o Tz,

NFERI OB TlZ, WTNOEM THEERB CREENREL TEH T, #
LA R Cox N — RETLORKEET VI AR THK L LTRSS Z
EbZeinotz (5527321311 HEOEE 2.732.1.33.11H) , LR ->T, AR THIC

vy

FAF AN AN & O EA IR O 2RO IR 2 KIE L ietEix
BWEE2 55,

+& 2.7.3.2-10 AERIDOMAEEARRT (TTEZAEREH) (JVBBHER)

Overall Survival Progression-Free Survival
Log-rank | Interaction Log-rank | Interaction
HR p-value p-value HR p-value p-value
White (n=815) 0.855 0.0569 0.808 0.0043
Asian (n=214) 0.957 0.7938 0.0755 0.874 0.3454 0.0128
Other (n=36) 0.333 0.0056 0.300 0.0022

Abbreviations: HR = hazard ratio; ITT =

Source: s106su3.rl, s106su3.r2.

27321343

—IRIRIE DALFIRIERR 46 7> b D HEFE

intent-to-treat; n = number of patients.

—JGAER DL EERIB A S OIS EHAR B D205 £ HE T
BN 6 » ARG, 6 » HUL EOWT oL

THIEBRIFRNT O Y — REIT 1 R TH Y AR LK OEEEAGFHR O T A
DR T ONEBRD HiTe (¥2.7.3.2-4 KT 2.7.3.2-5) &

BAEFHIE CONT— REHIX, —IBREOCFRIERLG) D O BREIEHIHIS 6 » AR
T DM K O —RIGHE DAL LB G ) D O BRI S 6 » A LI EO®EHTRETH
ol (WFIb A — R 0.855, ZRAAEHORMERF p=0.9434) (JVBB BTGB
#15E Table JVBB.14.2.10, %5 5.3.5.1.11H) ,

A CIIREGEHEEPEAOR A ORERRITAE RN
(p=0.1142) Z L6, T AN~ T OMRIT, —KIGROALFARIER MR b O HEHE
WA 6 7 ARBOHER (O — R 0.681) T—IRIBIEDOILFIFRIER A © O
W28 6 » HULEOHEM (AF— R 0833) ICHRXTHERENRBD LN N T2
(JVBB i BRIRBR KA G 15 Table JVBB.14.2.11, %5 53.5.1.1 1H) |

B GRE L RO 2 AR ORER RITAE TR < AAEFHIH L O
HIRNZKTT 2 T A0~ 7 OFIZONT I b QLM THER 2T

AT
o EN)) ﬁ)?}’biﬁf})o
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LY3009806 2.7.3  FRRAIEZE
YA T AV TR GER - L)

7= (JVBB RERTEBRFATE A Table JVBB.14.2.10 }2 ¥ Table JVBB.14.2.11. % 5.3.5.1.1
H) .

2.7.3.21.3.4.4 KRAS ZZIRERI D& 7> S HfE

A A7 e O AR AP O~ — Rl S KRAS AR OEM TIEE
Z10.893 K T* 0.838, KRAS B AEM DL TIXZN L4 0.815 LY 0.771 LW s 1R
WChHY ., FEEOEIRD SN (K 2.7.32-4 KUK 2.7.3.2-5) . H5HE L HHEM
DAZHAEH DR ERE RITAE TlE e <. RAEFHIM R CEREEAFHRICGT 5 7 50
Nz T DRRIZONT NS OEME THEREITRO bivkhr>7- (JVBB RERIGHR
Kedh S £ Table JVBB.14.2.10 }2Of Table JVBB.14.2.11, %5 53.5.1.1 1) ,

2732135 EHHERVREZBaD O—ILE

JVBB &8k CTO ITT TR B EM O BB KR OYFEER 2 v o — LR A5 FE 2.73.2-11 1T5R
T

%@%(G&m)ﬁﬁ&@ﬁ?ﬁ%?%ot(?Aywvfﬁlm%\fiﬁﬁﬁ
12.5%., LLFIAEA, p=0.6336) . VEBRFLYEMOFHHIZEE S &, T A~ THECH
i 607z 536 Tk, CRIFERD BT, PR R2BIZERDO b, 7T B AREEC DH
BT 536 il TiX. CR 23 241, PR 2 65 flICERD BTz,

R a v o — /L3R [CR+PR+ZEE (stable disease : SD) ] 1T LAV A ~THTT o7k
REHCHARTEMEMIICE D > T (74.1%, 68.8%) , IEHADIEN SD OPERE 1L
A= TRET 32561, 77 BARBET302HTHo T2,

g b r— L3R [ gate-keeping IED FIEIZE 72> 77,
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R2732-1M EZFHERVFEZ I O—LE (TTHAIXREH) (VBB HER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N =536 N =536
n (%) n (%) p-Valueb
Best overall response2
Complete response (CR) 0 2(0.4)
Partial response (PR) 72 (13.4) 65 (12.1)
Stable disease (SD) 325 (60.6) 302 (56.3)
Progressive disease (PD) 87 (16.2) 134 (25.0)
Unknown 2(0.4) 2(0.4)
Not done 50 (9.3) 31(5.8)
Objective response (CR+PR) rate 13.4% 12.5% 0.6336
95% Clc for response rate (10.7, 16.6) (9.8, 15.6)
Disease control (CR+PR+SD) rate 74.1% 68.8% 0.0587
95% Clc disease control rate (70.1,77.7) (64.7,72.7)

Abbreviations: CI = confidence interval; CR = complete response; FOLFIRI = irinotecan, folinic acid,
and 5-fluorouracil; ITT = intent-to-treat; N = total population size; n = number of patients; PR = partial
response; RECIST = Response Evaluation Criteria In Solid Tumors; SD = stable disease.

a Response criteria used was RECIST v 1.1.

b The p-value is based on the Cochran-Mantel-Haenszel test adjusting for the stratification variables.
¢ Confidence intervals are based on the exact method.

Source: s106bots.rl

2.7.3.21.3.6 Patient-Reported Outcome

IFVT 4« F7 + T4 7 (quality of life : QOL) 1%, QLQ-C30 } " EQ-5D D45
A AV CREM L 7=,

WEREIE, N—ATA VB, B B3V A I NETE 2V A 7V L OFRERT, TO%KIT
4 A I N EOEGH, B TRORREH K OREE 5% 30 H OB O KB H
(2. BEREEICEE U, SR R OB RS (% QOL A7 —/ViHt) A2 =a7{kL
72

BEMEDOa T T4 7 o AR EGEHH P ORI R D% < T 80%LL L@, &5
FEM CHAR Td o 72 (JVBB ik B i6 BR #& f5 #it & & TableJVBB.14.2.15 K& O
Table JVBB.14.2.20, #;5.3.5.1.1 5H)

(1) EORTC QLQ-C30 TM3E AT
% QOL A7 —)LDR—AF A UINEDA AT B E AN A CHRE L, thE
GER A=V 3 10 R A > FELERRA . SRR X 7 — v R OB IRRE,QOL
A =D 10 RA > PEAERN) | &E (ZAEA 10 A > b)) o b L <IEEME
R A 7 — V23 10 WA > FELEHIIN, SUIERE X 7 — /v R OO fERRIRAE,“QOL
A=V 10 WA FUAERAD) (2B LTz, £ ORER, EORTC QLQ-C30 TORIR
AT Tl B XITYGE LTeHBRE ORIEG N T LV N~ TRETT 7 BRI~ TR
Mol QOL A7 —/uid, #5-BRM#E OFIE KO 2[5 B OFAMhR A T, appetite loss
(BRARIR) KO fatigue (FE57) . #IEIOFHMRE S TIiE, global health status/QoL (42
% FERBE ' QOL) | physical functioning (B {AFEHE) | role functioning (5% %

HE) . cognitive functioning (FEFNHEHE) . emotional functioning (fE#&EHEHEE) . social
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functioning (fE2HEHE) . pain (FA) &N dyspnea (FEWLINEE) ThHo7-, FE5-BALA
% 38 B LA ORHIRE ATl &8 T L7z oFIE 11X, +3To QOL *
T OWTEGHB TREECH > 7o, MEGH T, ZE LI-giRE OFla 1 XdeE
L7 gBRE IC e~ TwEro 72 (JVBB BRI FRFE 15 #F Table JVBB.14.2.16,
53.5.1.11H) .

(2) EORTC QLQ-C30 MEILE THHAM

EORTC QLQ-C30 MHEALE TOHIM O Y — N (FaNHRE L7 igfr) 13, 12
NEDAT—NLT 1 ZlZTEY, 7LV~ 7RECEAE COMBINEN-T2, 15
A—=NDHH T A=/ TlE, B FRICAERZDNGR® b ivlz [global health
status/QoL (4= fi% # fit B 1K B8 " QOL) . physical functioning (& {KF§HEE) . role
functioning (% EIFEHRE) . emotional functioning ([EFE%EE) . fatigue (J97) . appetite
loss (BB AH) MK O constipation (fEF4) ] (JVBB & Bk in B i 5 @t & &
Table JVBB.14.2.18, % 53.5.1.1 H) ,

AR O RIEMT TRDO b= K 91T, &EBLEH%R O 3 [BH LI ORHliR R TIRZE
KT E LR ORIEN G TR Ch o722 b, FAV AT THETO
BHD QOL OEALN—iaETH D Z EAVRER Iz, L= -> T, QOL DE[DE
e VRANCFie U CTEALT 2 £ TOMIM]) IR L7 R 2 34 L7z, £ DRk
Fe A= FHIZBEALEDAT =T 1 ZBZXTWbOD, M FRICHERE
1T 3 AT — /L DIHTRD HALT- [emotional functioning ([HFHFEAE) . fatigue (J&57)
SN appetite loss (BACAHR) 1 (VBB sBRIGERFE HEE Table JVBB.14.2.19,
535.11H) ,

(3) EORTC QLQ-C30 D#ERNEH

Patient-Reported Outcome D7 — X FEHTIZHL— D FEHEN N2 Lvn | FRIICHE L
T AT I TS DRl 2 & ¥ 7=, EORTC QLQ-C30 D4 FEAiHIf Td A =2 7 DAL,

(JVBB BRIEBR G52 Table JVBB.14.2.16, %5 5.3.5.1.1 1) K OVE(LF TOHIR

(JVBB A BRIEER IG5 Table JVBB.14.2.18, %5 53.5.1.1 1) ZMatL7=fE®R, 7
LN~ TRETT T2 AR AT QOL EALA /R S 7z, BALA—il T
o Z LiX. BEBE%O 3 A H LI OFHiR RIZ BV TR a7 OZIZE GEEH# T
FENBD BNRN-T-Z R0, B TOMBOMITICB W TELDERE RO
Bk o TEANCEHE L CTBbT 2 £ TOMIM] ~EE LGa & 5HE- TRt
FNCHBREDRBO LN AT— VBB Lo Z LIk AL E>72 (JVBB
AEBRTR R G & £ Table JVBB.14.2.19, 2 5.3.5.1.1 HH) @133~ T ITT fiftroef 52
L Z BRI L. QOL 23 L TRENCHE G-Ik L 7o biEtlic QOL D
HricEENs X OBRE L7z,

TR T OMENT THREGHEB CREFFIICHE B RZVRO B QOL A7 — /L,
appetite loss (BEKAHR) KON fatigue (%) OHATHoT-, fme LT, 7L~
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TEEDZ L D QOL A7 — )V TCTlHIDOEALRNRBO LN OO, 1FEAEDAr—LT
AR DA SN = A s T ADRAGIEEoY

(4) EQ-5D O#ERDEL
EQ-5D OX—R T A VDA > T v 7 A K visual analogue scale O A =2 7 [ L HE 5-7f
TR CTHoTee N—=A T A VInDDOECEOFEHEN KRS RENo72DIE, &5
F&TRFOREE B K OMefé 4 5% 30 H OBBRHE DKL R TH VD | WG CTRFLIRRE
OEALBHER I NI, BGHIRT O R a2 7 IR ZEER 2> T b OO IR FE
SHEEC B L R OTHER A I, 5 AL A~ TR TT T L RB ST A 2T
DO BRE o7 (JVBB RBRIABRIAIE# A # Table JVBB.14.2.21, 5 5.3.5.1.1 1)

27322 FIbHRUE I HERHABROHEER
FERG - ELAGERE 2 XI5 & U725 Ib fH L OVEE 1T ARG PR 3R O f Zh I 0 #E B O ) & LU
TR d,

2.7.3.221 I4T-IE-JVBY RE&k

JVBY #pi%, EWN. ZhasdLFE, EER, & b HERRBRTHY . "X+ 7|
FxRYVTFTFROT7 oY D RIEANC LD — KGR T XUTZ DORITHEL -
B RGN - BB O B AR NEBEHE 6 il %512, FOLFIRI ik (AU 2 7 H v
180 mg/m2 % Day 1 IZFFIRINGEE 5. LARAK Y F— R A 200 mgm2 % Day 1 2§k
W5, 5-FU 400 mg/m2 % Day 1 [ZEUHERAHE G-, 5-FU 2400 mg/m2 % Day 1~2 (ZFF
BErIRNEE ) OOFH T T, 743 b~7 (8 mgkg % Day | I[ZEIRNEE) % 28I
1B L,

RBRAEIE, 6l 5 H 4415 SD, 1423 PR, 16123 PD Th oo, MEHIHEALF
WMo FJEix 7.3 » H @B : 1.25~1091 % A, 95%[FHEXME : 1.2~109 » H) Th
>7 (£2.7.6.2-6)

2.7.3.22.2  |4T-IE-JVBH &E&

JVBH &%, sk, ZhusgdtFl, FEMR. & U KRB CTH Y | RInE O it
1T IR D UIRANBE 225 15 « BB 48 15l 4 %F 412, mFOLFOX-6 &1L (A4
V77 F 2 85 mgm2 % Day | I[ZE#IRNE G-, AU F— K 1/b2 D A 400 mg/m2 % Day 1
(ZHFIRNBE G-, 5-FU 400 mg/m2 % Day 1 (220 F RN EE G-, 5-FU 2400 mg/m2 % Day 1~2
IC RN ) OB T T L3 ~7 8mgkg & 2 HARIC 1 [FIFIRNEE LT-,
AR MRS« B O —RIBIR L LTINS X< 7| BGEOEH ML PRE, B
B STHUM A H AR, b L IIBIR T o2 REA R G S - BE TR Lz,

AR AN (EERM) O REIE 115 2 A (95%(EHEXH : 8.6~13.1 » A) T
& 7= (JVBH iRBRIABRIRIEHAE Table JVBH.11.3, % 5.3.5.2.1 1) , PD SU3SE1LC D HE
RSN IR 37 6] (77.1%) ToHY . FIHU0ENE 11 6] (22.9%) ThoT-. BH
# (RECIST Version 1.0 ([ZH2 % {RBEZBRG INTHBREDO S L, KERAEIRT
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CR X% PR R SN WBRE DOEIL) 1T 58.3% (95%(SHEIXH : 43.21~72.39%) TH
o 72 (JVBH iRBRIGER LIS & Table JVBH.11.4, %5 53.52.11H) , &BHRAMETCR
25 16 (2.1%) . PR 28 27 fil (56.3%) 2388 v, FMHIE O HJElE 11.0 » H
(95%(EHEX ] : 6.9~12.6 » A) TH-o7= (JVBH ikBRIABRIRFEH A5 E Table JVBH.11.5,
% 53.52.1 ) , FEFHM O IEIL 204 5 (95%(EHEXW : 18.5~25.1 » H) T
& o7z (JVBH BRI B FEH 5 £ Table IVBH.11.6, 5§ 5.3.5.2.1 1) |

2.7.3.22.3  |4Y-IE-JCDB #E&

JCDB #BRIE. icrucumab DOEFRBAFE DO —BR & U CEME L7, ZhiskitFE, FEEM.
MEAELAL, B U MBERRBRTHY ., 4V /T h o 2Ete—RIGHE P ICHE U= BT T
XATERRBNE DRGNS - B EE 153 BlaxtR s Lz, #rE% 3 BRICEEARIS L, A
# . mFOLFOX-6 JiED L% L. (AF VU 77 F 2 85 mg/m2 % Day 1 [ZFIRINEEE, 7K
UF— AN A 400 mg/m?2 Z Day 1 IZFHIRPEZ G-, 5-FU 400 mg/m2 % Day 1 (Z/20#
FRIRINS 5+, 5-FU 2400 mg/m2 % Day 1~2 ([ZFFeeif kN EES) . B &f : mFOLFOX-6 ik
DOPFH T TT A~ 7 8 mgkg % Day 1 IZFIRINE 5. X% CH#E : mFOLFOX-6 LD
Of 1 F T icrucumab 15 mg/kg % Day 1 ([ZEHIRNE G- OWF 44 2 8RIC 1 [BISEHE L7z,
WERE L. A4V )T Hh o ZET—IRIBETORNRNY AT HEHOFENZER S iz,
A #f (mFOLFOX-6 #{ED A H . LL'F, mFOL6 #) KON B #f (ZAvL~<wT Lk
mFOLFOX-6 J&ik % F# 5., LA F. Ram+mFOL6 &) OAFRMETF —4& 2 LI FITRd, &
BRI (FZEAA) O REIL, mFOL6 BET 18.4 i (95% (XM @ 15.7~24.4
#) . Ram+mFOL6 #ET 21.4 1 (95%fE4HXMH : 16.1~25.0 #) THo7z (F 2.7.6.6.-
1) . SHEEAFHIMCIX. Ram+mFOL6 #E L& mFOL6 BED M CTHEGHEMICH B 72 21358
ool [N — R 1116 (95%EH XM : 0.713~1.745) | p=0.623, J&hllz 7
T IRE] .

mFOL6 #f (49 i) TiX, B2 (RBRIELZHREINTHWRED S L, HRERAEZIR
T CR X% PR 23588 B AV HBRE OFEIGS) 13X 14.3% (95%(E5 XM : 5.94~27.24%) T
B, KBHRERILCRN 1H], PR 66 TH o7 (JCDB RERIGHRIE S £ Table
JCDB.11.7, % 5.3.5.4.1 1H) , Ram+mFOL6 £t (52 ffl) <Tix., &R 3.8% (95%(54H
X[H :047~1321%) THY ., &BHBEDIRITZPRAE 26 TH 72, W= hr—=x
X, mFOL6 BET 73.5% (95%{5#E X[ : 58.92~85.05%) . Ram+mFOL6 #f C 73.1%

(95% 5 HEIX ] : 58.98~84.43%) T -7z,

2ALFHIMTIX, Ram+tmFOL6 #f & mFOL6 #E D] CHEFHAMICA B 22T bz
Mol (p=0.463, J@hln 77 o 7kgiE) . RAEFHMOFREIL, mFOL6 FET 53.6 1

(95%(ZHEIX ] : 36.1~68.4 ) . Ram+mFOL6 #£T 41.7 # (95% X[ : 28.4~60.3
) ToHo7- (JCDBRERIGEERIEHEHEE Table JCDB.11.8, % 5.3.54.1 7)) , mFOL6 &
IZ%f9°% Ram+mFOL6 FED @RI Y — REIE, 1.183 (95%[F4EX[H : 0.754~1.854) T
HoT,

34



LY3009806 273 BRIRHIA ML
YA T NP R G - )
2733 2HRZELTCORBREOLLE L@

KERG - B A RIS L Lo ghig - R, AL - FHEOE TR D AGEFIE — A Bk
RHFEOHL & 72 2 BAEALE N AHERRRER Ch 2 JVBB B Tl (L FBRIERATH O
WEVERERG - B OBFEICT Lo~ T 2 L& 2 A, 778K & FOLFIRI #ik
OPFAEEH IR T, HEHFHICEEPSBKNICERO & 2 A F MM OEE PO
b, TOFEMAEE 27321 HICFEEHE Lz, £72. & b FHEOE I FHEKRER
(JVBY, JVBH &K O'JCDB #kli) OER %5 2.7.3.2.2 HITFEH L7z,

BRI CIAMEEERE, BEEME OB G LU AVRRERD 20D, RBZEL TORH
BDPEDFER O EIIIT DR D> T,

27331 HRBRHREH

JVBB iR D N O HE R FHVRRE M Ot O B ERFE D BRI 1T, 5 2.7.3.2.1.2 THIT Rk L 72,
JVBB #BRITHH A AIL DI TR O N OREEHFERIRRE, RITER L R — R T A VRO
FEFHEII R GHM CRAETH O . BB - B KGR E MG L LizmED
FEFR LA 55 I AR RS IR SR & — B L T /= (Giantonio et al. 2007; Van Cutsem et al. 2012;
Bennouna et al. 2013) .

HEEOH b KRR TH 5 IVBY RO A O #EFHAA0RRE L O O 7R B IX . 3
276222, #* 2.7.62-2, & 2.7.62-3, & 2.7.62-4 L UEK 2.7.6.2-51Z~ L7z, JVBY &
BT, 61D 5L ABIRHETH 7=, FlnOPRAEIT 62.0 7% (FHilH : 48.0~71.0 7%)
THY . 4 BlL 65 KM CTholz, 4 BITRNEE. 2 BHIEGE RO bz, ECOG
PSIE, 0233, 1 3B Th o7, WAL, Tk SF) . U g 6 KO
it (461 BEnolz, INRVAYT | XV VTITFURONT7 v(bE Y I V0 REHA
IZ K DR DR BARAIFIE. PR 3G, SDAR3FITH ST,

HEEOF 1T MEERRBR TH 5 JVBH RO A O a7 AR & O O 352 FBAFE 1
2.7.6.522 TR OV 2.7.6.5-2 12k LTz, JVBHRERTIX, 3141 (64.6%) 7% 65 %Al CTd
D, FEEO PRI 60.5 5% (#iPH : 28~81 /%) TH 7=, ECOG PS 1% 30 fl (62.5%)
23 0. 18 fl (37.5%) 73 1 Th o7z, 48 FlEPI TEBAFRD b, HBEALITNTNED
792% & Fe b % <. 27.1% TIINFIR O B 03580 bz,

MAEALE T HEBERRBR TH S JICDB 3B O A D FH 2 AR & Ol O %R AR 1T
¥ 2.7.6.622 T, 3 2.7.6.6-3 LU 2.7.6.6-4 |2/~ Uiz, NOHFEFH AR K Ot 3% 2
FpfEl%, mFOL6 £t & Ram+mFOL6 ffE DM TR TeiaMlins & Tz, Al o o fiix
mFOL6 #E T 61.0 5% (#iPH : 39~78 %) . Ram+mFOLG6 #£C 62.0 1% (&P : 33~78 i)
Tdh o7z, ECOG PS 2% 1 O#BRE [mFOL6 # 27 # (55.1%) . Ram+mFOL6 £f 31 4
(59.6%) 1 28, 0 O#BR#F [mFOL6 £ 21 B (42.9%) . Ram+mFOL6 £f 20 5
(38.5%) ] XiX 2 o#ER#FH [mFOL6 # 1 ] (2.0%) . Ram+mFOL6 #f 1 {5 (1.9%) ]
IV Ehot, AADEIAIT mFOL6 # T 71.4%, Ram+mFOL6 AT 86.5% CdH -7z, A
U T H w2 EGh IR TN R 7 20 L TV oFIE X, mFOL6 # T
93.9%. Ram+mFOL6 Ff T 96.2% Td -7z, MEE D KRAS ZFIRAEIZ, mFOL6 B &
Ram+mFOL6 BEDHEERH DK 53% THREITH VD . KRAS ZRA DO E|A 1L mFOL6 #ET
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28.6% . Ram+mFOL6 #f T 32.7%. KRAS ® /4% @ %5 1% mFOL6 B T 18.4%.
Ram+mFOL6 F£ T 13.5% Cdh - 7=,

27332 2BUMHROEROLLE

HNWEDFTRIE B 2>\ T, JVBB iR OFSE 255 2.7.3.2.1 THIZ, 4 Ib B OV 11 A
BRARER (JVBY. JVBH KU JCDB iliR) OftiR A% 2.7.322 HICFKH LTz, ZhAbD
4 RBRRE CIRIREES, BEEMMBOREG LA VNRRRDE L0, HIMEDORE RO
BT R o T,

27333 MAEMAICETLHHERDOLEE

JVBB R Co AT M &k OVEHEEAFYE Oy BB OR LT, B
2.7.3.2.1.34 IZRH L 7=,

%5 Ib FH K OV ARSI GRBR IR D72 BRE B T L7 2 &b, BRI ToHE
SEFRAT S R O BT TR o 72,

273331 BARALFAOEHHEOHER (JVBBHER)
2733311 HEBRXREH

JVBB iR D A AR NELH TOHERE OWNIRZ X 2.7.3.3-1 IZR-7,

JVBB #BRI%. BARTIX 23 gk CEiti S 7z, 136 BINEIEAEIS S (L0~
THETAG T T RAREE 62 ) | T TOWEBRE D B ARNE O ITT MRt ot G4 HI %
Maniz (XK2.733-1) , TXTOEBREN, F0 T OREREZ RS SN2,

AARN, HT VTN (HRANZERLS) ROHT U7 NSO ER Z & ORER O
AL, JVBB REVEERAIG RS TME (5 53.5.1.1 ) DOFiLZ4L Table JVBB.7.1.4,
Table JVBB.7.1.5 & O* Table JVBB.7.1.6 |27~ L 7=,
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149 patients
screened

ITT population
136 patients

Ramucirumab + FOLFIRI:
N =74

Placebo + FOLFIRI:
N=62

Ramucirumab + FOLFIRI:
ITT Population

Reasons for Trt Discontinuation: n

Progressive disease:
AE:
Subject decision:
Investigator decision:
Death:
Other®:

Safety Population: 74

52
11
3

2
1
1

Placebo + FOLFIRI:
ITT Population
Reasons for Trt Discontinuation: n

Progressive disease: 53
AE: 5
Subject decision: 2
Investigator decision: 1
Death: 1

Safety Population: 62

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5 fluorouracil; ITT =
intent-to-treat; N = total population size; n = number of patients; Trt = treatment.

a Other includes protocol entry criterion not met.

Source: sjpndisp.rl1, sjpndisc.rl1.

X 2.7.3.3-1 fHBREOAR (BAXAN) (JVBBEER)

JVBB iR D H AN TO ITT T I REM ORER P 1L [T TORBRE (7L
N~ T 77 'R KL FOLFIRIL $#iE) XI3E# OBRIE (F7 L3 v~ 7 /77 &R X
FOLFIRIJ#E) OG-k, LUFFRER] OBRH A% 2.7.3.3-1 1277,

HARNEMTIZ, BREDLL (T2 A~ TR 703%. 7T BAREE 85.5%) 135
BOBEO - ORERZ T IE Lz, BT OZORBRE d Ik L agiE oA 1K<, &5
M CRIECH o7 (T LV TR 1.4%, 77 BREE 1.6%) . AHEFZO DR
ZHIELT-HBRE OEISIX. TAVNAYTRHET149%, 77 EREET8I%TH -T2,

HAN, T PT N (HARANZERLS) ROHET 7 ANLAAOE LR Z & OFE RO
AL, JVBB REVEERAIG RS EME (5 53.5.1.1 ) DOFiLZ4L Table JVBB.7.1.7,
Table JVBB.7.1.8 & O* Table JVBB.7.1.9 |27~ L 7=,
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27331 HBRPIEDER (ITTHEANRES : BAAN) (VBB HE)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total
N=74 N =162 N=136
Parameters n (%) n (%) n (%)
Randomized and not treated 0 0 0
Treated 74 (100) 62 (100.0) 136 (100.0)
On-treatment?2 4(5.4) 0 4 (29
Off-treatment 70 (94.6) 62 (100.0) 132 (97.1)
Reasons for Treatment Discontinuation
Progressive disease 52 (70.3) 53 (85.5) 105 (77.2)
Adverse eventb 11 (14.9) 5(8.1) 16 (11.8)
Subject decision 3@4.1) 2(3.2) 5 (3.7
Death 1(1.4) 1(1.6) 2 (L.5)
Investigator Decision 2(2.7) 1(1.6) 3 (2.2)
Consent Withdrawn 0 0 0
Otherc 1(1.4) 0 1(0.7)
Sponsor Decision 0 0 0

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; N = total population size; n =

number of patients.

a As of data cutoff date 22 July 2014.

b Discontinuation of study treatment (whole regimen or the last component of the regimen) due to
adverse event.

€ ‘Other’ includes protocol entry criterion not met and protocol deviation.

Source: sjpndisc.rll.

2733312 AOMEZEHRUMOEKEESHE

JVBB iR D A AR NELHTO ITT MR R REE M OFE GRS FI 5D < EAEREIS IO
JERIK %23 2.73.3212, N—RAT A VEEOT 2 N OGO Z2 3 2.7.3.3-3 12, X
— AT A VO TR BRE A 2.733-4 (2, ERATAEHREZE 2733512087,

AARNEHTIE, BERFE D 853%IT— KGO 6 » A LIEIZHR B O HENT
DOz, PERE OMEE O KRAS 2 RARAEIL, 28RN 48.5%, TFAERIN 51.5% Th -
7o (327332) .

AARNEROR—R T A HREO N DR FRFREIL, S5 TRy fn L
Tz, HARANEMNTIE, FElohImix 63.5 m (#iH : 32~81 %) . #BHR#ED 58.8%
DEMETH D | 53.7%0% 65 A T - 7= (£ 2.73.3-3) .

HARNEMDONR—2 T A EEOHEBEMET, 5B TBBLRBMmN LN TV

(%2.7334) ,
AARNEM TORNERE DO AN Y X~ 7B OREIL, #5EFB CHHER T
(JVBB B IR B IG5 54l 1 Table JVBB.7.1.34, 26 5.3.5.1.1 1H)

AARNEFH CORNRFEOMBHIT, BGHB TR TH -7 (F2.7.33-5) .

HAN, T PT N (HARANZERLS) ROHET 7 AL OESER T & D, SEFI#H
HEICE S EEBBIMEEOERIN % JVBB iBRIABRFEH S ZHE (55 5.3.5.1.1
IH) DFFLFH Table JVBB.7.1.22, Table JVBB.7.1.23 & U Table JVBB.7.1.24 (2, ~_— 2%
T A VD NEHEEHFRIRRE A JVBB SBIR B fE S EME (55 53511 H) o
Z Table JVBB.7.1.16, Table JVBB.7.1.17 & O® Table JVBB.7.1.18 |Z, “X—Z T A D
B FEYE L JVBB RBRIR B SRS EE (5 53511 H) O Z4iLZE 4L Table
JVBB.7.1.28, Table JVBB.7.1.29 & U* Table JVBB.7.1.30 |2, AR D~/ X~ 7 Bl
DOFpPE% JVBB RBRIG R IG A EaliE (5F 5.3.5.1.1 TH) DO Z M E 4L Table JVBB.7.1.34,
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Table JVBB.7.1.35 K& " Table JVBB.7.1.36 (2. Hi{a#E % JVBB RERIEBRAAHE M EAH &
(% 53511 H) O F N F 1 Table JVBB.7.1.31 ., Table JVBB.7.1.32 &% T} Table
JVBB.7.1.33 |2~

27332 EFMEZICEICEMELRIGROBAIEF (TTHEMAMRER : BEAN)
(JVBB §5%)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total
N="74 N =62 N=136

Factor n (%) n (%) n (%)
KRAS statusb

Mutant 39 (52.7) 27 (43.5) 66 (48.5)

Wild-type 35(47.3) 35 (56.5) 70 (51.5)
Time to disease progression after beginning first-line therapyb

<6 months 11 (14.9) 9 (14.5) 20 (14.7)

>6 months 63 (85.1) 53 (85.9) 116 (85.3)

Abbreviations: CRF = case report form; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; ITT =
intent-to-treat; IVRS = interactive voice response system; KRAS = Kirsten Ras; N = total population
size; n = number of patients in given category.

a  Percentages are based on the total population size (N).

b Based on CRF data if present, or IVRS value if CRF data were missing for the parameter.

Source: sjpngspp.rll.

£ 27333 R—XS54 UEHEDOEHLAOMEEREE (ITTHAXNRER : BERAN)
(JVBB &%)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total
N="74 N =62 N=136
Parameter n (%) n (%) n (%)
Sex n (%)
Female 36 (48.6) 20 (32.3) 56 (41.2)
Male 38 (51.4) 42 (67.7) 80 (58.8)
Age (years)
Median age (range) 62.0 (32, 77) 65.0 (38, 81) 63.5 (32, 81)
Age group n (%)
Age <65 years 43 (58.1) 30 (48.4) 73 (53.7)
Age >65years 31(41.9) 32 (51.6) 63 (46.3)
Age 65 - <75 28 (37.8) 28 (45.2) 56 (41.2)
Age 75 - <85 3@4.1) 4 (6.5) 7(5.1)
Age >85 0 0 0

Abbreviations: FOLFIRI = irinotecan, folinic acid and 5-fluorouracil; ITT = intent-to-treat; N = total
population size; n = number of patients in given category.

a Percentages are based on the total population size (N).

Source: sjpndemo.rll.
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§%)
Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total

Parameter N="74 N =62 N =136
ECOG PS, n (%)

0 49 (66.2) 34 (54.8) 83 (61.0)

1 25 (33.8) 28 (45.2) 53 (39.0)
Liver only Metastasis, n (%)

No 65 (87.8) 53 (85.5) 118 (86.8)

Yes 9(12.2) 9 (14.5) 18 (13.2)
KRAS status at study entry, n (%)

Mutant 39 (52.7) 27 (43.5) 66 (48.5)

Wild-type 35 (47.3) 35 (56.5) 70 (51.5)
Tumor Burden Size (cm)

Mean (SD) 7.48 (4.460) 6.68 (4.971) 7.12 (4.694)
Site of Primary Tumor, n (%)

Colon 42 (56.8) 33 (53.2) 75 (55.1)

Rectal 32 (43.2) 29 (46.8) 61 (44.9)
Carcinoembryonic Antigen n (%)

<200 pg/L 61 (82.4) 52 (83.9) 113 (83.1)

>200 pg/L 11 (14.9) 10 (16.1) 21 (15.4)

Missing 2 (2.7) 0 2 (L.5)
Number of Metastatic sites, n (%)

1 27 (36.5) 23 (37.1) 50 (36.8)

2 23 (31.1) 17 (27.4) 40 (29.4)

>3 24 (32.4) 22 (35.5) 46 (33.8)

Abbreviations: ECOG PS = Eastern Cooperative Oncology Group performance status; FOLFIRI =
irinotecan, folinic acid, and 5-fluorouracil; ITT = intent-to-treat; KRAS = Kristen Ras; N = total
population size; n = number of patients in given category.

Source: sjpndis.rl1, sjpngspp.rll.

= 2.7.3.3-5 TLELAE (TTHAXNERER : BXAN)

(JVBB §5%)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI Total
N="74 N =62 N=136
Parameter n (%) n (%) n (%)
Prior therapies 74 (100.0) 62 (100.0) 136 (100.0)
Surgery 61(82.4) 56 (90.3) 117 (86.0)
Radiotherapy 3@4.1) 4(6.5) 7(5.1)
Systemic Therapy 74 (100.0) 62 (100.0) 136 (100.0)
Type of prior systemic therapy 74 (100.0) 62 (100.0) 136 (100.0)
Bevacizumab 74 (100.0) 62 (100.0) 136 (100.0)
Fluoropyrimidine 74 (100.0) 62 (100.0) 136 (100.0)
5-FU 47 (63.5) 45 (72.6) 92 (67.6)
Capecitabine 27 (36.5) 20 (32.3) 47 (34.6)
Gimeracil 1(1.4) 0 1(0.7)
Oteracil potassium 1(1.4) 0 1(0.7)
TS-1 7(9.5) 7 (11.3) 14 (10.3)
Tegafur 9(12.2) 10 (16.1) 19 (14.0)
Oxaliplatin 74 (100.0) 62 (100.0) 136 (100.0)

Abbreviations: 5-FU — 5-fluorouracil; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; ITT =

intent-to-treat; N = total population size; n = number of patients.

Source: sjpnprtp.ril.
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2733313 HuHEOHER
2.7.3.3.3.1.3.1 4R

JVBB iR D HANEH TO ITT BT REM O 2A AR A% 2.7.3.3-6 (2, 247
HH @ Kaplan-Meier #i#f % [X] 2.7.3.3-2 (2777

HARNEN T, 77 8RBT DT LV~ T HEOREFBBE O — R
1.193 (95%f5#EIX M : 0.762~1.868, p=0.4391) Th o7z, EAEFMMOFREILT L
N<THET164 3 A, 778REETI194 5 ATHoT-,

AARN, K77 N (BRANZERLS) ROHT U7 NUSNAOHER T & ORER O
AL, JVBB REVAERAIG RS EME (5 53.5.1.1 ) DOFiLZ4L Table JVBB.7.2.1,
Table JVBB.7.2.2 & O* Table JVBB.7.2.3 127~ L 7=,

5 2.7.3.3-6 £4FHM (TTHHAXNRER : BAAN) (JVBBHAER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI

N=74 N =62

Number of Deaths n (%) 46 (62.2) 39 (62.9)
Number censored n (%) 28 (37.8) 23 (37.1)
Median Survival — months (95% CI) 16.4 (13.4,20.9) 19.4 (14.2, 25.3)
Log-rank p-value

Stratified 0.4391
Hazard ratio (95% CI)

Stratified 1.193 (0.762, 1.868)

Abbreviations: CI = confidence interval; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; ITT =
intent-to-treat; N = total population size; n = number of patients.

Note: Overall survival is the duration from randomization to death. For patients who are alive, overall
survival is censored at the last contact.

Source: sjpnsurv.r3.
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10 4 Ram+FOLFIRI  Placebo+FOLFIRI
0.9 Patients 74 62
Median, months 16.4 19.4
08 (95% CI) (13.4, 20.9) (14.2, 25.3)
07 HR (95% Cl} 1.193 {0.762, 1.868) (stratified)
) P-value {log-rank) 0.4391 (stratified)
=
= 06 A
g
7 05
2 04 nat
= i
© o3 T .
I
02 - B - "
|
01 i
—1 Ram+FOLFIRI I
0.0 { — —— Placebo+FOLFIRI |
0 3 & g 12 15 18 21 24 27 30 13 36
Time (months)
Patients at Risk
Ram+FOLFIRI 74 73 69 56 48 42 23 12 5 2 1 0 0
Placebo+FOLFIRI  §2 G2 53 43 43 37 25 17 10 4 3 0 0

Abbreviations: CI = confidence interval; FOLFIRI = irinotecan, folinic acid, and 5 fluorouracil; HR =
hazard ratio; ITT = intent-to-treat; Ram = ramucirumab.
Source: sjpnsurv.r3, gjpnkm3.

2.7.3.3-2 £ FHARM D Kaplan-Meier BifR (ITT @t RER : BAAN) (JVBBER
%)

2.7.3.3.3.1.3.2 HEABRPLEROMERAE

JVBB B D H AR NEHTO ITT fdT R RE o I 723 BRiaH o 1L 1% O HUes Al 5
(1.5%2L b)) %3 2.7.33-T12R7,

AARNERTIE, REBIGRP IERIC2EEOTEANGR Z 1 [BILL BT 7o iR 1%,
79.4% (7 LIV~ T 8 757%. 77 B AREE 83.9%) Tholo, %< EH I 3KANX,
FRA Y AT —F ITERE (1Y /7 H) | L EGFR Hiff (BY ¥ ~7 J{ovi=
L=T) . TofbE Y IV URER 5-FU KOOIV A ECEET) | Tryrd ) —
PHER (L7 7=2=7) | MEHAERERER (XA X<T) KOFY F— oLy
7L TH T,

AARNER COEYFHRA 2R LI lRE 0F&IX. 778X (774%) TF
Ly =T (67.6%) ([ZH_Tmno72, HL EGFR HURZ M L 72 #BH O FIE 1%,
T AN THET 392%, 7T BRBET 488% CTh-oT-, "NV AT ZMH L7I-#5H
FOFEIX, TLIIN~TRET 29.7%., 77 8AHET 323%ThHhote, LITT7x2=7T
ZRA LIZBRE OBIGIE, 7LV~ TRHET3L1%, 77 B REET403%TH o7,

HARN, T PT AN (HARANZERLS) ROHT 7 ANLAOE G ER T & OFE RO
AIX, JVBB RBUIRBAFEHR S EME (5B 53.5.1.1 JH) OZNh T Table JVBB.7.2.22,
Table JVBB.7.2.23 }2 1} Table JVBB.7.2.24 |27k L 7=,
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x 2.7.3.3-7 ERHABARPIULROMBEFGE (EALLEREOES : 1.5%UL)
(ITT AR ER : BAAN) (JVBBRER)

Ramucirumab Placebo +
+ FOLFIRI FOLFIRI Total

Postdiscontinuation N=74 N=62 N=136
Anticancer Therapy2 n (%)b n (%)b n (%)b
Pts >1 post-discontinuation anticancer therapy 60 (81.1) 55(88.7) 115(84.6)
Systemic therapy 56 (75.7) 52(83.9) 108 (79.4)
Radiotherapy 12 (16.2) 9 (14.5) 21 (15.4)
Surgery 7(9.5) 2(3.2) 9 (6.6)
Systemic Therapies (>1.5%)
Systemic anti-cancer therapy 56 (75.7) 52(83.9) 108 (79.4)
Biologic agents 50 (67.6) 48 (77.4) 98 (72.1)
Anti-EGFR Antibody 29 (39.2) 30 (48.4) 59 (43.4)
Cetuximab 10 (13.5) 12 (19.4) 22 (16.2)
Panitumumab 22 (29.7) 21 (33.9) 43 (31.6)
Anti-angiogenic agents 22 (29.7) 20 (32.3) 42 (30.9)
Bevacizumab 22 (29.7) 20 (32.3) 42 (30.9)
Tyrosine kinase inhibitor 23 (31.1) 25 (40.3) 48 (35.3)
Regorafenib 23 (31.1) 25 (40.3) 48 (35.3)
Chemotherapy 41 (55.4) 43 (69.4) 84 (61.8)
Fluoropyrimidines 29 (39.2) 28 (45.2) 57 (41.9)
5-FU 26 (35.1) 15 (24.2) 41 (30.1)
Capecitabine 0 4(6.5) 4(2.9)
TS-1 4(5.4) 5(8.1) 9 (6.6)
Tegafur 2(2.7) 1(1.6) 3(2.2)
trifluridine/tipiracil hydrochloride combination 6 (8.1) 5(8.1) 11 (8.1)
Platinum 8 (10.8) 5(8.1) 13 (9.6)
Cisplatin 2(2.7) 0 2 (1.5)
Oxaliplatin 6 (8.1) 5(8.1) 11(8.1)
Topoisomerase I inhibitor 35 (47.3) 32 (51.6) 67 (49.3)
Irinotecan 35 (47.3) 32 (51.6) 67 (49.3)
Other investigational agents 8 (10.8) 14 (22.6) 22 (16.2)
Blinded/unknown agent 5(6.8) 12 (19.4) 17 (12.5)
Immunotherapy 1(1.4) 1(1.6) 2 (1.5)
Other systemic therapy drugs 25 (33.8) 18 (29.0) 43 (31.6)
Adjunctive Therapy 25 (33.8) 17 (27.4) 42 (30.9)
Leucovorin 25 (33.8) 17 (27.4) 42 (30.9)

Abbreviations: EGFR = epidermal growth factor receptor; FOLFIRI = irinotecan, folinic acid, and 5-
fluorouracil; ITT = intent-to-treat; N = total population size; n = number of patients in given category;
PDT = postdiscontinuation anticancer therapy.

a Patients may have received more than 1 treatment.

b Percentages are based on the total population size (N).

Source: sjpnact.rll.

2.7.3.3.3.1.3.3 1A A4 T AR

JVBB iR D H AN TO ITT MM SRR o BEHE A7 [ 2 5% 2.7.3.3-8 (2,
HEHE A 77 HA R O Kaplan-Meier Bl 2 [%] 2.7.3.3-3 27”7,

AARNEMTIE, 7 A3 /b~7 & FOLFIRI EOPFHE G2 XL Y. PD XUFSETED Y
A 712 16.5%00> L (P — REE 0.835, 95% 5 #HIX[H : 0.584~1.192, p=0.3212) , #EHY
BAFMMOPREIEZ 2o v~T8 (575 A) TTI7vAREE 35 H) ITHART 14
B AEN-T (£2733-8)

Kaplan-Meier Hifg CTix, 2 HifROSBEEN RIIIFRO HiL, 7 LT~ 7 OIRFENEN
16 » HECHiRrS iz (K2.7.3.33) .
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HAAN, T UT AN (HARAZRLS) ROWRT 7 NUSNOESEM Z L O RO
ML, JVBB RBRIABRMAFL G EMIE (55 5.3.5.1.1 TH) DXL Table JVBB.7.2.13,
Table JVBB.7.2.14 & X Table JVBB.7.2.15 {Z7x L 7=,

+ 27338 EIBELFHM (TTHEFIXRER : HAAN) (VBB HER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N="74 N =62
n (%) n (%)
Number of Events, n (%) 70 (94.6) 62 (100.0)
Number censored, n (%) 454 0
Median PFS — months (95% CI) 5.74.3,7.1) 4.3 (3.7,6.9)
Log-rank p-value
Stratified 0.3212
Hazard ratio (95% CI)
Stratified 0.835 (0.584, 1.192)

Abbreviations: CI = confidence interval; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; HR =
hazard ratio; ITT = intent-to-treat; N = total population size; n = number of patients; PFS =
progression-free survival.

Note: Progression-free survival is the duration from randomization to objective progressive disease or
death, whichever is first. Patients without objective progressive disease are censored at last adequate
postbaseline radiological assessment or randomization date (whichever is last).

Source: sjpnsurv.rl3.

10 4 Ram+FOLFIRI  Placebo+FOLFIRI
09 4 Patients 74 62
Median, months 57 4.3
0.8 | {95% CI) 4.3, 7.1) (3.7,6.9)
§ 07 HR (95% CI) 0.835(0.584,1.192) (stratified)
= ] Pvalue (log-rank) 0.3212 {stratified)
@ 06 -
Lih]
2 051
5
- 04 4
@
5 032
=t
o 0.2 4
01 A
—.— Ram+FOLFIRI
0.0 { — - Placebo+fOLFIR ———=1

0 3 6 9 12 15 18 21 24 27

Time (months)
Patients at Risk

Ram+FOLFIRI 74 51 35 21 14 7 3 2 1 0

Placebo+FOLFIRI g2 41 24 13 ] i 4 1 0 0

Abbreviations: CI = confidence interval; FOLFIRI = irinotecan, folinic acid, and 5 flourouracil; HR =
hazard ratio; ITT = intent-to-treat; Ram = ramucirumab.
Source: sjpnsurv.rl3, gjpnkm9.

2.7.3.3-3 EEE L FHIM D Kaplan-Meier BifR (ITT iR &ERH : HAAN) (JVBB
HER)
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2.7.3.3.3.1.3.4 EMERVFEZ I FO—)LE

JVBB RO A ARNEMTO ITT TR GEMORHERONFER 2 > e — VL2 FK
2.7.3.3-9 (2R,

AARNEMTIE, B (CRHPR) (THFEGHCTHRETH 72 [T LV~ T7H 8.1%
(6 ) . 77 A 113% (7 61) . LAFREINE, p=0.5800] , IRERAHE AT 0O FHAM I &
S, TAVATRECEID T B 74 BT CRIZERD LT, PR Y 6 B2
DHiv, TTERBICE T oI 26T, CRIZFEO T, PR 7THICHED 6
niz,

i hr—/L%E (CRHPR+SD) L 5HE CRIECTH o7 (82.4%. 85.5%) .
ERANEN SD OWBRE 1L, T LV N~TRETS56l, 7T v AREET4HTH- T,

HAN, T PT AN (HARANZERLS) ROHET 7 ANLAAOE S ER T & OFE RO
AIX, JVBB RBUIRBAFEHR S EME (5B 53.5.1.1 HH) OZh LI Table JVBB.7.2.19,
Table JVBB.7.2.20 }2 O} Table JVBB.7.2.21 |27k L 7=,

R273I9FTMERWHFEZ Y FO—LE (ITTHEFIHREH : BEAA) UVBBHE

§%)
Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N=74 N =62
n (%) n (%) p-Valueb
Best overall response2
Complete response (CR) 0 0
Partial response (PR) 6 (8.1) 7(11.3)
Stable disease (SD) 55(74.3) 46 (74.2)
Progressive disease (PD) 10 (13.5) 8 (12.9)
Unknown 0 0
Not done 3(4.1) 1(1.6)
Objective response (CR+PR) rate 8.1% 11.3% 0.5800
95% CIc for response rate (3.0, 16.8) (4.7,21.9)
Disease control (CR+PR+SD) rate 82.4% 85.5% 0.6170
95% ClIc¢ disease control rate (71.8,90.3) (74.2, 93.1)

Abbreviations: CI = confidence interval; CR = complete response; N = total population size; n =
number of patients; PR = partial response; RECIST = Response Evaluation Criteria In Solid Tumors;
SD = stable disease.

a Response criteria used was RECIST v 1.1.

b The p-value is based on the Cochran-Mantel-Haenszel test adjusting for the stratification variables.
¢ Confidence intervals are based on the exact method.

Source: sjpnbots.r2.

2.7.3.3.3.1.3.5 Patient-Reported Outcome
(1) EORTC QLQ-C30 M#ERNDEH
HARAN, T VT AN (HRAZRLS) RORT 7 NUSOE LM Z L D,

EORTC QLQ-C30 O =17 F A 7 A% JVBB iMBRIGEAFE MG EmE (5 5.3.5.1.1
H) OZNFH Table JVBB.7.2.25, Table JVBB.7.2.26 & (% Table JVBB.7.2.27 Z.
EORTC QLQ-C30 ® A/ —/ L A a7 % JVBB RERIGERGFE RS ZME (55 5.3.5.1.1
H) OZNFH Table JVBB.7.2.34, Table JVBB.7.2.35 & (X Table JVBB.7.2.36 Z .
EORTC QLQ-C30 @ E(E ToOHM % JVBB RERIGBRGFE RS ZME (55 5.3.5.1.1
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IH) OF N F1 Table JVBB.7.2.31, Table JVBB.7.2.32 2 (X Table JVBB.7.2.33 |2, Ak
F COHIM D Kaplan-Meier Hh#R % Z #1241 Figure JVBB.7.2.16, Figure JVBB.7.2.17 &
O Figure JVBB.7.2.18 |27~k

(2) EQ-5D O#ERDER
HARAN, BT VT AN (BRAZERLS) ROET U7 ANLAOESEM Z & O EQ-5D
A a7 % JVBB RBRIEBRMAE M E HEME (5 53511 H) OZiLZ£4 Table
JVBB.7.2.40, Table JVBB.7.2.41 }¢ O} Table JVBB.7.2.42 IZ/”7,

273332 BAAKHOHROEE (JVBBHER)

AARNERO N OFEFHEH L O OB BRI, 5 HEE T BhnBfn LhTn
77

AARNEMIZEBIT 2 2EGFHMOPREIET A~ TRE (164 » H) [ZHARTTZ
AR (194 » H) THEMEMICED -7 (B 2.7333.13.1 1) , £/, AARANEFTIX
WO GHE TS BHEAGFH R A 2L L BENICFARETH LI r0nb b1,
EAFYE O P RENSEM L E_XTEN- 7 (5 2.73.2.13.1 HEOH 2.7.3.3.3.1.3.1
H) , BARNEMTIE, RBRIGHE T LI 2 H MO B AITE# & OV 2 K & 52 1)
TWREOEIEN T TR TT LA~ 7RI TR o772 (8 2.73.3.3.1.32 1) .
L7z o T, RBRIGHE T L% OFURANTRR O AR AR, BAANOEAF M ORI
BEHEZTOWDHAMEENTETE R, L Lenb, BHARNEMD i)/ N T hH
STORMEHETEET S & 2AEFHMMOR RIS O T, BA AL B CHeE R 72
fimaHE My LIIREEChHL L EX BN,

EMTIX, BB CHRHIZHOICEEERRD DN 2ETFHR O RICES X
RS PERS RS « EIGRE BRAE ISR T D RIS W T, AFMEICT s T AL~ T L
FOLFIRIFHED O GO RPN m Sz (8 2.73.2.13.1 ) . AARANERTIE, Lk
D LB BEGFHE O REOMIIIIRAN S D, —J5, WEEAFIMIT, HRBRIAEF
% OPERTEEDOEBEZZ I WI EN LB RO L L TEENE N E &
ALTEY (Yothers 2007) | AFER TR B A7z LM & [FIFRE O B A M O It &
(3 2.7333.1.33 H) X, BARAEFICBIT 27 L3N~ 7 DIRENRETET 5 H D
EEZOND, TOZEEEFEXD L, BARNERTHRER L RKOF ML HIFET
EHEEZXLND,
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P A T L ERER (R - EE)

2734 HERZE - AEICET SBKRIBFROBGH

T LV T OIEBR L CHERRBRT — % OREFHIN S, 7 A~ T7 ORE - A
mEAIEIR LT,
%%ﬁ#%-p%ﬁ$%%ﬂ%kbkﬁdym&0%Inm% HRBRTIX, LToT~
BEBIZHIZ L, Smgkg D 2 M 1 [BI&EGZEM LT,

o TAVINTOEWERET 0 7 7 A L TIEMZFERET O FREEN R S [14T-
IEJJVBM (BLF. JVBM) R, Bzt L LegBloRERTEARATE (BLT,
WIERGE) REOBEEE (5 2.7.2.3.6.21H) S/

o JEWETET N CHESEEE AR L7 DCI01 (v A a s — k) 282 5 RIK
HYEE (T ~ 7 7)) RSNz [I4T-IE-JVBN (BLF, JVBN) #R&ER, #)Al
HEERFOMEE (55 2.7.2.3.6.1 1H) B ]

o U5 TAIBRARRBRTIL, 8 mgkg ® 2N 1 EHE G FOABK UG Ay Y a—1
TP 72 PUBESEE A TR S 7= [JVBN iBR. #al s oM (5 2.7.2.3.6.2
H) ]

o EHERYZR FOLFIRIFIEDE G AV 2 — /L LR L TH D

JVBBRERTILX, 7L /b~7 (8mgkg® 2MMIZ 1 [E# ) & FOLFIRI #E D Hf H
E@ £V, 7T ARE FOLFIRI HED GG A~ THGH PR A B D REIRAYIC
BO®DHEAGFHMOMENE D v, EEAME K L, 2AETFHIR O b g fEix
7Aywv7ﬁ(wsﬁﬂ)f77ﬂ$ﬁ(n7ﬁﬂ)awxfﬁﬂok(ﬂﬁwbw
0.844, 95% {5HEIX M : 0.730~0.976, p=0.0219) , 2EMTRD LN-2EFHMO, 7
TERBIZHT DT LV~ T HTOIERIL, FANCHE L OEM T B L THD
b, Fio, EEEAGFHRE COLRAFNICHEER T LY~ T OIRENENRD 5
Nie, 2EMTRED ONZEMEAGHMO 77 2RI T 5T LAV A~ T FHETOIE

Tl FANCHE LB T—E L TRO bV,

R PERS R « B O BT A2 b~ 7 % FOLFIRI ##ik & GG L= & &
ARMITIRGFTHY, AHEFGILHEY LB LY MLAREChH o7z, BT v 7 5
AEE A DIEFIDOT a7 7 A Ee—FLTHEY, 7L /L~v7 L FOLFIRI #ik D H
B CTRTE Do BRI IO bived o7z (5525524 1H)

EXDY, TAa3b~7 8mgkg @ 2 HMIC 1 [BI#EEIL, S=BIEREE « BEIBEICx L
THRHEFNIEEZ R THETHL EEX DD,

FHEF K BIREMAT OFE R O 4RI, PRI, AR, BHEREREF U NTH e E 42 5
TeEE D EEIN %OwtﬁgﬁﬁiTﬁkﬂﬁbt(TEJV%VE/PK&Uﬁ 3573
IR E . S 5.3.3.5.1 ) o EWERAEAT ORI 2.7.2 H (BRRFEEEEARR) (TR
L7z,

Wk i B N VAT BT 2 I B AE . IRSE . R R OV IRIEEE 2.7.4 B (BRIRAYZ 4
M) R LTz,
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27341 BARABEFICBT2HERE - 208

I4T-IE-JVBI (BAF, JVBD) #Bk (EWNZE 1 MHEERRER) OfEENS. BARNEE 2%t

%%i’“3AV/I/Vf%Zﬁﬁiﬁ%ﬁ@)ﬂ%&U“&“EfX/7“):.**/1/ (FLv <7 6 KX Smg/kg
M 1EX0E 10 mg/kg 2 3R 1A, 194 270 6#fl) TRELEE X,

Fiﬁﬂf%otomj\%t&@ﬁ%%%;iéﬁ&%@&5¢mim®6ﬂﬁ#
o7z [MIEHESER O (6 2.7.632H) 2]

JVBY #RERCiL, JVBM KO JVBN REROFER [FIEIHGERFOME (5 2.7.6.5 HE W
% 2.7.6.6 H) ] | WONC JVBY BREHER R CTEKiHh Tod o7 IVBLRERO 7
— % (YA T, 8mgkg =A4— h® 3 fliZ DLT 72 L) (235 &, FOLFIRI L0 H
TTT L= 7 8mgkg ® 2MEIC 1 B G-238IR S 7z, JVBY #lER o ER I 1
DLT 23 6 BlD 5 6 1 BNZEED B ALz, MEERE L. 7L — K 4 OGP ERBAE R O
L— R 2 0EARZ I Lc/z, DLT fili R s iR o8 578 2 Wi 28 2 Tk
Iz izl v, DLT &fllfrcsie, SECKRZDOMOEELAEFRITRED LN
7pinolz, L1223 T, FOLFIRL ik (A4 U 272 180 mgm2 =5 Te) fFH FTHZ
Liv~7 (8 mghkg RN E) @ 2 A 1 EREIX, BARANBEE THAICEATH
DT NI N,

JVBB R TlL, 2AEFHRIC DWW THARANERBEIM CHEN2EmEzEs i b
TR THD EEx DN, —JF, BIEEAGFHROER XA ARNEM & 2L CHRE
ETholeZ b, BANEMIZEIT DT AV~ T OIRFEIRPRBEINTZ, ZO
ZeEBEZxDH L, B 273332 M Tl L7z X 9 1C, BARANEMTH LR & RO
AMEE IR CEL EERZDOND,

AARANEMTIZ, LV~ TOLRENT a7 7 4 )VICERRBREIZRD SR o
7= ((F274H) .

REEE MBI REMEAT T H AR N & B AR ANDSNOER D EIRICESE, Zhb g
M CHEYBIRE T 0 7 7 A VTENIRN T AR ST, BB OFEMIZE 2.7.2
H (BERIEHERER) TR LT,

XY, BARNBFCH L THEAHET 208 TR, BARANEZDOMOANFET,
HREAERZFRCTHDL EHE XD,

48
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274 BRERMREME

BEEE— =
W& HE &
ALT 7= T3/ 7 A7 =7 —E (alanine aminotransferase)
AST TANTGX T I ) 8T A7 2T —E (aspartate
aminotransferase)
BSC best supportive care
CRP C i # > 732 (C-reactive protein)
CTCAE HEFLIGEHFEHYE (Common Terminology Criteria for Adverse
Events)
CTD common technical document
DDI WA BEAER  (drug-drug interaction)
DLT FEHIR7EME (dose-limiting toxicity)
ECOG Eastern Cooperative Oncology Group
FOLFIRI AV )T AR = INVT T LS VAREY F— Ry

L+ 5-T A a7 v

folinic acid

RYF—=rroonh, IRV F =MoL oL/ LRED
F—r AT A

FU ZNA w77 b (fluorouracil)

G-CSF granulocyte-colony stimulating factor

GM-CSF granulocyte-macrophage colony-stimulating factor

IDMC MNLTF—42 =41 7 ZE% (Independent Data Monitoring
Committee)

IRR infusion-related reaction

ITT intent-to-treat

mFOLFOX-6 modified FOLFOX-6 (A Fx Y%V 7T F L +R U F— v h
S URBYF— R AT T A+5-T L F 75 3L)

MTD KM (maximum tolerated dose)

NCI National Cancer Institute

NSAID FEAT A REFIRIES (nonsteroidal anti-inflammatory drug)

PBRERR EHEIRRT ¢ b« U R 7 FHERE  (Periodic Benefit-Risk
Evaluation Report)

PD H#E1T (progressive disease)

PS performance status

PSUR EHIRZZ M e (Periodic Safety Update Report)

PT HAGE (preferred term)

RECIST DS A DIRENFHE D T2 DFT 77 A FZ 4 > (Response
Evaluation Criteria in Solid Tumors)

SMQ MedDRA #E 5 (standard MedDRA queries)

SOC FREBIRSHA (system organ class)

VEGF A8 N 2 HE5EIR - (vascular endothelial growth factor)

VEGFR 1757 PN Bz B8 IR 52 254K (vascular endothelial growth factor
receptor)

AV ) Thy HEIFA Y 27 I R & LT 180 mg/m2 & 7

2D R Rl NV N A
I

HEFARY F— K& LT400 mg/m2 % H 7o

VARARY F— R~
DTV

HEIFZVARARY F— k& LT 200 mg/m2 % iz
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2741 EEK~DEZ

27411 #HBEATSHFESGERUVTLERABRORD

274111 REMFFEICHAV R

H52745 (LLF, AH) TlL. U FOREMEORKEZ = LTz,

o HRBBMEAENG - EIBEAEENRE L, T4V~ (IMC-1121B ; LY3009806)
& FOLFIRL &1L (AU )T o+R Y F— ANV T L VAR F— sy
L+ 5-7 )4 a 7T 20 (5-fluorouracil : 5-FU) ] & OPFRABEEIC L A FELE I
FAFGARER [14T-MC-JVBB (IMCL CP12-0920, RAISE) #B& (LLF. JVBB #tB&) ]

o  MATEMEEEE A NS L L., T L3 L~ 7 & FOLFIRI ik & OO 5 &
%85 ARG RBR [14T-IE-JVCB (IMCL-CP12 1033) ##B (LLF, JVCB #BR) ]

o WERMERENS - EEEE 2R E L. 7 AL~ 7 & modified FOLFOX-6

(mFOLFOX-6) &L (AFHV VU FIFF +R U F— b TTh/ LAREY F—h
TN L+5-FU) L O GIC X 55 T MEEKRAE 2 35 [14T-IE-JVBH

(IMCL CP12-0709) #B& (UL, JVBH &) &N 14Y-IE-JCDB (IMCL CP20-0801)
B (LT, JCDB#ER) ]

o ARANOEBMANG « BEIFREEEZXGLE Lz, 743/~ 7 & FOLFIRL &L E O
OFRE S L 2% b MEERRAB [14T-IE-JVBY (IMCL CP12-1029) bz (LLF,
JVBY #BR) | OREMICET 2 HBERFHMEEE (RECITZEMICET 5 HER
FEMTE EH O BoRT, )

o VITx=TIZRDHWIRHFEEFERP IIFEMBITEE L, bLFY I 7=
TIZRAMED TR B IR Do To IR FE 3 2 4212, best supportive care (BSC)
AT CTT A~ T bR E 7 T2 REGREOANME R OR M4 g L7258 111
FIGEFBR [I4T-IE-JVBF (IMCL CP12-0919, REACH) #&B% (LLF. JVBF #kBk) ]

(KETIXT LUV~ T TCHEATREFEEROT — X ORERT, )

LM AW RO — B2 £ 2.7.4.1-1 TR 7,

% MLFRERRER O IVBB #BRiL, "NV X~T XYV FIT3F R O7 vkl 2
U U REAN O PGS X D RIAR T XUTE ORI UGG - B R
Zxg L L, FOLFIRI JEGHH T TO T Ay~ 7 OLeM &3 h L=, EELRE, £
Mgk IelE, 77 B AR, ZEHER, BEAMMERRTH o7, AHTIE, FEIZ, JVBB
ABRIZ IS < FOLFIRVEIEDFH T TO 7 Ay v~ 7 Ol z Lz,

9% ARG RBR D JVCB, JVBH } (Y JCDB B (LM OFT —F X—2 1 v 7 AN
2] = | 7 P roricHoRB) TiE. FOLFIRI FE0H 72 59, 2 O &
LTV DB FIRIETH D mFOLFOX-6 FIEDH T CD T Ay v~ 7 ORAM K OB,
i L7z,

% Ib FHERARRER O JVBY BB Tk, AARANBTICENERAED T Ao r~T L
FOLFIRI JR{E# FHE G L, ZaM K OEAEMZFHE Lz, F72, HEHRIRENE (dose-
limiting toxicity : DLT) fHMiilZ LV, HARANBHFETOT LA~ THSREHEL MR LT

(728, JVBY RBRITHBRE LD 6 ple b e n, KIETIEENDO AL EE

274217 HITR L, FEMZRRGE 2 55 2.7.6 2 BHIZR L) o
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5 11 AHERARRER JVBF aBRIE, TR B 2 x4 BSC fF T C o4 4 3
L7-, JVBF#BrIZ, BARNBEZS A, 7> 8mgkg & 2 HMIC 1 B HEME S L7235
ThHhHZENnD, 5L LTHIEG - BEREZXISE Li-ghbe - 215, L - AE0EL R
(AR D AGRFIH— A KR A (LAT, AMGE) TRz < L7z, JVBF R BRTid,
g o 20 | . I Ay~ TRECTT TR RBEC AR THHAE O
BHRENENE N2 LX), M T —%F=%1 7 KE% (Independent Data
Monitoring Committee : IDMC) (Z & ¥ Child-Pugh 733 CEIEEN 7 L— R BIZEH T 5
BEOHMAANGIREEBE SN, £/, ZOEELRBEOZAI VT T, A—F4Y
U= T U R Aon=—iF, R/ EEZ 7 LNV~ T OEBREMERY A 712
EELTWD,

JVBF ROz 7 0 7 7 A i, FURBOBREREZ bz, FFEfEcEAL T,
IRFETIELNMALFEMETHY . HieeERIISE N o7, AETIX, JVBF
REBRDT LY N~ T THEATREFEEROT X DOH%EH 274216 IR L (£
DO LRV ITE 2.7.6.7 HE)

B, HRNEBENBEG I, BN - EMEEHEEZx 5L LTERL,
FOLFIRI 1% % FH L7225 I AH JVBB X OVES b #H JVBY #lBR 2 RFM & K & L7z,
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= 27411 ZEEFEMICAWNV-HERO—E

2.7.4  BRIRHL 2

R4

ZINE

Bt

X5

iz

AR

THA L

e v
BERE L

&575ik

MR RE
Biloik:

BB - ERMRRE 2R E LR, X

135 &3~ 7 & FOLFIRIEE O£ 538

RAISE [ B A [R] FEAMG |0 | Skt | EREREG - ERE | Z A YL~ T +FOLFIRI &IE : 24 2 1057 4
[4T-MC-JVBBa (RARZE | &k Fl., 77 | BE~DO _KIGE | 7L~ 8 mgkg % Day 1 I[ZEHRNE 5+ FOLFIRI | HA A : 136
(IMCL CP12-0920) | %») AR %f WA, 2@ 11 Bl
24 5 E CK MR ZHE | R RSN X
[E7e &) B, & |7 AXH ) 7 T7F | 77 B A+FOLFIRI & : FAUNTT+
(=19 YROTZ ALY 2 | TR (TAVAST 8mgkg (ZFHY T HE) % Day 1 | FOLFIRI &k
T URER OO | ICERRN B 5+ FOLFIRI L, 2 BRI 115 AL ;529 Bl
HAZ X5 —&kigikEH AN : 74 11
ST F D% IHEHE L | FOLFIRI ## 14
7o B AU 7 180 mg/m?2 % Day 1 (2RI $E5- 7T R+
AU F— h BT A 400 mg/m2 % Day 1 ICERIRPNEE S | FOLFIRI Rk
5-FU : 400 mg/m2 % Day 1 |2 2GRN B 5% . AR ¢ 528
2400 mg/m2 % Day 1~2 (2 46~48 W[l CTHRAGERIRAN | BAANSEM : 62 451
# 5
I4T-IE-JVBY HAR A | Tb | Zhakdt | BRERERS - BB | Z A3V~ 7+ FOLFIRL f&IE : HAN 6 1
(IMCL CP12-1029) &kt ., S | BE~O _WIEE | AN~ 8 mgkg % Day 1 [CH#HRN# 5+ FOLFIRI
N A, 2B 1E

KB NN X
7. AFYTIT
NG ANV Z | A I
UV SREAN OO B
B kB —kiBET
NIFE D% ITHEE L
- HARNEE

FOLFIRI %14

AV T H 180 mg/m2 % Day 1 ([ZH RN 5
LARARY F— kB A 200 mg/m?2 % Day 1 IZERIRN
B 5

5-FU : 400 mg/m2 % Day 1 \Z 2GRN B 5% .

2400 mg/m2 % Day 1~2 (T 46~48 IFf 21T CTHEiRe AR
# 5




LY3009806 2.7.4  FRRBYZE 2N
YA T LV MR G5 - B
‘rt R paE3 Y RN 5
R4 SNE X4 | M | TFAY BRRE LM BEHE Eil2LIE
I4T-IE-JVBH HFE A | BE |1 Zliak | i ERE NG - EE | 7 AL~ 7+ mFOLFOX-6 J&iEb . 48 151 (VREBRIE 2 1
(IMCL CP12-0709) | ~2A > E [, 5 | BE~O—KIGE | 7L~ 8 mg/kg % Day 1 IZERN 5 X3 _To
R + mFOLFOX-6 ik b, 2@MIZ 11E] HEBRFT)
RG RIRE RS
mFOLFOX-6 J%&{%
AU 7T F 2 85 mg/m2 & Day 1 I[ZERIRNFE 5
ARYF— BT A 400 mg/m2 % Day 1 IZERARN £ 5-
5-FU : 400 mg/m2 % Day 1 |22 RN B 5%
2400 mg/m2 % Day 1~2 T 46 FFEI 2T TR RN % 5-
14Y-IE-JCDB FE K| BB |1 Zlax | SSRGS - A | ARE - 153 {3
(IMCL CP20-0801) HE A, HE | BEHE~OKIEH | mFOLFOX-6 &k b, 2 B 1[H AFE 49 431
i, MR B 1 52 {3
F<1le %% . AU )T 71 | mFOLFOX-6 &% CHE: 5241

ET—RIGHFERIC
W LB

AU 7 TF 2 85 mg/m2 & Day 1 ([ZERIRN 5

AU F— KB/ v A e 400 mg/m2 % Day 1 IZEIRI$E
5.

5-FU : 400 mg/m2 % Day 1 |22 RN B 5% .

2400 mg/m2 % Day 1~2 T 46 B 2T CRIGE RN % 5

Bt :
F LN~ 8 mg/kg % Day 1 [IZE RN 5
+ mFOLFOX-6 %%, 2 B 115

CHE .
Icrucumab 15 mg/kg % Day 1 [ZFARN & 5-
+ mFOLFOX-6 &5, 2 @RI 1[5




LY3009806 2.7.4  FRRBYZE 2N
YA T LV MR G5 - B
‘rt R paE3 Y RN 5
R4 SNE X4 | M | TFAY BRRE LM BEHE Eil2LIE
I4T-IE-JVCB K %% |1 Zhiak | AT ENEE 5 1A 7 VL FOLFIRVEIED A2 G LTz, 82 A | W oiEinsg
(IMCL CP12-1033) HE F. 5 JNVERE, T L x T & Day LICEREG L, 7430~ | & LRI EREG S
R T HA%IZ FOLFIRUVEILE 285 Uiz, 7 A3~ T7 R | LB« 29 4
a3, B2V A 7 NVLBOREET — 2 255 27418 | DDI IR (58
289, 1 ROE 2 A
V) BFET LIHK
J h)V< 7+FOLFIRLEL : Br : 254 d
Z L)< 8 mg/kg % Day 1 [ZE RN $Y 5+ FOLFIRI
L, 2@ 1E
FOLFIRI J& 14
AV T H 180 mg/m?2 % Day 1 ([ZH RN 5
AU F— KB/ v A e 400 mg/m2 % Day 1 IZERIRI$E
5
5-FU : 400 mg/m2 % Day 1 |2 2R B 5% .
2400 mg/m2 % Day 1~2 (T 46~48 IFf 21T CTHEiRe AR
B
FAmfaRE B 2t & LRk
REACH ESS e % | | $higkdt | VI 7 =2=7CkD | T2 T+BSC: TREREE 2 1 [RIDL
I4T-IE-JVBF ¢ (HARZE | &8t [, 7F | —WRIBEZOATHI | T 530~ 8 mg/kg Z#IRAE S, 28R 1 H Be b S - g
(IMCL CP12-0919) | Z») AR | A F 55341 (T A
27 #E CK R, —&E 7Z AR+ BSC : V=T 277
[H7e &) B, & TR (FTLVNAYT 8mg/kg ITHYTIE) ZEIK |, V78R :
(=19 NS5, 2B/ 1[E 276 )

CP-B: 7741 (Z
LI IL=T 40
B, TR 37
1)
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Abbreviations: BSC = best supportive care; CP-B: Child-Pugh Class B; DDI = drug-drug interaction; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; mFOLFOX-6 =

modified FOLFOX-6 (folinic acid, 5-fluorouracil, oxaliplatin).

Note: 1V /T OREIT. A4V /T h  EEKfE LT 180 mgm2 & V-, HmUF— by v aDMEF, AYF— k& LT400mgm2 % Hi-,

VARV F— b Ao AOfEIE, VARA YU F— & LT200mg/m2 & Huviz,

Primary analysis database lock on or before - 2

mFOLFOX-6: A modified FOLFOX-6 schedule (with oxahplatm 85 mg/m?2 every 2 weeks) was used according to the European Union Summary of Product Characteristics.

AU F— NI AN AFTRARERSG A, LARK Y F— N D A 200 mg/m?2 24 L7z,

The safety population comprised all patients who received either ramucirumab or FOLFIRI; however, ramucirumab was not started until Cycle 2. Of the 29 patients who

received study treatment, 4 patients discontinued before Cycle 2; thus, 25 patients received ramucirumab.

e The evaluation of safety was conducted primarily in the population of patients with Child-Pugh Class A score, defined as the Safety population. Exploratory safety analyses
were conducted in the CP-B Safety population. Further details regarding study design and result for REACH are provided in CTD 2.7.6.7.

a6 o e
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YA T LSRR (R - EB)
274112 HREMNRESMEEE

FOLFIRI %1k & o ff ARE O ERRSLIR S5 111 MERARER (JVBB #R8%) . FOLFIRI XIX
mFOLFOX-6 ##ik & O Of R OIS 11 AHERRFER (JVCB, JVBH & JCDB i) |
AN DOMOFER JVBY TN IVBF iklR) OLEMRHE Tk, LUFIOR LI ikz £
LT, % OO AT NER % 2.7.4.1-2 17T,

HERG
JVBB, JVBH & U JVBF ik Cix, 1RBIER GRZICHTICRBUUTEN LA EFS
U TFTOLBYER LT,

- IR ORIEE G- B LR, Boféd5-4% 30 B £ TICRI L72FL (GBS ER
(2 & D IRBREE & ORIRBIR A2 B E SR - BB LA FFRITIREKG% 30
HE TIZIRE LR oT2)

- IRBREOYIERGANIHEL L, &5 AT G% 30 B £ TICEL L 7cFR
(RERFEGERNC K0 1R & ORIRBER A G E SRS L EHERAFFR
1T 5% 30 H £ TIZRE L 72> T72)

TRERH Y = Bl 3 & = 5 O BJiEE % National Cancer Institute (NCI) -A 3 43058 H
FEJH Y (Common Terminology Criteria for Adverse Events : CTCAE) (223 & /'L — K% 5
BB THIE L7z, 478 Ot L7= CTCAE @ Version (£, JVBB. JVCB, JCDB. JVBF
B TlX Version 4.0, JVBY 35 Tid Version 4.03, JVBH &5 Tid Version 3.0 ThH o7z,
HRBROIRBARFERE HELOFE 2.7.6 HTIE, MBRBE®REEFEREFDO CTCAE ©
Version T/ L7223, AL O 2.5 HIERIZH= D . JVBY BRI Version Z#t— L 727>
S727H3, JVBH #BRIL Version 4.0 (ZH— L7z, JRBREYERMIZZ L— FHEDIEZD, #
BRI (7 v ~T7 XIF7 7 'AR) | WOUTOF AL #3E  (FOLFIRI % 15 313
mFOLFOX-6 #%) & OREBEGREHE LT (FlBRORRIE L ORREBEFEOE T 2
U — AT 274121/ LTD)

TR S AN IS L2 IR BRI B2 O 72 ISR BUUTE L LI A F FR O WEMGE
. A—=TAVY— TR B 3=—F MedDRA Z I Ta—F 1 7 L, #E
K47$H (system organ class : SOC) M ONEEARFE (preferred term : PT) Z MW TEEEF L 7=,
KERBROBRBIEREELOE 276 HTIE, AFFLLA TBRBIEREEEREFO
MedDRA Version T/ L7278, ARIEJL U 2.5 HIERKICHTZ D | JVBY KT JVBF slBRLL
Hh%, —HT Version 17.0 IZ#t— L7z, JVBY #R TiZ MedDRA Version 13.1 %, JVBF
B2 ClX MedDRA Version 16.1 2 Hv 7=,

HEEG ORI 15

K common technical document (CTD) Trr L7=&ilBRpkiEIL. IR T IR &I
~ LT,

55 1 ARERIRARER T 5 JVBB R Tid, 1RBRER G - (ISR BUTE L LI A E
FROFEEMEZ NCI-CTCAE (2 XV FHl L721Eh, #AE GEMITE 2.74.12 21) 12
KD M, SETICE-T-AFEFS, HERAFFR, KEPTILICEST-AEFS GEM
3£ 27412 ) | RELFICETAFFER, FICERTRSAFER GEMITE
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P AT LY AR (R - B
27412 W) ZFG L7, EIEEBIFEML CIE, [A—#BREIC 2 L ER—OFESR (PT)
DB LG AL, EEEORLEWI L— ROAZHEE L7z, 7272 L, NCI-CTCAE
XIS T DA FEEGHFEN WAL, TRBRE Y EMAEEERNNC 2 U, 8 0
AR #BR JVBH, JCDB & OV JVCB B, I ONCH Ib FHEGARRER IVBY R COHEHL
¥, JVBB ik & [F]— D 5k CHAT L 7=,

ARE TR L7258 11 MEEAKFER (JVBH, JCDB KUY JVCB k) OREEIZ W TIE,
1 %2 OIEBRIBIE M E FH TR LToBE TR < Biiclfied T — &~ — 2 & F CRgiT
L7z, ET—ZX—ATlE, AHRO X 512 MedDRA @ Version % 17.0 [Z#— L 7=,

B RAR A M OV Ot 0> 22 4 1 A 2 H

JVBB J OF JICDB &R Cld, BRI, AP, /A Zut A o0 BEPRET R, IS
DEREZFE L7, JVBF BRIz hicimz, D= a—oRaar i b i L7,
JVBH & OV JVCB §tBk, 1 ONZ JVBY iR Tl BRRMREM. APi, A XA U525
TR R 2 R L=, ZOfh, JVBY #BRTiX, DLT %, % 1 %A Z/L® Dayl »»
B3 A 7LD Day 1 £C (DLT &) FEAMH L 7=,

TR Y R R R T A A EFS L LTHRE LT, A 281 v BPR
AT L% OV R Of B & B4 &Il L 72356 6 L TR Y R AT X ER AR B A S 5 & (AR
WAEFERLELTHE LT, T0HE, AFFRL LT NCICTCAE (L5 7 L—F
(FREERFEAM) . BRI (T3~ 7 UT7 T 1R) | WO O AL 2 EIE
(FOLFIRI %75 X1 mFOLFOX-6 #{%) & ORFEBIFR bFF L7z, 7272 L. NCI-CTCAE
(XIS T D HEERRWGEEITIX, 7 L— RBNC B L2 o T,

Flo. A —TAVY— TR o N_"=—F, EFLOGFME TR, CTC-AE
IZXDEIEE D 7 L— RBNCAFHIE B O RE M2 EGH L EHIFTIEOFEMIL, &6
BRstE e ESR)
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P A T LV EREEER (B - EE)

K 27412 EDHOREMFTHEEN—E

o

FEIRAC R O RGN, B 5 ERHGEXILPT THESNL Z &I
V. BEEFEROBEORM AL FFERARE L LRy, 07
W, LTFOFEZRDOL, MEaiEZHAOVTH—OFERES L RIS

Lto
M8, &L, JE9. mEVUILEVMAE, mAAS T AMAE, &h
J?Amf\%vf*v?AmE\%%hU?Amﬁ\%UV@
WMAE, K7 V7 2 e, KA vy T AMUE, (K0 Y 7 A
JE, K~ 7 3 v AMAE, (K F U T AfmE, KY CERmAE, %
PAZE, BIMERBUE, DIFESE, = o —wa XF— e
JE. 2. BARL, M/NORAE, SRS

BIAFTEIT aihéPT*w%§2ﬁﬂl(Hﬁ)_$LRO%HW

g sER (JVBH, JCDB K (NJVCBiBR) TlE. JVBB B & [d—o
PT —HE& & H L7,

=111

L, EERA %E\E%ﬁﬁ$$%@ﬁ#\?Avwvfmﬁﬁﬁéﬂ%%ﬁ&
EELROZD | DEEOFRERFET D20, Kl T _XEHLNRD b=
OEELAE | ZHERL, HHRENE L, IO TREFROLEE T, KR
=G %Tﬁmtt(%%%@%ﬁ%é%%>
HEFERIZL D IRREDOEE 2 Ik LR
UUFOREFRGONTINZREL LT ERE « al M B NE
JEMERE, L, LB ZEIL, mietEs N EiE, 7 L— K48k
O H 1fn &5
IFOBEMEIC L0 ikBra ik L7-gibreE - BERRE. TRBRHY =
fl oYW, W O, T2 OB )
(A —FA VY — TR o _=—DWNz k0% F ik
L7-#8rE (JVBBiBRD ) |
B, EERATHEG, FICHERTREAEFR, i &A%
FHRIZEYE LW OO, JBREOKRGFILICESTAFEFSR, A
Bi, MAMERMUNIEREZ B AERFRE U CARHECTHM L, £
7o, HBEAEWE (GREEH, WEUIARIR) ICE-s=aEFR, 2o
WThH, RETIXEERAFFRE LCGGHEA L,

R, BB EFIEICHOWTIE, UTFTDO XD ICEE LT,

WL DIRERIE D B Hp I
JVBB iklg : sBREAM I RAE L2, WP 0iBBRIE (T4
)~ 7177 R X% FOLFIRIEE) @ 5 H—AILL Eofe Gk
(FRBAH LR ZBR<)
JVBB R ER LIS D 5580k - SR A Ic A Lz, —HILL Eotg
BRI (T L3N~ T /7T RAR, ROYUIHHEE) ofb ik
(FRERH IEREZ FTe)

AR IR
JVBBRERZ G 6 3ABR . X COIBBRIEK (T N~T /17T
REOPFHEE) X3 HEOIRRE (T 23~ 7 /77 'R
B oGk

FRIZIEH T & | &N %A 7 (vascular endothelial growth factor : VEGF) Zifn.
AEFS BN EEESAR 752 28 (vascular endothelial growth factor receptor :
VEGFR) 2 %414 2 A58 A4 2 B 4 2 AN B9 % Al RErE DS &
V. 7L~ T7 OIFRFRBER ST 5 BIRRER T b
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2.74 [RRAZE2NE

YA T PR G - B

FHRE T LUV T TCHERITREFERRE L, 7537 T
FHITREEFEFLCTH S, infusion-related reaction (IRR) FHEH
G, miERESES, EAREEFES, BRiieIEeBRdFg, &
AR AegERR B g 5 M B4, L E LB E RS, o o1l
POARERE RS AlETRRES, B, IFAe  IFEE, ik
% EVE I E e 2 B L 72,

ZOMITERTREFEFS L LT, BEMMERBIZOWT b
L7, MVEMEMRER, EMEBErT N ®H . BARTIEES
[H & bl U CRBIUBE L\ & ST 5 (Cohen et al. 2003) , &
DI, T AV T THEHTREGEFRTIL WD, [FEMEM
PRIBIZOWT ORI L7z, F72, BEMMEBOENESNIZ W T
3. e iz 2o s I -
L EBEHEORE R & & b, RAMICHEE L7,

FICER T REAEFLLTMT 5720, EMT —4 . MedDRA £
#fRFRC (standard MedDRA queries : SMQ) & O OB H & 5 PT
IZ R VR L7e i RIC S & £55:D Pooled AE term  (EfIRAYIZ Y
HOHLEBDOPTZHLNEOHEL, £EOT—DIC L-HEE
ZREE LTz,

4 Pooled AE term [T 75 8 % PTIRIRIFICSE & L2 SMQ & FRITR

T
RRCEE TREFEFS THME | %& Pooled AE term & (ZE 9 5
L 724 Pooled AE term £ PT &REFIZEE L L7 SMQ
B MAR ZERR B 5 . PRI | JEkeds K ONMIAR, HEILPE LR R
e e e B 5
H 1. B e S 5 Hiifi
9 o M LA B F e TN
AL (JHEE) AL D ZRAL
THLE LB g (FREEAL AL D ZRAL
A1)
T 15t ifn BE s WAL E O H i
e I B 5 & I
A4/ R E JIT R
B PR B A SR AL
[P A £ DT

FRICER T REFEFEL DO Pooled AE term 125G £ 5 PT —'E %
JVBB iBRIGBRIATE RS E (55 5.3.5.1.118) @ Table JVBB.14.3.42 |C
w U (MEMEMREZRS) o 5 LKA (VBH, JCDB K&
WNIVCB #k) Tix, JVBBRER & [A—D PT —E A2 H L7z, 72

$5. JVBB iR TRl U 7= EIE M B DX, Pooled AE term (25,
FNDPT —E&#£27472 ((f8%) (TR LT=,

JVBE #BR TEHi L 7245 Pooled AE term |23 £ %5 PT —% |3 JVBF i
BRIGERIBFE IS £ (45 5.3.5.421H) O Table JVBF.14.4.46 |27k L7z,

TREREE & DK F
BffEGETE
ROVEERS
(TRBRAH Y = Hifi
HIHZ IS <)

BRI L ORI REBERZRETCERWVWAEFESRER BIIX, 74630~
7L ORRREARZSE TERWAEESFS) 1. InBRHE S ERMNEER
B (BlX, Foavu~T) EoREERE, D Y TBEN)
HDHMH LIV (possibly related) | ECHIBr L7 FEFRSRE LT,
T LU N=T EDORREBREGE TCERWVAFHES, I EFIRE
& DRRERZ BE TEROVAERR K ONNT ORI L DK

11
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2.7.4  ERIRAZLE A

YA T PR G - B

REBZREZLRECERWAFEFREZEG Lo, 1BRIE L OREBEFRO
FHmAS RN BRI, TR TORBRIE S ORRERE BETERWA
EEG L UTHER L,
RERIE L ORIRBROE DT Y —1F, &R, LTD LB ER
L7z,
JVBB R : JRERIE G ERNANTRERHE & OKIRBIFR A TREZ L
(possibly related : no) | . [Bh#ENHLH0H LiLZevy (possibly
related : yes) | OWTHNTIAIL, TBHDRH 57000 LIV
W ENTEAEFESRE, BRELE OREEFRESECERWEFE
FRE UTHERH LT,
JVCB 5Bk : {RBRH Y ERINREREE & ORREIRZ B2 L (not
related) | . T[PEE#AHA (doesnotknow) | . TEHHEZRHLHH Liv
720N (possibly related) | XiE (3% 5 <BEH#EH YD (probably
related) | O 4BFETRHMm L., TBIEARR) | TB#ELRHL0H L
] T TBZELLEEHY | LRI AEER Y, HRIEK
EDORRBARESGECERVWAEEFERFRZE LTEE L,
JVBH 58 : 1G5 RIS REREE & ORI REfR 2 TR L
(unrelated) | . [3% 5 <E9#72 L (unlikely related) | . [BH:#
NHDHE LIvZey (possibly related) | . [BZOLEEHEDH D
(probably related) | Xix [BHSNZEIEHEH Y (definitely related) |
OS5 ERECEHME L, TBIEAH 5000 Lite) | T2 5 < B
BV XL THONCEELH Y | Ll SN EFRSEZ ., BRI
EDORRBARESGECERVWAEEFERFRZE L TER L,
JCDB &k : JRBRE Y EAT 2N RERIE & ORISR Z TBIE L
(unrelated) | . TBZ5EHHEZR L (notlikely) | . [BHE#ENH S
MH LIV (possible) | . TBZHBEE®H Y (probable) | XX
TBH 5B E & Y (definite/certain) | D 5 BefECRMM L. TEHE
DhoH0b Lt | TBELEEHD | T T 6 EhE
b LYrSanTcAEFREY, RREE ORRBERE R ETER
WEEFSRLE U CHER L,
JVBY fER : IRERH N RIS REREE & ORI REMR 2 TR L
(unrelated) | . [BS#ARB] (doesnotknow) | . [BI#HH 500
L7\ (possibly related) | . [3% 5 <BH#H Y (probably
related) | X% IS CEHH#ESH U (definitely related) | DOVNF AU
TR L, TBERH L0 Ltz . [BZELLEEHY | X
T THLCEED D | CHr s AERTL 2, BRI L ORE
IRz B E CEX R WAERG L UCTHER Lz, 1RERIE L oK R
DT SN2 o Tt AEFEGIL, KEABBREGE TCERVWAESRES
& UTHR LT,
JVBF #lk : VR Y AT RERIE & ORISR L TR L
(unrelated) | . TBZ5EHHEZR L (notlikely) | . [Bh#ENH S
ME LiLZeuy (possible) | . [38ZF6<EHHESH Y (probable) | Xi%
T & 2N E & VU (definite/certain) | DWW T ATl L,  TES
HRHDPS LR . TBELLEEHY | UL THLZHE
HWHY | LI SNTAERELRLY, BRIEEORRAERLAETE
IRWHERG L UCHER L,

BIWER ({24
Wriz -5 <)

AHFETIL, EIZIVBBREROT — 4 & v, B - B
A IZH 1T D FOLFIRLEE & OOFH#EGRED T A v~ 7 OEIWEH
(BT ES<) ZRE LT, £z, eI HWZZD
o [LE o7 — 2 ~—=u v 7 Ao |0 e o

Th 55 I (JVCB, JVBH X O JCDB i) |, WONTZE Ib 4
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(JVBY #B8) FapRatBr (F2.74.1-1) ] bAEEICEMA L, BEE %
MO R AR E LT,

BIWEH (WIS BEDFIEEL
FIZIVBBRBROT — & 2\, LT D 2 SOFEEE W THERS
TR AT == T LT,
- T AV TEETORBEIE N 10%LL LT, WO T EREETD
FHLEIG UL
T LI TRECTORBEEN 1~10% T, »O7 7 BREETO
FHEGD 250 . 20T L~ TEETOIRBFIED 4 5L
+
Wi, AT V== FFESNTEAEFRIZONWT TR
AW CORRENIG L OEEE | | [EWPz4eE) |
MEERMEEME ) | MhomE AR ER UIRE-RT ) 7 u—F
NHUR & OBEEN OB ] 2 EBED 5 2. B KR OEZAS IS
HESx 1) FELLT ALY T EORERER, 2) KFELROEK
HEEENE K ONEFERZHE LT,

ZOXEIIT, INFETICE LT L~ 7 OB ERER I
Z. T b~ & FOLFIRLEE & OOF &38R O ik 2 o6/
WZERE LTz GRS 2.7.42.1.8 THSMR) |

27412 £ERMTRERR
274121 FOLFIRI &z L DO BRABOEMEERESE Il FHERRSER (JVBB HER)
2741211  E£RHOTREBHEKRE JVvBBRER)

JVBB R CHE/EZ BT S AL 1072 810D 5 6 1057 B (98.6%) (ZIRBRIEAS 1 [A]
UL bEBE SN (T 530~ 78 528/536 l, 77 & REE 529/536 %, LA FIEIIE)

15 i1 (1.4%)  [8 f5l (1.5%) . 7 B (1.3%) 1 IZMEAELEIT S 7o TRBREIE D 5 S
T, oML, FERME Q1 #F, o f) | FEREOHEIZ I DT (0 Fl. 161 |
TRERAE Y AT O (0 B, 2 ) | MAANEEICESET (6 #l. 3 F) | FEED
HIEE (0 f, 1 @) ROWEERE O (1 6, 0 i) Thote, 77 BREFHCEIELTIMS
Stz 1 BNE, PRGNS T 7R Tide Z AV~ T REE IR0,
LRV R GERITIL T AV L~ TRICED bz, Lied> T, JVBB RO % 4
PEREAT R RAE R, T AV~ TRED 52965, 77 B ARRED 528 il & 72 o 7= (JVBB #BR
TRERFFE 5 55 Section 10.1, 45 5.3.5.1.1 1)

T—X Ty bAT7H Q0144 7 H 17 H) OREET, 33 41 [17 ] (3.2%) . 16
(3.0%) 1 BEeHZHkEE L T2 (VBB RBRIRERIRFE S Table 10.1.1, 25 53.5.1.1
H) , WEBRE D% [338 5] (63.1%) . 417 ] (77.8%) 1 IZEREBOHEED - HRER
L L7z, AEFGOORBRA P IE LTogRE LT L2 < 78T 59 6 (11.0%)
T RARBET 2361 (43%) Th-oTo,

B IEOFH & LT i SN AFFGIL, JHIC, mWaEE aEE) (8
Bl (1.5%) . 0 @] | 95 (FEAes)  [4 61 (0.7%) . 2 1 (04%) 1 | GF ek e
(FeAeE) 46 (07%) . 161 (02%) 1 . KRIBZREL [4 61 (0.7%) . 0 fl] . AR
[3 %1 (0.6%) . 0 f] | WfiZEteiE [3 1 (0.6%) . 0 Bl . T [1 61 (02%) . 2 %l
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FA T LY RIHEEIR (R - ERE)

(0.4%) 1 KOWEMMESE (16 (02%) . 26 (04%) ] TH-olz (JVBB RERIGER
FEH S Table 14.1.4, %5 53.5.1.118)

BB OHINIZ L 0 5B 2 T L 7o OBIG 1T, 7 LA~ TRETT T AR
R_TE o7z [49 B (9.1%) . 26 B (4.9%) | . FIEZRHE LA L. T L
N~ TEET 8B (1.5%) . 77 BARFET 441 (0.7%) Th ol JEGIHREE T, #5R
F OH _;Dﬁﬁ%ﬁtbk%%ﬁ\Xiﬂa%ﬁ@bkﬁ%% ZRET D EEME A
WL o Tz, RBRA IR LEBRE OFRISITIE, BEHHTENRD N, 20
&5ﬁ%%k&5$¢%@%47»?%kﬁ%ﬁbkﬁ%$%@%é\Xi&ﬁﬁ%%
& Eastern Cooperative Oncology Group (ECOG) performance status (PS) D<N—Z 7 A
2B DFEAL & OBEME 2 BINARNTIC LV Al L7228, Wb BEE TR S ki o T,
AR 2 UL U 7o TRl D R B 2O 6 03 e BT FFE TE o T,

JVBB B ORI DOMBEFE NN A R 27413 (T N~T /7 T7%R) ROFE
2.74.1-4 (5-FU KDALY /T H) ITRT,

T LN~ T /7T R, KO FOLFIRL JRIEO G HIH] (G RE) IR EiXmi 5
FECHEkCTH -7z (204 (9.0[E]) | 1830 (8.0[=) ] (F2.74.13) .

T LN~ T ST T EIRD relative dose intensity FRAEIL, T AT~ THET 88.2%.
7T ERFETI38% Th o7, 5-FU KA U /T F1 D relative dose intensity H HRAE
T AUV TRECT T B ARBIC AR TR o7 (5-FU : 70.8%. 82.4%., AV /T :
77.0%. 85.9%) . Z D Z L%, FOLFIRI FIEDIEA| 2 #5488 (FGEH], JE X3k
) LIEHBRE OEIGN, TLAUVN~THTT 7RI TEP -2 L Z2RB L
Tz,

T LN~ T ORFERGEPIER U Y T 577 B AROHIE o Rk G &
PRI SR TR TH > 72 (65.18 mgkg, 64.00 mgkg) (F 2.74.1-3) , £z,
AV T ArORBEEEPREL ., KEHEH THERTH > 72 (1239.2 mg/m?2,
1253.9 mg/m2) , 5-FU O RFEHE G EPRMEIX. 7 L b~ T8 (178363 mgm2) T 7
BAREE (19360.9 mg/m2) (AT -T2,
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LY3009806
YA T LY SRR (R - ERE)

K 27413 AREOBHBRR (SLVILIT / T31K)
) (JvBB &)

2.74 [RRAZE2NE

(ZEMBTAREH : £5%

Ramucirumab + FOLFIRI Placebo + FOLFIRI

Parameter N =529 N =528
Duration of Treatment (weeks)

Mean (SD) 25.9 (21.9) 23.0 (19.1)

Median 20.4 18.3

Range 2-167 2-112
Infusions Received

Mean (SD) 11.1(9.7) 10.4 (8.7)

Median 9.0 8.0

Range 1-69 1-48

Ramucirumab Placebo

Duration of Treatment (weeks)

Mean (SD) 24.9 (21.7) 22.4 (19.1)

Median 19.0 18.0

Range 2-167 2-112
Infusions Received

Mean (SD) 10.7 (9.5) 10.2 (8.7)

Median 8.0 8.0

Range 1-68 1-48
Cumulative Dose (mg/kg)2

Mean (SD) 84.51 (75.24) 80.73 (68.7)

Median 65.18 64.00

Range 3.8-514.7 7.9-384.7
Dose Intensity (weekly) (mg/kg/week)b

Mean (SD) 3.4 (0.55) 3.7(0.41)

Median 3.5 3.8

Range 1.5-4.3 1.4-43
Relative Dose Intensity (%)

Mean (SD) 86.0 (13.65) 91.2 (10.14)

Median 88.2 93.8

Range 37.3-108.3 35.6-107.2

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; N = total population size; SD =

standard deviation.

a Placebo was administered at a volume equivalent to a dose of 8 mg/kg on Day 1 of every 2-week

cycle.

b Weekly Dose Intensity is calculated as cumulative dose/component-specific duration of treatment in
weeks, where component-specific duration = (date of last dose prior to discontinuing the component

- date of first dose of the component + 14)/7.

Note: Dose intensity and cumulative dose calculations for ramucirumab are based on mg/kg/week
dosing guidelines. Dose intensity and cumulative dose calculations for placebo are based on the

volume of placebo administered.
Sources: s106expn.rl, s106exp.rl, s106dint.r1.
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LY3009806 2.7.4 RN ZEME
P A T LV EREEER (B - EE)

R27TAV-ABBREOBRBRRE G-FURTA Y/ THY) (R2UBHINEEH: &%
) (JvBB &)

Parameter 5-Fluorouracil 5-Fluorouracil Irinotecan Irinotecan
(RAM Arm) (Placebo Arm) (RAM Arm) (Placebo Arm)
Duration of Treatment (weeks)
Number of patients 529 528 529 528
Mean (SD) 24.8 (21.0) 22.6 (18.8) 24.8 (21.5) 22.2 (18.8)
Median 19.3 18.3 19.1 18.0
Range 2-167 2-112 2-167 2-112
Infusions Received
Mean (SD) 10.1 (8.9) 9.9 (8.95) 10.2 (9.2) 9.9 (8.6)
Median 8.0 8.0 8.0 8.0
Range 1-67 1-48 1-68 1-48
Cumulative Dose (mg/m?2)
Mean (SD) 23016.5 24543.9 1609.4 (1456.6) 1631.5 (1398.3)
(19592.6) (20692.2)
Median 17836.3 19360.9 1239.2 1253.9
Range 1718.4- 2171.6- 150.9-11249.5 139.6-8310.4
128909.3 129172.2
Dose Intensity (weekly) (mg/m2/week)a
Mean (SD) 977.2 (257.8) 1106.3 (218.7) 68.0 (16.7) 74.8 (13.4)
Median 991.6 1153.3 69.3 773
Range 171.1-1552.7 455.4-1481.0 3.3-114.1 22.3-95.9
Relative Dose Intensity (%)
Mean (SD) 69.8 (18.4) 79.02 (15.6) 75.5 (18.5) 83.1 (14.9)
Median 70.8 82.4 77.0 85.9
Range 12.2-110.9 32.5-105.8 3.6-126.7 24.8-106.5

Abbreviations: RAM = ramucirumab; SD = standard deviation.

a Weekly Dose Intensity is calculated as cumulative dose/component-specific duration of treatment in
weeks, where component-specific duration = (date of last dose prior to discontinuing the component
- date of first dose of the component + 14)/7.

Note: Information on folinic acid is provided in the RAISE CSR Section 14, Table JVBB.14.3.2 and

Table JVBB.14.3.3.

Sources: s106exp.rl, s106dint.r1.

2741212 $HREZEE (EEEH. BEXTKRE) UVBBHER)

JVBB iR OWRBR EMGHHE TIL, AFFRICLD T LIV~ T /7T 8HR LV
FOLFIRI J&iE D£8R (B GIEH], P& UIRIR) SBLE Sh T, 5-FU X3 A Y
TR DG AEH UT2YE . FOLFIRI FEDMOIEA O G HIEM 52 L & L,
72720, RUF— b O T NI E LW & E LT, 5-FU XU3A Y /7 &R
L7286, TRBRFE Y EM M| © FOLFIRI $&iE DO RA| ZHks T2 52 L & LT,
FOLFIRI #{E & ORRBARZ G E TCE VWA FRS (QRBREY EAMEWEICE-S<) 1Tk
Y FOLFIRI JIEDFEH iz 5 W (RGIEY], BESUIKRE) L7egEe, 7400~ 7
DG Zfkf TE 5 2 L& Lz (JVBB BRIGERE MG HZE Section 9.5.2, # 5.3.5.1.1
IH) .

T AV~ T ORHER I M E G NS IR WE R S L— R 3 RO 4 OFERRIC
ﬁbf%%?%é:&kbkoMgiﬁlﬁﬁ¢&%ﬁi$%kLT%EV%%%%&
OFEARBEFERP B LG AICE T 5 Z & & Lo, IRR BIEESNREL L 728
m\&ﬁﬁﬁ%ﬁTéﬁézk&Lko&ﬁ%%@ﬁﬂ%ﬂmBﬁﬁﬁ%%MﬁE%
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LY3009806 274 BRIRAYZ A
YA T DT (05 « )

(%5 5.3.5.1.1 I) @ Section 9.5.1.1 (Z"7, T LI N~T /7T vREDRREBERELE
TERVWAEFERL (GRS EMEENICESL) XV TAVA~T /T TR EEE
R (G, R SUIAREE) L7e8%E . FOLFIRI JRIEOE Gk cx b2 L L L
72o  (JVBB sBRVGER Eh 1 H = Section 9.5.2, #5 5.3.5.1.1 1)

JVBB iR DIRBRIE D 528 AR DL 2 R 2.7.4.1-5 1R T,

WD OIBRBRIE 2 BT LI BRE OBIGIE, 7 A3~ T HTT 7B RERICH
NTEL (82.8%. 74.8%) | 3 HHOKRGEHEONTNTE 7 LV THTT 7R
FICHA_TED2 o [(BEIEH (775%. 66.1%) . & (588%. 40.7%) . 1K3E
(35.5%. 24.2%) ] (F&2.74.1-5) .

TUINIT ST TR GER LIERE ORI, 7LV THETT 7R
FRICHAR TR o7z (75.0%, 65.0%) . 7o, FLAINAN~T /T IT8ROBREELDSL
<IEFHGIEHTH -7 (F2.74.1-5) ,

5-FU KOA U ) T o e 5EE LB OFIG1E. 7 L5V~ THETT 7 AR
IZHARTEo7z (5-FU : 81.7%. 73.3%. AU /T 7 :802%, 72.3%) . Z DML,
5FU KO U 7 ORI T, 3 EOEGEEEONT A THLHRD b (£
2.7.4.1-5) ,

BEGAEROHMIL, AFFZLOZREE WIAITKRA, EH EOBE) RETH-
7= (JVBB RBRTABRMAIGH A #E Table IVBB.14.3.4, & 53.5.1.1 IH) , {GBEICH0b 5
T BELOMKREIIEEFEFRBRI LI SA IO HRE LTz,
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LY3009806 274 FRRHZ: 4N
P A T LV EREEER (B - EE)

K 27415 BREOKRELEERR (REMBANRER : £%H) VBBHER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI

N =529 N =528

n (%) n (%)

Dose modifications of any study druga 438 (82.8) 395 (74.8)
Patients with dose delay 410 (77.5) 349 (66.1)
Patients with dose reductions 311 (58.8) 215 (40.7)
Patients with dose omissions 188 (35.5) 128 (24.2)
Dose modifications of ramucirumab/placebo 397 (75.0) 343 (65.0)
Patients with dose delay 389 (73.5) 331 (62.7)
Scheduling conflict 178 (33.6) 174 (33.0)
Due to any AE 331 (62.6) 244 (46.2)

Patients with dose reductions due to AE 42 (7.9) 19 (3.6)

Patients with dose omissions due to AE 44 (8.3) 30 (5.7)
Dose modifications of 5-fluorouracil 432 (81.7) 387 (73.3)
Patients with dose delay 406 (76.7) 342 (64.8)
Scheduling conflict 163 (30.8) 160 (30.3)
Due to any AE 367 (69.4) 273 (51.7)
Patients with dose reductions due to AE 304 (57.5) 207 (39.2)
Patients with dose omissions due to AE 164 (31.0) 103 (19.5)
Dose modifications of irinotecan 424 (80.2) 382 (72.3)
Patients with dose delay 403 (76.2) 339 (64.2)
Scheduling conflict 162 (30.6) 159 (30.1)
Due to any AE 362 (68.4) 269 (50.9)
Patients with dose reductions due to AE 271 (51.2) 174 (33.0)
Patients with dose omissions due to AE 112 (21.2) 78 (14.8)

Abbreviations: AE = adverse event; CSR = clinical study report; FOLFIRI = irinotecan, folinic acid,
and 5-fluorouracil; N = total population size; n = number of patients; TEAE = treatment-emergent
adverse event.

A patient is counted only once within each row for each type of dose modification. Dose delays were
permitted for scheduling conflicts and AEs. Dose reductions and omissions were only permitted due to
AEs.

a Discontinuations due to TEAESs is presented in Section 2.7.4.2.1.5.1.

Note: Dose modifications of folinic acid are presented in the RAISE CSR, Section 14.

Sources: s106exp.r1, sl106rda.rl,s106expn.rl.

274122 FOLFIRI X[& mFOLFOX-6 #&i% & DA FARF DS || FBERREER (JVCB.
JVBH & Uf JCDB iXE&)
2.74.1.221 ERMTBRERR
JVCB. JVBH KT JCDB #EROBRE IR Z L 2.741-6 (T LT~ T) KUE
2.7.4.1-7 (FOLFIRI X% mFOLFOX-6 &%) (27,

(1) JVCB &

JVCB BRI, MBS, Sfiskdtlal, FEEM. 5 0 KRR TH . AU F—FF
Ny LN 5-FU 3 ¢e FOLFIRL BE T, 7 L3N~ T ORERA Y T kY
Z DR SN-38 DIEMBREICKIFTHELFTM L, & 1 12701 2 HE) o
Day 1 {2 FOLFIRIEIED B & ta L, 5 2 %A 7 VBB (194 7V 23R) 127 Ay
JL~ 7 & FOLFIRIFRIED O 5% Bt L7z,
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LY3009806 274 BRIRAYZ A
FA T LY RIHEEIR (R - ERE)
T LY TNEETA 70 2 R]) @ Day 1 12 60 50 TEIRNIEES- L, 2D
#% FOLFIRI JEiE % RN G- L=, 5 1 %4 7L (FOLFIRUIEIED A) KOS 2 A
7 v (7 L3v=7 & FOLFIRL ik & OOFMEE) oM a5 T Lichais, Y
HAFH (drug-drug interaction : DDI) sHli#IE 256 T L7z LI L7z, & 3 %1 7 LU
BEIZIZ, 7 AL~ T & FOLFIRLEVE & OOF & G- &Mk L=,
JVCB iR (ZRMEfT R RAER] 25 ) CToOFERFBRP OB, FEEDOH
B9 B 36.0%) THY ., RONTHEFRER (1 1. 40%) . [BEREGEMOFEE (1
B, 4.0%) MOWEREOELE (16], 4.0%) ThHholz,
25 FllZ T L v~ 7 & FOLFIRI f?&g%ﬁﬁﬁ?&ﬁ L7z, 7LV~ & FOLFIRI &
5 & OPFRE G ORI T IEIL 14.0 8 (FEPH : 2.0~27.1 ) Tholz, T
~ 7 ® relative dose intensity @ HHAEIT 95.2% (E-EB 1 54.6~108.1%) Th o7l (F
2.7.4.1-6) ,

(2) JVBH B

JVBH aRI3goh, Shisgdtm, EEM. & 1 HERKRBR CTH O | BN - 5
G BB & )Rz, — kTG & L C mFOLFOX-6 #IEDOUH FCTT7 AV~ T DEAE
MR OEIEEFTFM L7, 7253 ~7 (8 mgkg) KUY mFOLFOX-6 #ik (A %4V
7IF v 85mg/m2, AR Y F— kA7 A 400 mg/m2, 5-FU 400 mg/m?2 ZUEFHR %
5} OF 5-FU 2400 mg/m?2 FifeilRN 5 4 2 @RI 1 ARG Ui,

JVBH & (LTI RER @ 48 ) CToTREPIEoBEb X, JFEEDOH
B GEREREET) (B2 i, 66.7%) THH, WNTHEFESL (7 1, 14.6%) . IR
R ERIOHIWT (1 #], 4.0%) ROHEBREOEE 4 #1, 83%) KUZEOMOFH

(3#l, 63%) ThH-olz,

48 BN T LN~ T HEE SN, T30~ 7 O¥EHE P EIT 341 B (&
:2.0~104.9 ) THh-otz, 5-FU KUK Y F— My o AoEG WM fmi: %
AL 349 8 (P @ 2.0~105.1 1) KO 34.1 @ (HiPH : 2.0~104.9 ) Tho7o,
FXH Y T TF OB G R 28.6 8 (FPH : 2.0~79.9 ) THo7z,

(3) JCDB &k

JCDB BRI, ¥psh, ZHisxdtF, IEEMR. BIERk, & 0 MHERRBRCTHY . 1
U 7w E— RIS U T MR IS - B R 2RI IKIBHR
E LTI LY b~7 X% icrucumab (IMC-18F1 ; LY3012212) OfFf. & L <IEIEHE
T T mFOLFOX-6 #1450 22 4 K OVE M4 3 L 72,

YRR OB GREA LU TR T,

e A #f: mFOLFOX-6 %k (A%HVT7T7F 2 8mgm2, FUFT—hrhLii
400 mg/m2, 5-FU 400 mg/m2 2l RN G-, 5-FU 2400 mg/m2 FrfeifikN& 5) %
2E M 1 B (LT mFOL6 &)

e B#E: 7L/~ 8mgkg & mFOLFOX-6 #ik% 2 @MIZ 1 |5 (LLF
Ram+mFOLG6 #¥)
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LY3009806 2.7.4 RN ZEME
P A T LV EREEER (B - EE)

C#% : icrucumab 15 mg/kg & mFOLFOX-6 %&£ % 2 B 1 Al E (BLF Ier+mFOL6

i)

mFOL6 #£ &% U8 Ram+mFOL6 REDLRMET — ¥ DA% 2.7.4 THIZ/R L, lertmFOL6
B2 LT R COLLHRHOREMORFIT JCDB HBiEERfEHRSE E (5 53.54.1 1H)
R LTe,

JCDB B CoO LB (OB X, G LG Sz 101 #id, Eig2
PRS- HEST (progressive disease : PD) 2% 58 il [57.4% (Ram+mFOL6 #f 29 WI\
mFOL6 #£ 29 #i) 1 . (Hi{EZWr T PD NHER T 2V JFIRBOBEN 12 4]
[11.9% (Ram+mFOL6 &t 9 fil., mFOL6 £t 3 #1) ] . HEHFLN 7l [6.9%

(Ram+mFOL6 &% 6 ], mFOL6RE 1 #) 1 Th -7z,

Ram+mFOL6 F£ClE, 7 L3/~ 7 OFG WM Il 16.0 8 (&P : 2.0~69.6 1)
T o 72, mFOL6 BETIX, mFOLFOX-6 Ji:45FA 0> 4 541 ] v i i-’rﬁ 158 [
HUTTF 150 ( :2.0~42.03) | ﬂ‘\UT—I\iJ/I/“/WA/l/H“\ﬂ‘\)ﬂ‘—I\
Ay 150 1 (G 0 2.0~62.7 ) | 5-FU 15.7 1 (P : 2.3~63.0 ) ] TH
ST,

RamtmFOL6 #ETlE, 7 AT/~ 7 DR GETREIT 50.6 mgkg (i : 8.0~
195.5 mg/kg) TdH Y. mFOLFOX-6 WIEAFH O REK G- &P RE XV 77 F
¥ 5727 mgm2, KUY F— BN T LS VREKRY F— N BT A 30111 mg/m2, 5-
FU 19629.7 mg/m2) (¥ mFOL6 #f (AFH V77 F > 5224 mgm2, KU F— b
UL VRAY = Ry A 27973 mgm2, 5-FU 17164.8 mgm2) L [AEETH >
776

Ram+mFOL6 #ETlE, 7 LI /L~ 7 @ relative dose intensity 1 HfEIL 91.8% TH U |
mFOLFOX-6 #5445 relative dose intensity T HE (A ¥V 75 F L 81.4%, 7~
UF— R IS A S LRKRYF— A7 902%. 5-FU 83.9%) |£ mFOL6 #f

(AXHVTTF 84.9%, KU FT—h IV UL/ VRKRIF— "I T A
93.0%. 5-FU 84.4%) LI[AtkTH 7=,

JVCB, JVBH K& O} JCDB RERDOHERFHE ONFRIT. ThENE 2.7.63.2.1 H, 5F
2.7.6.5.2.1 K OV 2.7.6.6.2.1 T, IFTNC Safety Statistical Reports for CTD (% 5.3.5.3.1
IH) @ Table 6 {2789,
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LY3009806 274 FRRHZ: 4N
P A T LV EREEER (B - EE)

K 2.741-6 BREOBRBRR (SLVILTD) (R&EMBHIXKRER) (VCB.
JVBH R U JCDB i#5&)

mFOLFOX-6-Based Combination Studies

Study JVCB Study JVBH Study JCDB
(Solid Tumors) (CRO) (CRO)

Ramucirumab  Ramucirumab Ramucirumab
+ FOLFIRI + mFOLFOX-6 + mFOLFOX-6 mFOLFOX-6

N=25 N=48 N=52 N=49

Duration of Treatment (weeks)

Mean (SD) 13.3 (8.28) 38.4 (23.09) 18.4 (14.97) NA

Median 14.0 34.1 16.0 NA

Range 2.0-27.1 2.0-104.9 2.0-69.6 NA
Infusions Received

Mean (SD) 5.9 (3.78) 16.1 (10.20) 7.9 (6.09) NA

Median 5.0 15.5 7.0 NA

Range 1.0-12.0 1.0-48.0 1.0-25.0 NA
Cumulative Dose (mg/kg)

Mean (SD) 46.9 (30.15) 124.5 (78.01) 62.9 (47.81) NA

Median 38.1 118.5 50.6 NA

Range 8.0-98.5 8.1-383.0 8.0-195.5 NA
Dose Intensity (weekly) (mg/kg/week) 2

Mean (SD) 3.6 (0.58) 3.3 (0.63) 3.6 (0.46) NA

Median 3.8 3.5 3.7 NA

Range 2.2-43 0.9-4.1 2.4-43 NA
Relative Dose Intensity (%)

Mean (SD) 90.3 (14.51) 82.0 (15.83) 89.6 (11.52) NA

Median 95.2 86.5 91.8 NA

Range 54.6-108.1 23.1-102.9 60.7-108.6 NA

Abbreviations: CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil;
mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin); N = total
population size; NA = not applicable; SD = standard deviation.

Source: sisSdose.rl.
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YA T LY SRR (R - ERE)

& 2.7.4.1-7 2REDOEFEZIRR (FOLFIRI X [E mFOLFOX-6 #&i%)

H) (JVCB. JVBH R U JCDB i5&)

2.74 [RRAZE2NE

(REMBTHRE

mFOLFOX-6-Based Combination Studies

Study JVCB Study JVBH Study JCDB
(Solid Tumors) (CRO) (CRO)
Ramucirumab+ Ramucirumab+ Ramucirumab+
FOLFIRI mFOLFOX-6 mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
5-Fluorouracil
Duration of Treatment (weeks)
Mean (SD) 13.1(8.33) 40.0 (22.48) 19.4 (14.48) 18.4 (14.66)
Median 14.0 34.9 16.4 15.7
Range 2.0-27.1 2.0-105.1 2.3-69.9 2.3-63.0
Infusions Received
Mean (SD) 5.7 (3.79) 16.8 (10.09) 8.3 (5.70) 8.1 (6.44)
Median 5.0 16.0 8.0 7.0
Range 1.0-12.0 1.0-50.0 1.0-25.0 1.0-28.0
Cumulative Dose (mg/m®)
Mean (SD) 14620.1 42721.8 20876.5 20370.2
(9378.22) (26512.44) (14172.65) (16199.08)
Median 12946.3 38306.2 19629.7 17164.8
Range 2567.4-33307.6  2769.2-138690.3  2669.5-67668.4 2731.1-71756.1
Dose Intensity (weekly) (mg/m*/week)
Mean (SD) 1177.2 (286.54) 1071.9 (209.70) 1211.6 (473.15) 1155.5 (191.74)
Median 1272.3 1117.3 1174.4 1181.5
Range 280.3-1567.5 537.0-1412.7 747.0-3620.5 617.9 (1401.7)
Relative Dose Intensity (%)
Mean (SD) 84.1(20.47) 76.6 (14.98) 86.5 (33.80) 82.5(13.70)
Median 90.9 79.8 83.9 84.4
Range 20.0-112.0 38.4-100.9 53.4-258.6 44.1-100.1
Folinic Acid
Duration of Treatment (weeks)
Mean (SD) 13.1(8.33) 39.2 (22.71) 19.2 (14.48) 18.1 (14.72)
Median 14.0 34.1 16.2 15.0
Range 2.0-27.1 2.0-104.9 2.0-69.6 2.0-62.7
Infusions Received
Mean (SD) 5.7 (3.79) 16.6 (10.15) 8.3 (5.71) 8.1 (6.44)
Median 5.0 15.0 8.0 7.0
Range 1.0-12.0 1.0-50.0 1.0-25.0 1.0-28.0
Cumulative Dose (mg/ m?)
Mean (SD) 2172.7 (1440.83)  6363.7 (3974.15)  3283.8 (2230.51) 3168.9 (2526.03)
Median 1917.6 5638.4 3011.1 2797.3
Range 366.8-4859.8 398.3-19812.9 381.4-9902.4 195.4-10965.3
Dose Intensity (weekly) (mg/ m’/week)
Mean (SD) 172.9 (40.49) 163.7 (31.12) 176.8 (18.80) 178.6 (24.21)
Median 188.7 173.5 180.5 186.1
Range 40.0-223.7 81.8-204.2 131.5-202.6 97.7-207.9
Relative Dose Intensity (%)
Mean (SD) 86.5 (20.24) 81.8 (15.56) 88.4 (9.40) 89.3 (12.11)
Median 94.3 86.7 90.2 93.0
Range 20.0-111.8 40.9-102.1 65.8-101.3 48.8-103.9

22



LY3009806 2.7.4 RN ZEME
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mFOLFOX-6-Based Combination Studies

Study JVCB Study JVBH Study JCDB
(Solid Tumors) (CRO) (CRO)
Ramucirumab+  Ramucirumab+  Ramucirumab+
FOLFIRI mFOLFOX-6 mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
Irinotecan Oxaliplatin

Duration of Treatment (weeks)

Mean (SD) 13.1(8.33) 34.4 (19.79) 18.6 (14.30) 16.2 (10.67)

Median 14.0 28.6 16.1 15.0

Range 2.0-27.1 2.0-79.9 2.0-69.6 2.0-42.0
Infusions Received

Mean (SD) 5.7 (3.79) 11.0 (5.42) 7.9 (5.47) 7.2 (4.54)

Median 5.0 10.5 8.0 7.0

Range 1.0-12.0 1.0-33.0 1.0-25.0 1.0-17.0
Cumulative Dose (mg/ m?)

Mean (SD) 959.9 (623.14) 848.1 (402.07) 585.3 (379.00) 542.1 (324.16)

Median 853.6 811.0 572.7 522.4

Range 164.7-2119.8 82.2-2284.5 81.0-1828.8 83.3-1191.7
Dose Intensity (weekly) (mg/ m’/week)

Mean (SD) 76.6 (17.94) 28.4 (10.12) 34.2 (6.75) 35.7 (6.63)

Median 81.7 28.1 34.6 36.1

Range 16.6-100.2 8.6-52.3 21.5-43.4 19.3-44.3
Relative Dose Intensity (%)

Mean (SD) 85.1(19.94) 66.9 (23.82) 80.4 (15.88) 84.1 (15.60)

Median 90.8 66.0 81.4 84.9

Range 18.5-111.4 20.2-123.0 50.7-102.2 45.3-104.2

Abbreviations: CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil;
mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin); N = total
population size; SD = standard deviation.

Source: sisSdose.rl.

2741222 $HBELEE (E5EH. BEXXIIKRE)

JVCB. JVBH } U JCDB iR O VRBRIE D45 528 RURIL A4 3 2.7.4.1-8 |TR T,

JVCB #BRTlx, W DiEERIR (7 43~ 7 KO/ X FOLFIRI #EiEOWTR
ﬁx@%”é%ﬂ) Z 1 [EIPL b, AT G, BESIARIE) Lo gEBRE L 25 fidh 18

| (72.0%) Tod-olc, FL3I~T% 1 HLLE, EEE Lo 13, &5EHH
18 151, ARFEDS 1 I Th o7, JBE MK OURIE L 7o OFIA 1%, FOLFIRI JEiETT Ly
IR TR TEN-o T2 (3£2.7.4.1-8)

JVBH #RBRCTlX, W DRBRE (7 L3 0v~7 KO/ Xix mFOLFOX-6 JRIED
T DOFEH) & 1 EILLE, TEEE U1 48 51 46 ] (95.8%) Th o7z, 7
L= T % VEIEL b, 8528 U7 id, $GEHINN 34 6], J8iEAs 9 i, IRIEDN
10 Bl CTH -7z, Wik LI-BRE OEIA 1L, mFOLFOX-6 #ETT AL~ 7T TH
Mol (£2.74.1-8) .

JCDB B TliE, RamtmFOL6 #f TW N DiRERHE (7 AT b~T7 RO/
mFOLFOX-6 FIEDWT MDA % 1 [FILL B GEE L g8aix 52 #iH 40 4

(76.9%) T&H~>7-, mFOL6 BETlL, mFOLFOX-6 #EDOWF 03 A %2 1 [LL R
BIEH U748 1% 49 5 31 61 (63.3%) Tdo7-, RamtmFOL6 #TT7 AT /L~ T %
1 [BILL P 5280 U= B ix, & 55E80Y 33 51l JWiEDS 7 B CH->7-, mFOLFOX-6
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2.74 [RRAZE2NE

L A e G K OV L 72 9B O EIA 1. Ram+mFOLG6 £ C mFOL6 BEIC Eb_T @&
o7 (£2.74.1-8) .

R 2741-8 BREDHRELEERR (ReUBTREH) (UVCB. JVBH RU JCDB

ER)
mFOLFOX-6-Based Combination Studies
Study JVCB Study JVBH Study JCDB
(Solid Tumors) (CRO) (CRO)
Ramucirumab+ Ramucirumab  Ramucirumab
FOLFIRI + mFOLFOX-6 + mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
n (%) n (%) n (%) n (%)
Any Study Drug
Any Dose Modification 18 (72.0) 46 (95.8) 40 (76.9) 31(63.3)
Dose delay 18 (72.0) 40 (83.3) 35(67.3) 26 (53.1)
Dose reductions 9 (36.0) 38 (79.2) 33 (63.5) 22 (44.9)
Dose omissions 4 (16.0) 33 (68.8) 0 0
Ramucirumab
Any Dose Modification 18 (72.0) 41 (85.4) 35(67.3) NA
Dose delay 18 (72.0) 34 (70.8) 33 (63.5) NA
Dose reductions 0 9 (18.8) 7 (13.5) NA
Dose omissions 1(4.0) 10 (20.8) 0 NA
5-Fluorouracil
Any Dose Modification 18 (72.0) 41 (85.4) 37(71.2) 29 (59.2)
Dose delay 18 (72.0) 33 (68.8) 34 (65.4) 26 (53.1)
Dose reductions 9 (36.0) 27 (56.3) 26 (50.0) 19 (38.8)
Dose omissions 4 (16.0) 8 (16.7) 0 0
Folinic Acid
Any Dose Modification 18 (72.0) 38 (79.2) 35(67.3) 26 (53.1)
Dose delay 18 (72.0) 36 (75.0) 34 (65.4) 26 (53.1)
Dose reductions 0 10 (20.8) 3(5.8) 0
Dose omissions 3(12.0) 2(4.2) 0 0
Irinotecan Oxaliplatin
Any Dose Modification 18 (72.0) 45 (93.8) 37 (71.2) 30 (61.2)
Dose delay 18 (72.0) 25(52.1) 34 (65.4) 26 (53.1)
Dose reductions 8 (32.0) 32 (66.7) 30 (57.7) 21 (42.9)
Dose omissions 3(12.0) 29 (60.4) 0 0

Abbreviations: CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil;
mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin); N = total
population size; n = number of patients; NA = not applicable.
Note: A patient is counted only once within each row for each type of dose adjustment.
Note: Percentages are based on the number of subjects who received the particular treatment.

Source: sis5dosa.rl.

27413
2.7.4.1.31
2741311

HEREFADA O ZHRFER VU E DD
FOLFIRI #i% & 0 # A DO ERR A RIS 1| 18ERREAER (JVBB 8
HEREFADA O ZHRFER VUV Z DD

JVBB RERD ITT fEMTIE4ER (1072 ) O N O FH R NN — R T A e

A3 2.7.64-3107-7,

N ORI R R — R T A TR B R TR BTN LTz, Fliiod
LB IE 62 5% (BiPH : 21~87 %) ThH V. #ERE D 60.2%70° 65 Al Ch-o7-, Fi,



LY3009806 2.7.4 FERMZ &M
YA T D ETEHENE G - )

BB D 75.9%5 AN, 574%M B, 51.2% T ECOG PS 23 1 Th-o7o, PERNIIEGRERM
TARBERAELTEY ., KMEOBEENT LUV THTT TR TEN- -
(T Ly~ TRE 459%, 77 2AREE 392%., LLFENE) . BTAEEOME I3 # 5-5E/H <
Rk TH -7,

2741312  BIRE

TSNS T ITT T ERBELGANIC 72 RII VR EDE 2K I v HI ZHEKE
PR EORTBRAHERE Lo, DA Z L— R 1 T 2 O IRR BEHFGAHE L128
BICITRE A LH E L VBB ARBIABGHE M # Section 9.4.1.1 K T¥ 12.1.2,
53.5.01.1 ) . S50, IRBREMFHEE IS TR Y BT 0] W7 O il M-3R A Al 3
LGB TELZEE LK,

JVBB 3 T ] S 7o AT K O FER OFEFH 2 £ 2.7.4.1-9 ITR” T,

ATRFEDOHE ML, MFEEGRETRETH -7, HIE3E (T LV~ TR 554%, 77 &
REE 56.1%, LATENE) . BIBEEATBA R (588%. 58.7%) KOMUEIEIE (28.7%.
29.7%) OEAEIGIEL. MEGHETRE T 72 (£2.74.19) .

R 27419 HIIREDRFIDEE (REMBIHRER : £%H) (VBB HER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI
Premedication Category / N =529 N =528
Sub-category n (%) n (%)
Patients receiving at least 1 434 (82.0) 445 (84.3)
premedication
H1 antagonists 301 (56.9) 310 (58.7)
Antiemetics 293 (55.4) 296 (56.1)

5-HT3 antagonists 287 (54.3) 292 (55.3)

Other (including NK1 antagonists and 48 (9.1) 42 (8.0)

phenothiazines)

Propulsives 15 (2.8) 12 (2.3)
Corticosteroids 311 (58.8) 310 (58.7)
Antidiarrheals 152 (28.7) 157 (29.7)

Atropine 152 (28.7) 157 (29.7)

Loperamide 1(0.2) 1(0.2)
Acid suppressants 62 (11.7) 71 (13.4)

H2 antagonists 58 (11.0) 70 (13.3)

Proton pump inhibitors 5(0.9) 1(0.2)
Paracetamol 13 (2.5) 16 (3.0)
Benzodiazepines 13 (2.5) 7(1.3)

Other 8 (1.5) 6 (1.1)

Abbreviations: 5-HT = 5-hydroxytryptamine; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil;
H2 = histamine 2 (receptor); N = total population; n = number of patients in category.
Source: s106cml.rl.

2741313 AKX
JVBB B T, 1RERIE DB GHR & Ot 5% 30 H £ Tl Sz B2 0%
% (I & OSRA) 23R 2.7.4.1-10 (2,
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DFZEZ 1EILL A L7 E 1. 7 A3~ TRET 5206 (983%) . 77 ERRE
T 52341 (99.1%) Th-o7= (£ 2.74.1-10) ,

il (FICHRMEKIRIER) OEEEIGIL, WEGEHETREICE o7z (FLhvr~T
# 6.6%. 77 AR 8.0%, LUTFRIE) (3%274.1-10) .

JVBB B ClE, FriciEH X 3EAI L LT, granulocyte-colony stimulating factor (G-
CSF #44l) granulocyte-macrophage colony-stimulating factor (GM-CSF #4l)) | =V X1
T R HIEE FUEWE., BRI, BRI, IR OVRERIE & L 7o iR
FOHGE, ThENEF Lo, FICERTXEEA DS B, ZAEH I FHTERIL,
JNEI, SUmER, B, HilME L IR TH o7,
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R 274110 ELGHARE (REURHIHREH : £%H) (VBBHRER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N=1529 N =528
n (%) n (%)
Patients receiving at least 1 concomitant medication 520 (98.3) 523 (99.1)
Patients with any concomitant medication from the selected 508 (96.0) 510 (96.6)
list
Antihypertensives 329 (62.2) 286 (54.2)
Renin-angiotensin agents 227 (42.9) 180 (34.1)
Calcium channel antagonists 142 (26.8) 111 (21.0)
Diuretics 138 (26.1) 89 (16.9)
Potassium-sparing diuretics 51(9.6) 31(5.9)
Beta-blocking agents 96 (18.1) 86 (16.3)
Other antihypertensive agents 9(1.7) 14 (2.7)
Peripheral vasodilators 2(0.4) 3(0.6)
Analgesics 320 (60.5) 313 (59.3)
Other analgesics 232 (43.9) 224 (42.4)
Opioids 195 (36.9) 187 (35.4)
NSAIDs 46 (8.7) 47 (8.9)
Antidiarrheals 298 (56.3) 269 (50.9)
Antipropulsives, including loperamide, diphenoxylate, and 219 (41.4) 173 (32.8)
cimetropium
Atropine 137 (25.9) 149 (28.2)
Somatostatin 7(1.3) 5(0.9)
Intestinal adsorbents 6 (1.1) 6 (1.1)
Racecadotril 4(0.8) 6 (1.1)
Antiemetics and antinauseants 288 (54.4) 291 (55.1)
Serotonin (5-HT3) antagonists 268 (50.7) 268 (50.8)
Other antiemetics, including NK1 antagonists 68 (12.9) 79 (15.0)
Antibiotics 166 (31.4) 122 (23.1)
Corticosteroids 164 (31.0) 153 (29.0)
Anticoagulants/antithrombotics 140 (26.5) 131 (24.8)
Heparin 102 (19.3) 101 (19.1)
Vitamin K antagonists 32 (6.0) 17 (3.2)
Anti-platelet agents 24 (4.5) 254.7)
Thrombolytic enzymes 3 (0.6) 3 (0.6)
Thrombin or Factor Xa inhibitors 1(0.2) 3 (0.6)
G-CSF/GM-CSF 108 (20.4) 83 (15.7)
Erythropoietic agents 14 (2.6) 19 (3.6)
Thrombopoietic growth factor 1(0.2) 0
Antidepressants 68 (12.9) 66 (12.5)
Antiepileptics 39 (7.4) 55(10.4)
Antifungals 36 (6.8) 21 (4.0)
Bone-modifying agents 20 (3.8) 13 (2.5)
Bisphosphonates 18 (3.4) 112.1)
RANKL Inhibitors 2(0.4) 2(0.4)
Antivirals 8 (1.5) 4 (0.8)
Patients receiving at least 1 transfusion? 35(6.6) 42 (8.0)
Red blood cells 29 (5.5) 37 (7.0)
Packed red blood cells 29 (5.5) 37 (7.0)
Blood cells, packed human 0 3 (0.6)
Red blood cells, leucocyte depleted 0 1(0.2)
Platelets 5(0.9) 3(0.6)
Fresh frozen plasma 4(0.8) 2(0.4)
Whole blood 1(0.2) 2(0.4)
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Abbreviations: 5-HT = 5-hydroxy tryptamine; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil;
G-CSF = granulocyte colony-stimulating factor; GM-CSF = granulocyte macrophage colony-
stimulating factor; N = total population; n = number of patients in category; NSAID = nonsteroidal
anti-inflammatory drug; RANKL = receptor activator of nuclear factor kappa-B ligand.

a Patients could have received more than 1 type of transfusion.

Note: Concomitant therapy includes any therapy received between treatment start date and 30 days
after treatment end, including therapies that may have started prior to treatment start date; patient is
only counted once in each category.

Sources: s106cm2.r1, s106sscm.rl, s106st.rl.

274132 FOLFIRI X[& mFOLFOX-6 #&i% & D FARFDMESNE || FBERREER (JVCB.
JVBH % Uf JCDB iXE&)

JVCB R BR T, Flno BT 60.0 5k (FiPH : 41~757%) TH Y. #ERHE 56.0%0°
B, 80.0%25HF A, 96.0% T ECOGPS 73 0 XX 1 ThH-oTe,

JVBH #BR TlE, FnohIEix 61.0 5k (#PH : 27~817%) THY . #EBRHED 52.1%
NEM 2N AANTH- T2, 30 # (62.5%) T ECOG PS 78 0, 18 #i (37.5%) T
ECOGPS73 1 TH -1z,

JCDB #BR Tl%, Ram+mFOL6 £ C, FliDHIEIL 62.0 % (HiPH : 32~78 %) Th
D, WERE D 59.6%M BN, 86.5% N HANTH -7, 204 (38.5%) T ECOG PS A0, 31
% (59.6%) T ECOG PS 28 1 TdH -7, mFOL6 BETIL, FMDOHRIEIE 60.0 5% (%
139~T78 %) THY . PWERE D 5T1% N B T14%NANTH 72, 2161 (42.9%)
T ECOG PS 730, 27 (55.1%) TECOGPSH 1 Th-o7z,
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2742 HEEZR

27421 HBEBZROBEM

274211 FAEBRORBRKRR

2742111 FOLFIRI &% & Dt AR D EMR L E S 11 4BERREER (JVBB ER)

JVBBRBROAFEHRGDOENE K 2.7.42-1 1T7-7,

BB 5 CH 7 IR B UL LR RBE/RE B D2 ERE LR, AFF
%) ORBEGIEL, MBEGHECRETH -7 [T L~ 522/529 ] (98.7%) . 7
7R AREE 519/528 B (98.3%) . LAFRIE] (3 2.74.2-1) . ZL—R 3L LOFEES
DFEBENGIL, T LIV THTT T BRI TE N7 [418/529 il (79.0%)
329/528 5 (62.3%) 1 . EELAFHFZORBEISIIMKE G TRELTH Y [189/529 4
(35.7%) . 164/528 il (31.1%) 1 . VRBRFEAIER G A LIS, 1RBEE&& G025 30 H
FTCTIRHCICES>TEAEEGORBLEIS LW & 58 CRARICIKD? - 72 [21/529 #i
(4.0%) . 19/528 %5l (3.6%) 1 .

WTNNOIEEREE (T L0 0~7 /7 TR, KO/ XX FOLFIRI #iE) OF5-H 1k
BT AEEZORREBIL., FLVATHTT I ERBEICEXTEN- -
[154/529 f5il (29.1%) . 70/528 i (13.3%) 1 . WG L $12, £ <X FOLFIRI ##ik
OEHHRIETHY [142/529 # (26.8%) . 66/528 fil (12.5%) 1 . T AT N~T XTI
T ROEERILIZE > TG EFZOFKBAENG LK > 72 [19/529 61 (3.6%) . 7/528 Hi
(1.3%) 1 .

R2742-1 BEZFROEHN (ZeMHETXRER : £5%H) ((JVBBIRAER)

Ramucirumab | Placebo +
+ FOLFIRI FOLFIRI
N=1529 N =528
Adverse Event2 n (%) n (%)
Patients with >1 TEAE 522 (98.7) 519 (98.3)
Patients with >1 TE-SAE 189 (35.7) 164 (31.1)
Patients with >1 TEAE Grade >3 418 (79.0) 329 (62.3)
Patients with >1 TEAE leading to discontinuation of any study 154 (29.1) 70 (13.3)
drugb
Ramucirumab/Placebo discontinuation 19 (3.6) 7 (1.3)
FOLFIRI discontinuation 142 (26.8) 66 (12.5)
Patients with a TEAE leading to deathc 21 (4.0) 19 (3.6)
Patients with TEAEs with outcome of death up to 30 days after 14 (2.6) 18 (3.4)
last dose of study drug

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; N = total
population size; n = number of patients; TEAE = treatment-emergent adverse event; TE-SAE =
treatment-emergent serious adverse event.

a Patients may be counted in more than one category.

b Any study drug = ramucirumab/placebo or any component of FOLFIRI.

¢ Includes deaths that occurred up to 30 days after the last dose of study drug.

Source: s106sae.rl.
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2742112  FOLFIRI XX mFOLFOX-6 &% & D H A DB E || 8BS R AER
(JVCB. JVBH R U JCDB &58%)

JVCB. JVBH X U JCDB B DA EHFZ O IR 4K 2.7.42-2 TR T,

JVCB B ClE, 7 A3~ T &b Il girE 22/25 i (88.0%) (2K FEIHR % [
blenWaERESR, 82561 (32.0%) IZ7L—K3ULOFEFSEREI L, HEICE-S
TAFEFZIIRO NPT, WTNLOIRRE (ZL30~T7 /7 IR, KO/
XX FOLFIRI J#1E) OG- HIEIZE > T AEFRIT 325 6 (12.0%) . HERAHEFES
1% 2/25 %5 (8.0%) 1ZHBLL T,

JVBH #RBRTlL, 48 BT R CICHEBEBZREZMDORVWAFEELENHIL, 20267
— R 3L LR EFEGNIE LB E 1L 45/48 6] (93.8%) T -7z, RBRIEWIEF G
H LA, RS 5200 30 HE TR TICE > A EHFRIT 3/48 6 (6.3%) 123
Bl WINLrORBRE (7203 0~7 0 KO/ XiT mFOLFOX-6 ##{%) D5k
(ZE ST FRERIL 24/48 151 (50.0%) . EHELRAFEFRIT 17/48 il (354%) ITFHIL
77

JCDB R Tld, MK LRETT N TOHERF [Ram+tmFOL6 #f 52/52 5 (100.0%) .
mFOL6 #f 49/49 il (100.0%) ] CHKREBLZRORWAEHFEEEZN BRI L 2,
Ram+mFOL6 BT L — F 3 LU EOFERERRPIEIL L - 5RE 1L 36/52 61 (69.2%) TH
STz, IRRERIEE G B L, GBEER&R 500 30 A E TR CICE > A EHRLIT
2/52 i (3.8%) 2B LIz, WINPLDORBIEOE G TILIZE > A EFHEZIL 18/52 f
(34.6%) . HEEARHERESLIT 17/52 6] (32.7%) (Z¥HH L=, mFOL6 BT/ L— K 3 LU
LOEEERPIEEL LR 1T 3049 5] (61.2%) Th-olz, FLTICESTAEFRERIX
WO BIIRhr o T2, mFOLFOX-6 1L (1 AILL L) OFGHILICE>T-AFERIT 6/49
B (12.2%) . EELRAEEHEGIL 1149 6 (22.4%) [Z3BL LT,
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FOLFOX-Based Combination Studies

Study JVCB Study JVBH Study JCDB
(Solid Tumors) (CRCO) (CRCO)
Ramucirumab+ Ramucirumab+ Ramucirumab+
FOLFIRI mFOLFOX-6 mFOLFOX-6 mFOLFOX-6
(N=25) (N=48) (N=52) (N=49)

Patients with >1 22 (88.0) 48 (100.0) 52 (100.0) 49 (100.0)
TEAE
Patients with >1 2 (8.0) 17 (35.4) 17 (32.7) 11 (22.4)
serious TEAE
Patients with >1 8 (32.0) 45 (93.8) 36 (69.2) 30 (61.2)
Grade >3 TEAE
Patients with 0 3(6.3) 2 (3.8) 0
TEAEsS that led to
deatha
Patients with
TEAEsS that led to

discontinuation of 3 (12.0) 24 (50.0) 18 (34.6) 6 (12.2)

any study drug

discontinuation of 1(4.0) 10 (20.8) 16 (30.8) NA

ramucirumab

discontinuation of 3 (12.0) 22 (45.8) 11 (21.2) 6 (12.2)

chemotherapy

Abbreviations: CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil;
mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin); N = total
population size; n = number of patients; NA = not applicable; TEAE = treatment-emergent adverse
event.

a Includes deaths that occurred up to 30 days after last dose of study drug.

Source: sis5saei.rl.

274212 FBEEFZR (BRERBERICHEICREXXITIELCLLEER)
JVBY K O JVBF fRERFE BACHOWTIE, FNEFNE 2.7.62 THEOE 2.7.6.7 HIZRT,

2.7.4.2.1.2.1 HEBEHELCRONSGBFEER
27421211 FOLFIRI &% & D6t AR D EFE L E S 11 #BERIREER (JVBB 3ER)
TBBRHE & ORFBIRITIRRIR Y AT 2K U7, 28 2.7.4.2.1.2.1.1 TE LXK R BIfR % [
PRWEERRE, F 27421221 HTIIRRERLZOE TS RWAFER LN L7,
REBRZ DR WEERGILT L~ 7 RET 522/529 6 (98.7%) . 7T B ARBET
519/528 il (98.3%) 2@ b L, FEEIAGIIWE G CRIKETH-T2, ZL—F 3 L E
DORERERE B DR WA EREZORBE ST, 7 L5 0~ 7R [418/529 f (79.0%) ]
T 7B REE [329/528 Bl (62.3%) ] I[CHERTE -T2, T LI~ TRETORBE S
D 10%LL LT, MO TTBAREELY 5% E@Ero7- 7 L— K 3 L EOFEES (PT)
AP ERIRAE, AF TP EREORD R OVE LE T o o 72,

271 —F

JVBB READ T L~ TRECORBEIE D 10%LL EORRBEBRE bR WA ERFSR
(PT) DFEBLHIE KL NEIAE Z K 2.7.42-3 1277,

27— FORREABKZMDRVWEEERO I L, 7 LAV THETORBEEN
20%Lh LT, o T T ERBELD %L EEhomEGIL, TR [T AV L~ TRE
316/529 5l (59.7%) . 77 AREE 271/528 B (51.3%) . LLFEINE] | %57 [247/529 1
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(46.7%) . 219/528 5l (41.5%) 1 . RAKBEOE [198/529 5] (37.4%) . 144/528 1
(27.3%) 1 . &FHEREAE [188/529 Bl (35.5%) . 131/528 f5l (24.8%) 1 . SHiim
[177/529 il (33.5%) . 79/528 #i (15.0%) ] . HPZK [163/529 #i (30.8%) . 110/528
Bl (20.8%) 1 . MR [151/529 B (28.5%) . 120/528 #i (22.7%) 1 . L/t [136/529
Bl (25.7%) . 45/528 i (8.5%) 1 MOKRMPEFME [108/529 1 (20.4%) . 48/528 #i
(9.1%) ] Thole, HHERBDEICODNTIL, LI XEAEFRLELT, B
2742124 HISFFMzREd Lo, £/, SHMAOEMEICOWTE, FFICERT S
BEHERL LT, TNENHMEEESR (58 2.74.2.1.65.1 H) ROEMERMERES (5
2.74.2.1.6.2.1 HH) |ZFEM A FLE L 7=,

27— FORREABKZMDRVWEEERO I L, 7LV THETORBEEN
10%LL L. o7 T B RBED 2 FUETH-=H50T, S [177/529 11 (33.5%)
79/528 Bl (15.0%) 1 . i [136/529 B (25.7%) . 45/528 # (8.5%) 1 . KIHMEE
fEE [108/529 #il (20.4%) . 48/528 f] (9.1%) ] . HEHEJIK [89/529 il (16.8%) . 24/528
B (4.5%) 1 . /g [78/529 B (14.7%) . 35/528 Bl (6.6%) 1 M OVFE - &
JEFE RN T A RIEMERE [68/529 B (12.9%) . 29/528 il (5.5%) 1 Th o7z, M/
W [/ MRBAE (FEARE) & EN5] KOFE - BIERRIE R SIEFERIZ DN
T, Bt REAEFRLE LT, P 2742124 THITHEMATH Lz, £72. BEARIC
DWVWTIE, FICERTAREAEFS L L CEARBESRS (55 2.74.2.1.6.3.1 TH) (ZFEA

Zoia L7,

B, TRAORBREEG T, FLI AT HTT I BREICHRXTE P2, 1BEBRED
B G-I & Ok 5% 30 H £ CICIRE3E A L 72 BRE OB SOV TH, T 4
VA THTT TR RIS TE N o [298/529 B (56.3%) . 269/528 i
(50.9%) ] (3%2.7.4.1-10) ,

JLr—R3PE

7L —F 3 U EORREREMDRVAEFROEHEIGIL, FLVVITHTT T
BRI TE2 o7 [418/529 B (79.0%) . 329/528 #i (62.3%) ] (5 2.7.4.2-3) .
7L — R 3 U EORREAREZMDRVWAEEEZD S L, WTNLrOKREGRHE TR
10%LA £ CTH o 72 FRIT, A PERBAE, FPEREGEAD . THEAOESLETH >, =
DIL, TAVILSTHTORAEEN T T BREELD 5% L@ -FHS 1L,
Bk A E [115/529 B (21.7%) . 59/528 f5l (11.2%) 1 . 4F W EkEEid [92/529 #i
(17.4%) . 64/528 fil (12.1%) ] KO @£ [57/529 #] (10.8%) . 15/528 4
(2.8%) ] ThoT,

FGAEUNSTHETT TR TIT L —FK 3 U LOFEFEZORFEESNE N>
oo TOERFRIZ, TAVNASTHETITL—FR 3 OFRBREENEN-722 SITEK L
TEBY (FL—1F 3:582%, 451%) . 7 L—F 4 X% 5 ORBEEAIL, BEHEFH TR
CTholz (/L —FK 4:16.8%, 13.6%, 7L — K 5:4.0%, 3.6%) (F 2.7.6.4-21, %
2.7.6.41H) |
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7V —FK 4 OFEFZDOL AL, WG CHPERBAE (5.1%., 5.1%) KOk
B (51%. 3.6%) Thotz, TLVLTHTIR, BEERAEESLL LTI L—R
4 OEMEZ V—ERmE Sz (TNHDOFEMICOWTIX, ENENEH 2.742.1.24 H
KOV 2.7.42.1.62.1 THEBR)
E (FLV—F 5) ICEBE-TAFHERIEL, MEGHE L, FREDHEEICL bR
Lot GEEHIOFEATE 2.7.42.1.3.1 THESW) |
JU—R 4 KNS5 OFEFROS L, BIKMICEE L ZEZ 5N FRITONTIL, §F
FRTREAFEFR (5F 2742124 H) KUOFHIEETREAFEHES (55 2.7.4.2.1.6 IH)

TEELT,

2.7.4  WERMZ M

R27423 T LV THTORREEN 10%ULORREFRZEALLEVEESER
(PT) ORBRHFEHEVEES (JVBB HER)

Ramucirumab + FOLFIRI

Placebo + FOLFIRI

HEFLIRILBIEE%) (N=529) (N=528)
n(%) n(%)
PER PN | System Organ Class
. Any Grade Grade>=3 Any Grade Grade>=3
FEAGE Preferred Term
Patients with any TEAE 522 (98.7) 418 (79.0) 519 (98.3) 329 (62.3)

5 ke Gastrointestinal disorders 470 (88.8) 138 (26.1) 456 (86.4) 120 (22.7)

A Diarrhoea 316 (59.7) 57 (10.8) 271 (51.3) 51 (9.7)

B Nausea 262 (49.5) 13 (2.5) 271 (561.3) 14 (2.7)

AN Stomatitis 163 (30.8) 20 (3.8) 110 (20.8) 12 (2.3)

g - Vomiting 154 (29.1) 15 (2.8) 144 (27.3) 13 (2.5)

55K Constipation 151 (28.5) 5 (0.9) 120 (22.7) 8 (1.5)

21 Abdominal pain 118 (22.3) 16 (3.0) 112 (21.2) 18 (3.4)
— i RHEEBIO 5 | General disorders and 402 (76.0) 87 (16.4) 362 (68.6) 63 (11.9)
SEDYRHE administration site conditions

%t Fatigue 247 (46.7) 42 (7.9) 219 (41.5) 27 (5.1)

A MV i Oedema peripheral 108 (20.4) 1 (0.2) 48 (9.1) 0

FERE D K NE Mucosal inflammation 92 (17.4) 14 (2.6) 52 (9.8) 9 (1.7)

FEEN Pyrexia 80 (15.1) 2 (0.4 56 (10.6) 1 (0.2)

0 9 Asthenia 77 (14.6) 20 (3.8) 63 (11.9) 14 (2.7)
M, SRS L ONGERRRE | Respiratory, thoracic and 290 (54.8) 29 (5.5) 196 (37.1) 24 (4.5)
== mediastinal disorders

S Epistaxis 177 (33.5) 0 79 (15.0) 0

Nz Ik Cough 66 (12.5) 0 42 (8.0) 2 (0.4

R R DA B Dyspnoea 53 (10.0) 4 (0.8) 48 (9.1) 6 (1.1)
F2 G B KO T ik e Skin and subcutaneous tissue 277 (52.4) 13 (2.5) 248 (47.0) 8 (1.5)

disorders

Wi ESE Alopecia 155 (29.3) 0 165 (31.3) 0

T RERRANTAS Palmar—plantar 68 (12.9) 6 (1.1) 29 (5.5) 2 (0.4)

SE{ERE erythrodysaesthesia

syndrome
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Ramucirumab + FOLFIRI Placebo + FOLFIRI
A EH G E%) (N=529) (N=528)
n(%) n(%)
PRI | System Organ Class
. Any Grade Grade>=3 Any Grade Grade>=3
FEAGE Preferred Term
R IR A Investigations 266 (50.3) 127 (24.0) 211 (40.0) 83 (15.7)
fif- rRER AR e Neutrophil count 137 (25.9) 92 (17.4) 115 (21.8) 64 (12.1)
decreased
M IR E D Platelet count decreased 78 (14.7) 10 (1.9) 35 (6.6) 2 (0.4)
R Weight decreased 69 (13.0) 2 (0.4) 40 (7.6) 0
MRB L OV R R [EE Blood and lymphatic system 265 (50.1) 140 (26.5) 227 (43.0) 85 (16.1)
disorders
I TR ERIEA Neutropenia 188 (35.5) 115 (21.7) 131 (24.8) 59 (11.2)
=gl Anaemia 84 (15.9) 8 (1.5) 109 (20.6) 18 (3.4)
MR E Thrombocytopenia 77 (14.6) 7 (1.3) 39 (7.4) 2 (0.4)
Rt L OsegfEE Metabolism and nutrition 262 (49.5) 52 (9.8) 226 (42.8) 46 (8.7)
disorders
BB R Decreased appetite 198 (37.4) 13 (2.5) 144 (27.3) 10 (1.9)
R SR Nervous system disorders 202 (38.2) 19 (3.6) 171 (32.4) 19 (3.6)
SR Headache 78 (14.7) 3 (0.6) 41 (7.8) 0
A pEE Vascular disorders 180 (34.0) 64 (12.1) 99 (18.8) 27 (5.1)
e L Hypertension 136 (25.7) 57 (10.8) 45 (8.5) 15 (2.8)
BRI OURKREE Renal and urinary disorders 132 (25.0) 30 (5.7) 50 (9.5) 11 (2.1)
EHIR Proteinuria 89 (16.8) 15 (2.8) 24 (4.5) 1 (0.2)

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; MedDRA = Medical Dictionary for
Regulatory Activities; N = total population; n = number of patients in category; TEAE = treatment-emergent
adverse event.

MedDRA Version 17.0.

Source: s106teae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_1_sum_ae_teae_ge10_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg P/Single—Use—Statistical-Program/Mdstat_ ADS/LY3009806/CRC_JCTD/JVBB/ads

Date: 20 HIE- I

27421212 FOLFIRI X [& mFOLFOX-6 #&:% & D #F A DB 5 || HERFREER
(JVCB. JVBH R U JCDB &%)

JVCB, JVBH KON JCDB #RERCTO, WT N O G THREEIG D 10%LL Eo KR
RO WaEEER (PT KU EGHE) ORBGIBKLOEEG LR 274241057 T (HE
FEIZOWTIEE 27412 20)

JVCB #BR Cld, RBBEIENEN-T- 25%LL L) REBFRERbDRVWEESES (&7
L—R) 395 (eAsE) (13725 B, 52.0%) . FH (1125 i, 44.0%) . BHKEGE

(10/25 B, 40.0%) . AFHPERECAE (FAeE) (925 B (BRI E K OV BREa
)L 36.0%] . 8T GREAEE) (825 fil. 32.0%) . HE.L (7/25 B, 28.0%) TH-o7,
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YA T NP R G - )
FEEEGDN 10%L L7 L— K 3 L EOFERERGIT, FHEREDE FAEFE) Thol
(425 B (BRI IE B OVF P ERBOR D) L 16.0%]

JVBH #BR CTld, RBBEIENEN-oT2 (50%LL E) [RIEREMRE b7 WEEESRITE 5
(Feeal)  [38/48 B (97 M OMERE) | 792%] . TH (32/48 B, 66.7%) . fik
P (32/48 B, 66.7%) . ==—wm F— (AR (3148 il 64.6%) . miliL/E (27/48
B, 56.3%) . GFHERBAE (FEAGEE)  (27/48 il 56.3%) M OSKEREDORIE (26/48 i,
542%) Tholz, FBEEIAD 10%U L7 LV — K 3 LI EOAERSIT, I PEREAE
(BeAah) (20048 B, 41.7%) . @It (8/48 B, 16.7%) . ik (7/48 fi.
14.6%) | W97 (Faas) (648 Bl (KR OEGE) | 125%] A=z —m /" F—
(#EEE)  (6/48 i, 12.5%) To->7-, MedDRA O PT THERERE ., SEEH . KM=
a—aRXF— KEERE =2 — e TR ORI H SN A EEREE LD
T, =a—u"F— (REGH) ORBFGZHEE L, =a—wXF— (HEH. 27
L— R) 1% 31/48 f5l (64.6%) \Z3H L, 7' L— K 3 OHEGN 6/48 il (12.5%) IZ7E8H 5
N, =a2—vXF— (HERE. 27 L —R) 2LV T LT OEG %P IE LK
BRE XN\ R0, =a—u"F— (AR, 27 V—F) IZX Y mFOLFOX-6 D5
IR L 7oA 1L 1048 5] (20.8%) THV, ZDHI BT L —R3D=a—a/"F—
6/48 il (12.5%) IZ#® BTz,

JCDB 7 ® Ram+mFOL6 #f CHIEFNIG N &N o7 (40%LL 1) FREFEZMbRWE
FTHERIT, KT (AiE)  [44/52 B OEJT5 R OEE) | 84.6%] . =2 —m/XF—
(e (37/52 i, 71.2%) . FH (30/52 5, 57.7%) . M.l (24/52 B, 46.2%) .
G ERIECDE (REARE)  (21/52 Bl 40.4%) M OVEAREOE (21/52 #i. 40.4%) Th oz,
FHHRENED 10%LL Lo 7 L— R 3L EORFEGIL, 5 aes)  [11/526] 55 &
OEESIRE) | 21.2%] . G ERBAGE (FEaas)  [12/52 B (AF BRI JiE M OV H BR %L
W) L 23.1%] o EiE (7/52 B 13.5%) KROUMLUNMREAE (e EE)  [6/52 i1 (i
FINHRIEAE Je OMif MR E D) L 11.5%] Th o7,

Ram+mFOL6 £ TORIEI G 5%LL LT, 73> mFOL6 B L Y 10%LL_Emd - 7oK 3
BfRZ b2 naESESE, I [Ram+rmFOL6 Bf 30/52 i (57.7%) . mFOL6 #f 19/49
B (38.8%) . LA FRINA] . R4 [18/52 f5l (34.6%) . 12/49 #i (24.5%) ] . A%
[19/52 5l (36.5%) . 12/49 i (24.5%) 1 . tdw [6/52 5] (11.5%) . 0/49 %l (0%) 1 .
B (HARE)  [44/52 1 (84.6%) . 35/49 # (71.4%) 1 . KHPEEZEE [14/52 #
(26.9%) . 5/49 Bl (10.2%) 1 . KEBEAD [14/52 B (26.9%) . 7/49 #] (14.3%) ] .
G9m [16/52 1 (30.8%) . 8/49 il (16.3%) 1 . FRLIN#EE [11/52 5] (21.2%) . 4/49 il
(82%) 1 . mxmk [16/52 fl (30.8%) . 9/49 fi (18.4%) 1 . &t [14/52 #
(26.9%) . 5/49 f5l (102%) 1 . % (HEeE) [15/52 B (28.8%) . 4/49 #i
(8.2%) ] KO£ [15/52 #i (28.8%) . 1/49 i (2.0%) ] T ->7-, Ram+mFOL6
BECORBEEGHN 5% ETHY, 2> mFOL6 B LV & S%LL EFEh-o7= 7 L—FK 3 DL
FoRERERGL, EY AE) 1152 # (21.2%) . 6/49 B (12.2%) ] . @ifl)E
[7/52 f (13. 5%) L 149 B (2.0%) 1 . dBOEAE (BAEE)  [6/52 Bl (11.5%) .
0/49 11 (0%) 1 MOVEH [4/52 61 (7.7%) . 04941 (0%) ] T -7z,
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2.7.4  FERAZE 2

R2742-4 WVTAHhDBEETHRIEN 10%ULEDEEER (PTRUHEE) OXBHHEVES (JVCB, JVBH R U JCDB #HER)

FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
Ramucirumab + FOLFIRI Ramucirumab + mFOLFOX-6 Ramucirumab + mFOLFOX-6 mFOLFOX-6
A HEERIEHHIE) (N=25) (N=48) (N=52) (N=49)
n(%) n(%) n(%) n(%)
Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
Patients with any TEAE 22 (88.0) 8 (32.0) 48(100.0) 45 (93.8) 52(100.0) 36 (69.2) 49(100.0) 30 (61.2)

EREYlIPNA | System Organ Class

FEARGE Preferred Term
H Bk Gastrointestinal disorders 17 (68.0) 1 (4.0) 44 (91.7) 8 (16.7) 50 (96.2) 11(21.2) 45 (91.8) 7(14.3)

T Diarrhoea 11 (44.0) 1 (4.0) 32 (66.7) 4 (8.3) 30 (57.7) 4 (1.7 19 (38.8) 0

L Nausea 7(28.0) 0 21 (43.8) 0 24 (46.2) 0 31 (63.3) 2 (4.1

HA% Stomatitis 1 (4.0) 0 8 (16.7) 0 19 (36.5) 0 12 (24.5) 0

R Constipation 5 (20.0) 0 10 (20.8) 1 Q1) 18 (34.6) 0 12 (24.5) 0

J Abdominal pain 8 (32.0) 0 14 (29.2) 0 16 (30.8) 1 (1.9) 14 (28.6) 3 (6.1)

Mg P Vomiting 3(12.0) 0 12 (25.0) 2 (4.2) 13 (25.0) 0 18 (36.7) 3 6.1

HEE M i Abdominal distension 3(12.0) 0 4 (8.3) 0 6 (11.5) 0 3 (6.1 0

g Ascites 2 (8.0 0 1 (@2.1) 0 6 (11.5) 3 (5.8 2 (4.1 1 (2.0)

[LEgEA Toothache 0 0 1 @D 0 6 (11.5) 0 0 0

LR R Dyspepsia 0 0 5 (10.4) 0 2 (3.8) 0 7(14.3) 0
— e B EERB IO GO | General disorders and 16 (64.0) 0 46 (95.8) 10 (20.8) 49 (94.2) 11 (21.2) 40 (81.6) 6 (12.2)
EINI administration site conditions

95 Fatigue 13 (52.0) 0 4 (8.3) 0 44 (84.6) 11 (21.2) 35 (71.4) 6 (12.2)
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FOLFOX-Based Combination Studies
Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
Ramucirumab + FOLFIRI Ramucirumab + mFOLFOX-6 Ramucirumab + mFOLFOX-6 mFOLFOX-6
A EF GBI ) (N=25) (N=48) (N=52) (N=49)
n(%) n(%) n(%) n(%)
Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
RAH VT Oedema peripheral 4 (16.0) 0 10 (20.8) 1 2.1 14 (26.9) 1 (1.9) 5(10.2) 0
LB 25 b AR IRHEE Temperature intolerance 0 0 1 @1 0 13 (25.0) 0 21 (42.9) 0
FEEN Pyrexia 0 0 14 (29.2) 0 9 (17.3) 0 11 (22.4) 0
T )IE Asthenia 0 0 35 (72.9) 6 (12.5) 5 (9.6) 2 (3.8) 0 0
FERED S SE Mucosal inflammation 4 (16.0) 0 26 (54.2) 0 3 (5.8) 0 1 (2.0) 0
TR R Nervous system disorders 10 (40.0) 0 43 (89.6) 15 (31.3) 43 (82.7) 6 (11.5) 39 (79.6) 4 (8.2)
FHMEIER =2 —1/ 35— Peripheral sensory neuropathy 1 (4.0) 0 5 (10.4) 0 25 (48.1) 4 (1.7) 27 (55.1) 3 (6.1)
GBIV Headache 1 (4.0 0 7 (14.6) 0 16 (30.8) 0 8 (16.3) 0
Kt =a—m/3F— Neuropathy peripheral 3 (12.0) 0 5 (10.4) 1 @21 12 (23.1) 2 (3.8) 12 (24.5) 1 (2.0)
FEIED F Dizziness 2 (8.0) 0 3 (6.3) 0 7 (13.5) 0 2 (4.1 0
LR Dysaesthesia 0 0 23 (47.9) 4 (8.3) 7(13.5) 0 3 (6.1 0
LRYE S Dysgeusia 3 (12.0) 0 7 (14.6) 0 6 (11.5) 0 5(10.2) 0
SERR Paraesthesia 0 0 7 (14.6) 1 2.1 3 (5.8) 0 2 (4.1 0
Pt Neurotoxicity 0 0 32 (66.7) 7 (14.6) 0 0 1 (2.0 0
FEIR ER . B ERFS K OVERm R Respiratory, thoracic and 12 (48.0) 1 (4.0) 26 (54.2) 3 (6.3) 32 (61.5) 3 (5.8) 20 (40.8) 1 (2.0)
mediastinal disorders
Nk Cough 6 (24.0) 0 5 (10.4) 0 16 (30.8) 0 9 (18.4) 0
£ Epistaxis 5 (20.0) 0 15 (31.3) 0 14 (26.9) 0 5 (10.2) 0
P-0%% R Dyspnoea 3 (12.0) 1 (4.0 6 (12.5) 0 11 (21.2) 2 (3.8) 4 (8.2) 0
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FOLFOX-Based Combination Studies
Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
Ramucirumab + FOLFIRI Ramucirumab + mFOLFOX-6 Ramucirumab + mFOLFOX-6 mFOLFOX-6
B EELIEBLHIE%) (N=25) (N=48) (N=52) (N=49)
n(%) n(%) n(%) n(%)
Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
MREE N H A4 Dysaesthesia pharynx 0 0 6 (12.5) 0 0 0 0 0
(A ESENO S e Metabolism and nutrition 15 (60.0) 1 (4.0) 15 (31.3) 0 29 (55.8) 5 (9.6) 27 (55.1) 5(10.2)
disorders
BAROR Decreased appetite 10 (40.0) 0 11 (22.9) 0 21 (40.4) 0 18 (36.7) 2 (4.1
MK Dehydration 2 (8.0) 1 (4.0 0 0 6 (11.5) 1 (1.9 3 (6.1 0
&7 V7 U MSE Hypoalbuminaemia 5 (20.0) 0 0 0 4 (71.7) 2 (3.8 3 (6.1 0
=ik Hyperglycaemia 3 (12.0) 0 0 0 3 (5.8) 0 2 (4.1) 1 (2.0)
J & 8 KOV T ik b o Skin and subcutaneous tissue 11 (44.0) 0 27 (56.3) 1 2.1 29 (55.8) 2 (3.8) 21 (42.9) 1 (2.0
disorders
W% Rash 2 (8.0 0 0 0 15 (28.8) 0 3 (6.1 0
T R RS IR T AN A Palmar-plantar 2 (8.0) 0 11 (22.9) 0 6 (11.5) 1 (1.9 3 (6.1 1 (2.0)
jie3 erythrodysaesthesia syndrome
B R s Dry skin 3 (12.0) 0 0 0 1 (1.9 0 3 (6.1 0
Jit e Alopecia 3 (12.0) 0 9 (18.8) 0 0 0 5(10.2) 0
R DR A A Investigations 8 (32.0) 1 (4.0) 13 (27.1) 3 (6.3) 25 (48.1) 8 (15.4) 20 (40.8) 6 (12.2)
RE A Weight decreased 2 (8.0) 0 3 (6.3) 0 14 (26.9) 0 7 (14.3) 0
/N Platelet count decreased 0 0 0 0 8 (15.4) 3 (5.8) 3 (6.1) 0
vy = NEIJVNT AT =T — Gamma-glutamyltransferase 0 0 5 (10.4) 3 (6.3) 0 0 0 0
VHEIn increased
. o Vascular disorders 2 (8.0) 0 28 (58.3) 9 (18.8) 23 (44.2) 8 (15.4) 3 6.1 1 (2.0)
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
Ramucirumab + FOLFIRI Ramucirumab + mFOLFOX-6 Ramucirumab + mFOLFOX-6 mFOLFOX-6
A EHERIEHHIE%) (N=25) (N=48) (N=52) (N=49)
n(%) n(%) n(%) n(%)
Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
e I £ Hypertension 2 (8.0) 0 27 (56.3) 8 (16.7) 15 (28.8) 7 (13.5) 1 (2.0) 1 (2.0
JERYUAE 5 OV AR HUE Infections and infestations 3(12.0) 0 20 (41.7) 6 (12.5) 22 (42.3) 4 (1.7 14 (28.6) 4 (8.2)
TR g Urinary tract infection 2 (8.0) 0 5 (10.4) 1 (2.1 3 (5.8) 1 (1.9 1 (2.0) 1 (2.0)
SFEE Nasopharyngitis 0 0 5(10.4) 1 (2.1) 1 (1.9 0 2 (4.1) 0
EPErAs Respiratory tract infection 0 0 8 (16.7) 0 1 (1.9 0 0 0
IR SINOVNIAT =4 Blood and lymphatic system 16 (64.0) 6 (24.0) 36 (75.0) 25 (52.1) 21 (40.4) 13 (25.0) 25 (51.0) 10 (20.4)
disorders
U T ERIAE Neutropenia 8 (32.0) 3(12.0) 27 (56.3) 20 (41.7) 16 (30.8) 9(17.3) 16 (32.7) 9 (18.4)
/SR S Thrombocytopenia 3(12.0) 0 17 (35.4) 1 (2.1 9(17.3) 3 (5.8 12 (24.5) 0
A Anaemia 6 (24.0) 1 (4.0) 8 (16.7) 2 (4.2) 7(13.5) 1 (1.9) 9 (18.4) 1 (2.0)
A il BRIB A Leukopenia 2 (8.0) 0 8 (16.7) 1 @D 1 (1.9 0 0 0
5, MRBLOE S IHE Injury, poisoning and procedural 1 (4.0 0 13 (27.1) 121 18 (34.6) 1 (1.9 9 (18.4) 2 (4.1
complications
EACHI BUE Infusion related reaction 0 0 9 (18.8) 0 7(13.5) 1 (1.9 5 (10.2) 2 (4.1)
i EHE R B IO AMMIEE | Musculoskeletal and connective 9 (36.0) 0 17 (35.4) 2 (4.2) 16 (30.8) 1 (1.9 23 (46.9) 1 (2.0
tissue disorders
W HR I Back pain 3(12.0) 0 7(14.6) 1 (2.1 8 (15.4) 0 7(14.3) 1 (2.0)
REHE Arthralgia 2 (8.0 0 5(10.4) 0 2 (3.8) 0 3 (6.1 0
i B A% S i e Musculoskeletal chest pain 3 (12.0) 0 0 0 0 0 1 (2.0) 0
B 3 L OVR S i Renal and urinary disorders 3 (12.0) 0 15 (31.3) 1 2.1) 15 (28.8) 3 (5.8) 8 (16.3) 3 (6.1)
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FOLFOX-Based Combination Studies
Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
Ramucirumab + FOLFIRI Ramucirumab + mFOLFOX-6 Ramucirumab + mFOLFOX-6 mFOLFOX-6
A EHERIEHHIE%) (N=25) (N=48) (N=52) (N=49)
n(%) n(%) n(%) n(%)
Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
EAR Proteinuria 2 (8.0 0 6 (12.5) 0 6 (11.5) 1 (1.9 1 (2.0) 0
prriilisies Psychiatric disorders 3 (12.0) 0 6 (12.5) 0 14 (26.9) 0 10 (20.4) 0
ANIRSE Insomnia 3 (12.0) 0 4 (8.3) 0 7(13.5) 0 7(14.3) 0
HAEE Consolidated AE Term
95 Fatigue 13 (52.0) 0 38 (79.2) 6 (12.5) 44 (84.6) 11 (21.2) 35 (71.4) 6 (12.2)
—a—aNF— Neuropathy 4 (16.0) 0 31 (64.6) 6 (12.5) 37 (71.2) 5 (9.6) 34 (69.4) 4 (8.2)
U T ERIAIE Neutropenia 9 (36.0) 4 (16.0) 27 (56.3) 20 (41.7) 21 (40.4) 12 (23.1) 22 (44.9) 13 (26.5)
J Abdominal Pain 8 (32.0) 0 16 (33.3) 0 19 (36.5) 2 (3.8) 16 (32.7) 3 (6.1)
/SR S Thrombocytopenia 3 (12.0) 0 17 (35.4) 1 (@D 17 (32.7) 6 (11.5) 15 (30.6) 0
W% Rash 4 (16.0) 0 2 (4.2 0 15 (28.8) 0 4 (8.2) 0
A Anemia 6 (24.0) 1 (4.0) 8 (16.7) 2 (4.2 7 (13.5) 1 (1.9 9 (18.4) 1 (2.0)
&7 V7 E Hypoalbuminaemia 5 (20.0) 0 0 0 5 (9.6) 2 (3.8) 4 (8.2) 0
F 1 BRI E Leukopenia 4 (16.0) 0 8 (16.7) L @n 5 (9.6) 0 3 (6.1 1 (2.0
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

Ramucirumab + FOLFIRI Ramucirumab + mFOLFOX-6 Ramucirumab + mFOLFOX-6 mFOLFOX-6
B EELIEBLHIE%) (N=25) (N=48) (N=52) (N=49)
n(%) n(%) n(%) n(%)
Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3

Abbreviations: CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; MedDRA = Medical Dictionary for Regulatory Activities; mnFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5—

fluorouracil,
and oxaliplatin); N = total population size; n = number of patients.

Note: Terms are sorted by descending frequency of Consolidated Category or preferred term in the ramucirumab arm of Study JCDB.

Note: Consolidated terms are included.

T RFIR LTZHAFEE MR T 2 PT 1T, 2 2.7.4.7-1 & O Safety Statistical Reports for CTD (% 5.3.5.3.1 ) @ Table 8 &,

MedDRA Version 17.0.

Sources: sisbaept.rl, sisbteae.rl.
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2742122 RBREEOARBRZEETELVEETER CRBREBLEMYIMICE

2<)

2.74.21.2.21 FOLFIRI &% & DGt AR DO EFR RS 1 4BERREER (JVBB iRER)
BB Y EANL, AEFREBRIEL ORREMLE TBE 7 L (possibly related :

no) | . IBEEXRH D E LivZvy (possibly related : yes) | DWW T 4L TalAli L 7=
(£ 27412 Z2) , BB L ORREAKRZ GE TERWGE, RIS EANI Y%

L LRI L ORRRER (T L~ T /7T 1R IT FOLFIRI FEED W70 U

W7 EREEDH Y . b L<IIAH) 2 L7,

2T L—F

JVBB R D T LI N~ TR TORBREEN 10%LL EOBRIE (Z 53 0~7 /75
AR XIT FOLFIRIFRIED WD) L ORREREGTETCERVWAEES (PT) OFRE
B OB %3 2.7.4.2-5 1R T,

WTNLOIEEREE (T L0 0~7 /7 TR, KT/ X FOLFIRI #£ik) & OKREH
RERETERVWAEFROEBEIGIL, MKRGHETRK Oz [TV~ TR
505/529 5l (95.5%) . 77 BAREE 501/528 B (94.9%) . LAFIENE] (3 2.7.4.2-5) .

KEBARERETCERNEFERROOI S, 7LV TR TOREEIEN 20%LL 1,
MOT T ERBELY 5% B oo R L, TR [284/529 5 (53.7%) . 254/528 i

(48.1%) 1 . #7957 [218/529 5l (41.2%) . 179/528 il (33.9%) 1 . ff T ERIEAJE
[187/529 5] (35.3%) . 125/528 fi (23.7%) 1 . BAEGE [167/529 fl (31.6%) .
123/528 il (23.3%) ] . S [161/529 # (30.4%) . 70/528 i (13.3%) 1 . A%
[157/529 5 (29.7%) . 102/528 fil (19.3%) 1 K OvV@EimE [119/529 f (22.5%) .
31/528 f51 (5.9%) |1 Toh o7z,

JL—R3Pk

7L —F 3 U EORRBEBREGE CERWVWAEEEZORIFNGIL. 7LV~ THET
7T R ARRC AR TE D o 72 [367/529 5] (69.4%) . 255/528 B (483%) ] . Z'L— R
3LULEOREBBREREECERVWEERZOI L, WTNOORGEECTREEAED 10%
U ETH-7=FRIT, e IE [114/529 B (21.6%) . 54/528 1] (102%) 1 K O¥
I TR ERECRD [90/529 61 (17.0%) . 64/528 B (12.1%) ] Th o7z,

JVBB AT, 7 AT A~ THTORIEEGN 10%L EOT A L~T7 LT 7R
EDORFEBEBRE SR E TERVAEFSRL O FOLFIRI %k (1 AILLE) & OREREFREEZ S
ETERWAEERREZ, TNTNE 2.74.7-3 K UFE 2.7.4.7-4 1277,
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R27425 S LVIINTTHTORBIAEN10%ULDEBRBRELOREBEEZEEZEETE
HOWAEER CAREBUEMMFIMICEDC)

(PT) OEBRFHIHEVEE (JVBB

ER)

Ramucirumab + FOLFIRI

Placebo + FOLFIRI

HEE GBI (N=529) (N=528)
n(%) n(%)
PER PN | System Organ Class
. Any Grade Grade>=3 Any Grade Grade>=3
FEAGE Preferred Term
Patients with any TEAE 505 (95.5) 367 (69.4) 501 (94.9) 255 (48.3)
related to Any Study Drug
H b Gastrointestinal disorders 422 (79.8) 103 (19.5) 408 (77.3) 78 (14.8)
i Diarrhoea 284 (53.7) 52 (9.8) 254 (48.1) 47 (8.9)
L Nausea 242 (45.7) 9 (1.7) 244 (46.2) 10 (1.9)
AN Stomatitis 157 (29.7) 20 (3.8) 102 (19.3) 11 (2.1)
g - Vomiting 123 (23.3) 12 (2.3) 120 (22.7) 11 2.1
155K Constipation 77 (14.6) 3 (0.6) 62 (11.7) 1 (0.2)
— i RHEEBIOE G | General disorders and 334 (63.1) 63 (11.9) 280 (53.0) 41 (7.8)
IVARYIN= administration site conditions
it Fatigue 218 (41.2) 32 (6.0) 179 (33.9) 22 (4.2)
FERE D K NE Mucosal inflammation 88 (16.6) 14 (2.6) 51 (9.7) 8 (1.5)
0 9 Asthenia 64 (12.1) 17 (3.2) 54 (10.2) 10 (1.9)
MRBL OV R[EE Blood and lymphatic system 249 (47.1) 134 (25.3) 198 (37.5) 72 (13.6)
disorders
i R ERIEA Neutropenia 187 (35.3) 114 (21.6) 125 (23.7) 54 (10.2)
MR E Thrombocytopenia 73 (13.8) 7 (1.3) 38 (7.2) 2 (0.4)
=gl Anaemia 67 (12.7) 6 (1.1) 74 (14.0) 8 (1.5)
F2 &R KO T ik e Skin and subcutaneous tissue 242 (45.7) 10 (1.9) 218 (41.3) 7 (1.3)
disorders
Wi ESE Alopecia 152 (28.7) 0 159 (30.1) 0
T RERRANTAS Palmar—plantar 61 (11.5) 6 (1.1) 27 (5.1) 2 (0.4)
SE{ERE erythrodysaesthesia
syndrome
R IR AT Investigations 229 (43.3) 108 (20.4) 168 (31.8) 75 (14.2)
I R ER SR Neutrophil count 134 (25.3) 90 (17.0) 115 (21.8) 64 (12.1)
decreased
M IR E D Platelet count decreased 76 (14.4) 9 (1.7) 34 (6.4) 2 (0.4)
ML 2R, B ERIs L OMGERRPE | Respiratory, thoracic and 210 (39.7) 18 (3.4) 121 (22.9) 9 (1.7)
== mediastinal disorders
S Epistaxis 161 (30.4) 0 70 (13.3) 0
Rt L OsegfEE Metabolism and nutrition 202 (38.2) 22 (4.2) 168 (31.8) 21 (4.0)
disorders
BB R Decreased appetite 167 (31.6) 7 (1.3) 123 (23.3) 7 (1.3)
A pEE Vascular disorders 148 (28.0) 52 (9.8) 66 (12.5) 18 (3.4)
e L Hypertension 119 (22.5) 48 (9.1) 31 (5.9 11 (2.1)
BRI OUR KR E Renal and urinary disorders 90 (17.0) 16 (3.0) 32 (6.1) 4 (0.8)
EHIR Proteinuria 80 (15.1) 13 (2.5) 22 (4.2) 1 (0.2)
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Abbreviations: MedDRA = Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in
category; TEAE considered related to Any Study

Drug (ramuricumab, FOLFIRI therapy, or ramuricumab+FOLFIRI therapy) by the investigator

MedDRA version 17.0.

Source: s106teae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-

Program/LY3009806/CRC_JCTD/Output/a_274 21 _sum_ae_teae_relany_gel0_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg P/Single—Use—Statistical-Program/Mdstat_ADS/LY3009806/CRC_JCTD/JVBB/ads

Date: 20 HIE- R
27421222 FOLFIRI X [& mFOLFOX-6 &% & D #F A DB || HERFREER
(JVCB. JVBH R U JCDB &5&%)

JVCB, JVBH K" JCDB RER T, T LI/~ T HETORBREIEN 10%LL DR
(Z LV~ T RO/ NHMEFREONT D) EORBEEBESECERVEESRS
(BB ERTEIBC RO ) 23 2.7.4.7-5, 3 2.7.4.7-6 L OVE 2.7.4.7-1 15577,
2742123 {REEICKSEH—FOLFIRIEE L DHRABOERLRESE I FAEE R
B (JVBB :ER)

PT BIOFFFZOEFITINZ T, BRNICFAZTHLHEED PT #FLHT—DITL
TR (FEE) ZHWTER L (MEEIC O VW TIEER 274122 H)

JVBBRBROAFHEG (MEeE) ORBGIB KL OEE ZE 2.742-6 1277,

TUAVNSTHTT T BRI THRBEEGDN 5% EEmro Tt AHEFR (e
) I, HTPEREAE (27— RROZL— R 3 LR | Y (22 L—F) RO
IINRIBAE (&7 L—R) Thoiz,

Bt T R AEFS (HAEFE) ThDAFHEREE, 3 57 K O/ MIIEAE I 20T
E. 5 2742124 HIZFHER L, FFICEATREAFEROSBEICTENDLE PT OMH
BRI X DMENIATOT. 5274216 H TR L7z,

R27426 HEER (HAHE) ORBHAKKRVES (JVBBHER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=529) (N=528)
n(%) n(%)
HARE Consolidated AE Term
. Any Grade Grade>=3 Any Grade Grade>=3
FEAGE Preferred Term
I TR ERIEA Neutropenia 311 (58.8) 203 (38.4) 241 (45.6) 123 (23.3)
i R ERIEA Neutropenia 188 (35.5) 115 (21.7) 131 (24.8) 59 (11.2)
fif- rRER AR R Neutrophil count 137 (25.9) 92 (17.4) 115 (21.8) 64 (12.1)
decreased
MR E Thrombocytopenia 150 (28.4) 16 (3.0) 72 (13.6) 4 (0.8)
M IR E Platelet count decreased 78 (14.7) 10 (1.9) 35 (6.6) 2 (0.4)
M/ E Thrombocytopenia 77 (14.6) 7 (1.3) 39 (7.4) 2 (0.4)
I ifn BRI i Leukopenia 69 (13.0) 14 (2.6) 64 (12.1) 14 (2.7)
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Ramucirumab + FOLFIRI

Placebo + FOLFIRI

A EFLRIEBLHIE) (N=529) (N=528)
n(%) n(%)
HAE Consolidated AE Term
A Preforred Term Any Grade Grade>=3 Any Grade Grade>=3
Wiz e White blood cell count 47 (8.9) 11 (2.1) 51 (9.7) 12 (2.3)
decreased
F Bk E Leukopenia 23 (4.3) 4 (0.8) 17 (3.2) 2 (0.4)
9 T Fatigue 305 (57.7) 61 (11.5) 275 (52.1) 41 (7.8)
9 T Fatigue 247 (46.7) 42 (7.9) 219 (41.5) 27 (5.1)
79 Asthenia 77 (14.6) 20 (3.8) 63 (11.9) 14 (2.7)
N Abdominal pain 140 (26.5) 18 (3.4) 139 (26.3) 19 (3.6)
N Abdominal pain 118 (22.3) 16 (3.0) 112 (21.2) 18 (3.4)
EHEE R Abdominal pain upper 22 (4.2) 1 (0.2) 22 (4.2) 0
N R Abdominal pain lower 4 (0.8) 1 (0.2) 4 (0.8) 1 (0.2)
AL &R Gastrointestinal pain 3 (0.6) 0 4 (0.8) 0
S e Hepatic pain 3 (0.6) 0 3 (0.6) 0
JllEEv s Gallbladder pain 0 0 1 (0.2) 0
A i Anemia 86 (16.3) 8 (1.5) 110 (20.8) 19 (3.6)
A i Anaemia 84 (15.9) 8 (1.5) 109 (20.6) 18 (3.4)
NET v A Haemoglobin decreased 2 (0.4) 0 1 (0.2) 1 (0.2)
Za—mF— Neuropathy 59 (11.2) 5 (0.9) 61 (11.6) 2 (0.4)
KM =2 — /3T Peripheral sensory 28 (5.3) 5 (0.9) 31 (5.9) 1 (0.2)
— neuropathy
SRR Paraesthesia 15 (2.8) 0 13 (2.5 0
K=z —aXF— Neuropathy peripheral 13 (2.5) 0 11 (2.1) 1 (0.2)
L —a—n/ T — Polyneuropathy 4 (0.8) 0 5 (0.9) 0
SRR Hypoaesthesia 3 (0.6) 0 3 (0.6) 0
TR Burning sensation 0 0 1 (0.2) 0
B R 1 Skin burning sensation 0 0 1 (0.2) 0
¥ Rash 57 (10.8) 0 53 (10.0) 3 (0.6)
¥ Rash 38 (7.2) 0 31 (5.9) 3 (0.6)
IR INGRZ SIS Rash maculo—papular 14 (2.6) 0 14 (2.7) 0
3PS Dermatitis 2 (0.4 0 2 (0.4) 0
KLBEVE R 2 Rash erythematous 1 (0.2) 0 0 0
TOFEER B Rash pruritic 1 (0.2) 0 1 (0.2) 0
RS 2 5 Rash pustular 1 (0.2) 0 2 (0.4 0
TUNX—MRE R Dermatitis allergic 0 0 2 (0.4) 0
3K Drug eruption 0 0 1 (0.2) 0
2HVERE Rash generalised 0 0 1 (0.2) 0
BN E Rash papular 0 0 1 (0.2) 0
KA 2 i E Hypokalaemia 36 (6.8) 10 (1.9) 37 (7.0 9 (1.7)
&A™ I fiE Hypokalaemia 36 (6.8) 10 (1.9) 37 (7.0) 9 (1.7)
(K7 V7 I fLE Hypoalbuminaemia 31 (5.9) 6 (1.1) 10 (1.9) 0
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Ramucirumab + FOLFIRI

Placebo + FOLFIRI

A HEERFEHGIE) (N=529) (N=528)
n(%) n(%)
i Consolidated AE Term
e Proforred Torm Any Grade Grade>=3 Any Grade Grade>=3
(K7 V7 I fLE Hypoalbuminaemia 31 (5.9) 6 (1.1) 10 (1.9) 0
53 P 2E Intestinal obstruction 17 (3.2) 14 (2.6) 15 (2.8) 12 (2.3)
i3 P 2E Intestinal obstruction 7 (1.3) 6 (1.1) 11 (2.1) 8 (1.5)
/N PHZE Small intestinal 7 (1.3) 5 (0.9 2 (0.4) 2 (0.4)
obstruction
KIGPHZE Large intestinal 3 (0.6) 3 (0.6) 2 (0.4) 2 (0.4)
obstruction
(A )V A LSE Hypocalcaemia 15 (2.8) 3 (0.6) 7 (1.3) 2 (0.4)
(A )V A LSE Hypocalcaemia 15 (2.8) 3 (0.6) 7 (1.3) 2 (0.4)
EEULE S ILE Hyperbilirubinaemia 14 (2.6) 5 (0.9) 14 2.7 6 (1.1)
MRE U LE N Blood bilirubin increased 9 (1.7 5 (0.9 12 (2.3) 5 (0.9
EEULE S ILE Hyperbilirubinaemia 5 (0.9) 0 2 (0.4) 1 (0.2)
KV F2 1 E Hypophosphataemia 14 (2.6) 9 (1.7 5 (0.9) 4 (0.8)
KV F2 I E Hypophosphataemia 14 (2.6) 9 (1.7 5 (0.9) 4 (0.8)
K~ 227 ALGE Hypomagnesaemia 11 (2.1) 0 11 (2.1) 0
K~ 227 ALGE Hypomagnesaemia 11 (2.1) 0 11 (2.1) 0
{F R AL E Hyponatraemia 9 (1.7) 6 (1.1) 8 (1.5) 3 (0.6)
{F R A E Hyponatraemia 9 (1.7) 6 (1.1) 7 (1.3) 3 (0.6)
it bl RV 247 Blood sodium decreased 0 0 1 (0.2) 0
=R Urticaria 8 (1.5) 0 5 (0.9) 0
=R Urticaria 7 (1.3) 0 4 (0.8) 0
EBIRERSE Urticaria papular 1 (0.2) 0 1 (0.2) 0
BV A ILE Hyperkalaemia 7 (1.3) 2 (0.4) 3 (0.6) 1 (0.2)
BV A LE Hyperkalaemia 7 (1.3) 2 (0.4) 3 (0.6) 1 (0.2)
Bre Renal failure 6 (1.1) 3 (0.6) 4 (0.8) 4 (0.8)
APEBA A Renal failure acute 4 (0.8) 3 (0.6) 3 (0.6) 3 (0.6)
Bre Renal failure 2 (0.4) 0 1 (0.2) 1 (0.2)
=Ny FNIIRH Hypernatraemia 3 (0.6) 0 1 (0.2) 0
E NI AL SE Hypernatraemia 2 (0.4) 0 1 (0.2) 0
1 Hr R AN Blood sodium increased 1 (0.2) 0 0 0
BV A LE Hypercalcaemia 2 (0.4) 0 2 (0.4) 0
BV T A LE Hypercalcaemia 2 (0.4) 0 2 (0.4) 0
E~ 7 2y AMLE Hypermagnesaemia 1 (0.2) 0 0 0
E~ 7 2y AMLE Hypermagnesaemia 1 (0.2) 0 0 0
D FRRTE Myocardial infarction 1 (0.2) 0 2 (0.4) 2 (0.4
S BN Acute myocardial 1 (0.2) 0 0 0
infarction
D FRRTE Myocardial infarction 0 0 2 (0.4) 2 (0.4




LY3009806 274 FEIRWZ M
AT LY EREERER G - B

Ramucirumab + FOLFIRI Placebo + FOLFIRI
A EFLRIEBLHIE) (N=529) (N=528)
n(%) n(%)
AR Consolidated AE Term
. Any Grade Grade>=3 Any Grade Grade>=3
FEARGE Preferred Term

Abbreviations: AESI = adverse event of special interest; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil;
MedDRA = Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in
category.

a Note that preferred terms included in single categories of AESIs are not included in this table

Note: Each patient is only counted once for each consolidated term; a patient could have had more than 1 TEAE
reported. This table does not include consolidated terms for which only the consolidated term and no clinically
synonymous preferred terms were reported.

MedDRA Version 17.0.

L ARRIORUTZ A GE 2/ T2 PT 14, 3 2.7.4.7-1 } ¥ Safety Statistical Reports for CTD (£ 5.3.5.3.1 TH) @ Table 8

Source: s106¢cten.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_3_sum_ae_teae_ct_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg. G/StatProg D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIE- I

2742124 HEIRESAETEZ-FOLFIRIEX & DHAKOERLRESE I FHEEK
HE (JVBB RER)

i L Ron 28 EES (O 2742121 ) MOWAE (F 2742123 H) T
Ol BT _REAFEFREREET L L L LT,

B L < ROEN DA EEROFM T, 7L~ T EHETORIEEN 20%L ., 7
DT LYV THTT T BRI THBAFELR @GP TCAEFFLZD I B, KT
SHEFRITGPRBIETH -T2, o, TV THTORBEEIGD 10%LL L,
PDOT KUV TRHETT T BRI R TTRAFIEGD 2 (58 EH - 7= F 5Tl ML
B R OFE  RERFRANEADEGERE Th o7, MAEOMNDL, T AV~ TR
TT T B RBETHE AT 5%LL EFHEIA I E D - 12 R PRI AE . 97 55 M O/
WETH - 72,

LLE S G kA e (ARE) « Y (A .« IWIVgEAE (FaeE) KO
FH - BIEBRAEAREGEHZ LT _REAFFREAFEL, AEHTEIINLLOHR
IZOWTCRRR L7,

2.74.2.1.2.4.1 FhERRAE (FEEMELF PR AME 7 & O FHE)

HFHPERBAE (FEFE) 1X. MG CTROEHEGVEL ., TORARE (271
—FR) F, TV THTT TR TE NS [T LAYV~ TEE 311/529 4
(58.8%) . 77 kAR 241/528 il (45.6%) . LAFENE] o 7 L— K 3 BLEO&F ek
DIE (FRERE) ORBEEL, ZLAVA~YTHTT TR THE -7 [203/529
| (38.4%) . 123/528 i (23.3%) ] 75, FEEMELF FERBAE O FBLEIG X, Wik 58
TRIERITIR D> 72 [19/529 6 (3.6%) . 14/528 i (2.7%) 1 .
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WG L BT, FRERBAIE (BEAFE) 0L <7 L— R 3 i 4 @%%f‘z&;oko
7 L— R 3 OFFEBAE (EEE) ORBEGIE. 7L~ THTT T BRI
NTEnoTo [149/529 5l (28.2%) . 77/528 il (14.6%) 1 . 7L — K 4 mwwaw
fiE (AR ORBEEGIX, MKGHTRETH 72 [54/529 61 (10.2%) . 46/528 1
(8.7%) 1 . Z'L—F 5 OFRZIRD LN -7 (JVBB iRBRIGERFE#H A E Table
JVBB.14.3.9, % 5.3.5.1.1H) .

P ERIBAME (AE) ORBEIENT AV~ THTT TR TEN- T2
Z &L —~HLT, G-CSF/GM-CSF OfEHEIGIL, 7LV N~ T HTT 78 REITHAT
w7z [108/529 Bl (20.4%) . 83/528 i (15.7%) ] (3 2.7.4.1-10) . ZL—F 3 LL
Lo EREAE (FEEFE) BFBL L o gBRE (G Bk E & OF L o fa R YE S & 2
BERFE) TIE, FUAEMEOMHEAEIA L, WG L bR o7 [17/529 6 (3.2%) .
5/528 %1 (0.9%) 1 (JVBB RBRIGERFAFEH ¥ Table JVBB.14.3.41, # 5.3.5.1.1 1) .

MedDRA SOC @ NEYYEF L OVFARE ] TN T 2AFFRIL., FLV VS THT
198/529 5l (37.4%) . 7 7 BARBET 154/528 il (29.2%) (ZHBL L7, [EYGYER L0V
AHIE ] SN T IAERZORABNEN T LV N~THTT 7RI TEN -
2l e—HLT, iAEMEROMEFEEOEHEGIZONTE, ZAV ALY THTYT
TR R TE o7z [HIAEWE : 166/529 6 (31.4%) | 122/528 fil (23.1%) . T
EHIE  36/529 1] (6.8%) . 21/528 5 (4.0%) ] (3% 2.7.4.1-10) . —F, [EYIER X
OFAERIE] TS TIAFEFZOI L, JL—R 3 U EOFEGIE, LV THET
44/529 ] (8.3%) . 7 7 EABET 39/528 il (7.4%) \ZHEBLL T,

FEEMEAT TP ERIBUE LS K0 ABE L 7o 0BG 1L, W& SR TR o7 [12/529 B
(2.3%) . 8/528 f3l (1.5%) 1] Z &b, GFHERAE (FEFE) OFBREIENT Ly
N THETENPS T2 ERNEEMICRIETHERNE BT/ SN EEZONTE (5
2.7.64259HBM) |

BRI E REEE) ICX D W TR OIRBREZ P Ik I G AT (B 5 E, I
BYITRE) LEWBREDE ST, LAV AT HTT I ERBICHRTEN- -
[253/529 il (47.8%) . 193/528 fil (36.6%) 1 (JVBB #RERIABRRFE#H 5 & Table
JVBB.14.3.5, % 53.5.1.1 3H) . MFPEREAE (AR IZXH 0D W omisE 4 ik
LIEBE OEAIE, VL~ HTT IR TENL -7 [66/529 Hi
(12.5%) . 28/528 fil (53%) ] (JVBB BRIGEAIRFEH 5 E Table JVBB.14.3.26, %
53511 ) ., ZhLOHBREITVT Y FOLFIRI ko 54291 LTk Y (JVBB
AERIE AR IG5 & Table JVBB.14.3.28, %5 53.5.1.1 TH) | 4FHEREAE (FEGEE) 12X
DI LIN~T INIT T8RO %2 IE L ERE LW o 72 (JVBB BREBRIGERR
F5 #7535 Table JVBB.14.3.27, %5 5.3.5.1.1 1) ,

27421242 %)

W9 (MAEE. 27 L —F) ORBEESIX, FLAVASTHTT S ERBICHTE
Dro 7z [305/529 Bl (57.7%) . 275/528 fil (52.1%) ] . WifEHHEE b, HEY
FE) DL I L —FR 1 XF20EHTHoT=, 7L — K 3L EOEY (HATE O%

U> it

=N
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BEIAIL, 7L~ THET 61/529 il (11.5%) . 77 v AREET 41/528 il (7.8%) Th
- 7= (JVBB RBERIGER G #H 52 Table JVBB.14.3.9, % 5.3.5.1.11H)

P97 (A XD, WIRhORBREL P IEUIHREGEEE LI hBRE OFIG 1%
TN THTT 7 BRI XTE o7 [57/529 1 (10.8%) . 27/528 {3l
(5.1%) 1 2% (JVBB RBRIGERFE A £ Table JVBB.14.3.5, % 5.3.5.1.1 IH) | W h
ORI Z Pk U7 BRE OB G 1T, WE G L bITEr>72 [5/529 6 (0.9%)
3/528 il (0.6%) 1 (JVBB iBRIGERFAFEHREE Table JVBB.14.3.26, # 5.3.5.1.1 HH) .

7 (EAaE) (X0, MBIk Lo i, 7 53 b~ 78T 4/536 41 (0.7%) .
77w RREET 2/536 6 (0.4%) T o7 (JVBBRERIGERIRFEH A # Table JVBB.14.1.4,
% 5351.11H) |

27421243 /N RGRL A FE

MR E (FEAFE. 227 L—F) OFBEEIL, 7230~ THTT T BRI
te_CEno 7z [150/529 61 (28.4%) . 72/528 #il (13.6%) 1 ., Wif&GEEE BT, 1/,
BAME (iadE) OZ<IE7L—R 1 XiF20FEHTHo7-, 7' L— K 3L Eof/h
WAE (FEARE) OFBLEIGIX. MG L 1Ko [16/529 61 (3.0%) . 4/528 f
(0.8%) 1 (JVBB RBRIGER#AFE IS & Table JVBB.14.3.9, % 535.1.11H) , /'L —F 4
DI/ IBE (FEARE) 12, 7 A3 b~ 7 BT 1/529 5l (0.2%) . 77 B AREET 2/528
B (0.4%) 123 L7z (JVBB RBRIRERIAIE#H 3 Table JVBB.14.3.9, % 53.5.1.1 ) |
M/ E (RARE) 2B LI-HBRE Tk, BE Lo HBRE ICH T, W
R L b B ERORBE SN E N2z, M/ MIRAE iEsE) & i R
FROFGLY A7 L ORICBEEMEN R ST (552.74.2.1.651 HSH) |
MR E REEE) IS D TR OIRBRIEE Ik I G E T L gi5E oF
BlE. TN TRECTT T RARBICHTE 2 o7 [80/529 i (15.1%) . 26/528 #i
(4.9%) 1 728 (JVBB RERJEBBIEH S E Table JVBB.14.3.5, % 5.3.5.1.1 H) . Wi
DOIEEREE & Behrp 1k U7 oIS, WG58 & B0 - 72 [22/529 B (4.2%)
4/528 f5il (0.8%) 1 (JVBB ERIGERMRIE R # Table JVBB.14.3.26, % 5.3.5.1.1 IH) .
MR E (BEAFE) 1L D RBRF L L7 #BRE X, 7 A3~ 7 BET 8/536
(1.5%) . 77 vAREET 0/536 5l (0%) TH-o7= (JVBB iERIAERAFEHRE T Table
JVBB.14.1.4, % 5.3.5.1.1H) .

27421244 FE - EERFANEF SRS

T BRIERFMEARIEER (27 L —FK) ORAEAIX, JLVL~THTTT
TARBECH A TE o7z [68/529 1 (12.9%) . 29/528 fil (5.5%) 1 . WifhLEEE b
T - BIERFMREARIEGEREOZ X7 L — R 1 UL 2 DFERTH 7= (JVBB RERIE
B 55 E Table JVBB.14.3.9, % 53.5.1.1 3H) , 7L — F 3 OFE - RERFRMEA
EIEEREORBLEI AL, 7L~ TRHET 6/529 Bl (11%) . 77 BHREET 2/528 fi
(0.4%) ThH oz,
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FH - BIERRMEARSIEGREIC LD WT ORI 2 1k 3 528 L 72 45k
Flx, T LY TRHET 11/529 B (21%) . 77 BARRET 2/528 #i (0.4%) ThH o7z

(JVBB #BRIGEAIILH 5 Table JVBB.14.3.5, % 5.3.5.1.1 1) , F% - REXROR
ABJERREC X0 | BBRFE S IR L7234, W9 v FOLFIRI #ik (1 FILL L) D%
Fl [7 L~ T8 4/529 ] (0.8%) . 77 BEAREE 1/528 # (02%) 1 THY, Ty
N~ T XIET 7 'R & IE LIZ#BRE 1TV 0o 72 (JVBB RERIGER AR FEH 5 Table
JVBB.14.3.27 . O® Table JVBB.14.3.28, % 5.3.5.1.11H) ., F£7-, T -« BEBRAREAL
JEGERELS & 0 3B Ik L 72 12 W e o 72,

274213 %L
2.7.4.2.1.3.1 FOLFIRI &% & Dt AR D EMR L E S 11 4BERREER (JVBB ER)
JVBBiBR DL T D ER) 2 K 2.7.4.2-7T TR T,
IRERIEPIE B 5 B LI, IR 5205 30 H E T T LEHREOEAIX, W
BHERETHRECTCH - [T L2~ 78 23/529 6 (4.3%) . 77 &REE 29/528 #i
(5.5%) . LLFENE] (3% 2.7.42-7) . AFFRICI VT LIoEBREFOREGIT, M
HREL BITE o7z [13/529 651 (2.5%) . 18/528 f5 (3.4%) ] .

£R2742-7TRTEDEH (JVBB HER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N=1529 N =528
Primary Reason for Death n (%) n (%)
All Deaths 369 (69.8) 394 (74.6)
Disease Progression 342 (64.7) 369 (69.9)
Adverse Eventa 27 (5.1) 25 (4.7)
Deaths Up to 30 Days after Last Dose of 23 (4.3) 29 (5.5)
Study Drug
Disease Progression 10 (1.9) 11 (2.1)
Adverse Event 13 (2.5)b 18 (3.4)

Abbreviations: AE = adverse event; CRF = case report form; FOLFIRI = irinotecan, folinic acid, and

S-fluorouracil; N = total population; n = number of patients in category.

a Derived from the death CRF page and hence includes both treatment-emergent and non-treatment-
emergent adverse events.

b One patient in the ramucirumab plus FOLFIRI arm developed thrombotic microangiopathy and
intestinal obstruction, and the outcome of these 2 events was death on the AE CRF page. However,
‘study disease’ was reported as the cause of death on the Death CRF page; thus, this patient was not
included in this death table. As a result, N=13 under ‘Deaths Up to 30 Days after Last Dose of
Study Drug’ due to AE compared to N=14 under “Deaths Up to 30 Days after Last Dose of Study
Drug” due to AE in the AE summary table (5% 2.7.4.2-1).

Source: s106ds.rl.

TR BT E G O SET BT 5 - U DS TE IS, FURBORE, #
EEL RRFIEIZOMOFERONT LR L, T72bb, HEHEITEE
BT B R— VOB RICESEER L (£ 27427) o £, RBRESERIL, JEH
BEBFOREFRR—VIC, £HROS L — FROERE IR LE, L (FL—F
5) ILESEAERGE, AEHERS—VICT L— F § LRS- E HRIERIC LS
X HEE L (£2742-1 RV 2.7428)
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T RX—20 oy Z R, ERHREEORTICET X VICREE SN A ERFRI
FDEE (MG T 5261 & AEFRICETHIN—VTHESNTET (FL—
R 5) ICE-7-fAFEEG (W GHETR 40 f) OREFMEBENENRe> T, 0D
e, Bk, BEMEHR LT,

BEFRICLDILE 52 6 (F 2.742-7) I H, 37 FlOFEFGIIELE (FL—FK
5) CE-LAEFR LW EINTZT2D, EFHREEOREFEFZICETH -V THIEL
(ZLV—FR35) CE-TRFFEG L L THEINTZ, Y D 15 HlOFEFRITEEKS
%30 HEBRETHLDORATHY, £HEE (FL—F5) ICE-FEFG LS
N ool EFREEDAEFRICHET - VICHRE SR 5T,

L (FL—R5) ICE-TAFFG (F 2.742-1) THESNLHERF 406055
3BNE, TR Y EAIASE T OJRR 2 JFE B OB & 58 (£ 2.74.2-1) L, 2o, BT
(Z7L—R5) CESTHAFEFGZLRE LI E CTh oo (R2.742-1) . 203X
FEC DR (£ 2.7.4.2-7) T, FREOBEIZ L DT LR SN,

BB, LIHRE IR LEEAERRPN R CICE ST FRTH T ENE,
Mg, FENEFEMRENEFIICEHE Lz, TO/RR, Bl TORRK L L THRIES
niz LT (FL—FR35) BT AEFFRR] (T20 o7, JVBBREBROREWIH F v
TN O RIS ST, BRI E ORRBEBRE DR WETICESTofFEFES (7
L— R 5, PT, JEFIMEEDOHEFEFRGICET 2 X—VICiKS5<) OB VEIE %
7 2.7.42-8 287,

B (FL—R35) ICESTAEFEFERIT A6 [T L3~ T8 21/529 61 (4.0%) . 7
7 B AEE 19/528 6 (3.6%) . LAFIEE] ITHBLL 7=,

HEEGNED ST E (FL—FR 35) E-AEES (SOC) X, HMEE
[10/529 #1 (1.9%) . 4/528 5l (0.8%) ] . J&HER L OFAHSE [4/529 6l (0.8%) .
3/528 B (0.6%) 1 M OVUMERES [1/529 1 (0.2%) . 6/528 B (1.1%) 1 THh o7z,

TL—F 5 OMEERIUTT XTI LI~ TEET 4 FICHRBL LT (BE 2L 2 6,
KBz 16, NMEEL 16D . 77 ERETIEZ L— R 5 OEEEZLITRD bk
Mole, TNHDOEROFEMITE 2.7.4.2.1.6.6.1 THIZFLHE L 7=,

7 L— R 5 OMLEREIA LT AL 6 FHTFHILL, 7L~ THET 36 (B

ZE 2B R OVNBEAZE 1) . 7T B ARRET 36 (BPHZE 1 HIROA LD X 26]) Tho
77

7 L— K5 OHMBEFRGT 4 BIIEBLL, T AL~ 7REC 34 (B, K
MEOMMA 1 F) . 7FF78ABET 1 CRGHM 1 6) Thote, ZHLHDFERDFE
HIEES 2.7.42.1.6.5.1 HIZFHE LT,

JL— R 5 OFEIEICEET 2 EROEBEGIIHKZEHETRKTHY, Fov 0~
THEEC 4 (idE 3 B OMUEYES 3 v 7 1)) | T EARBET 341 (BufdE 1 f,
KRBT ALV ZHE LI RO V7 v T EBUIE 1 §]) TH iz,

71— K 5 ODLEREEIL 7THICREL, TV~ THT 16 (FERE) | 77%
REET 6B DOMEIE 1B, DAA 2 B, DR 1 F RO 2 6] ThoT-,
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FOMITT LN~ TRETRO BN L —F 5 OFESZL, LY@ERERT. ZH
AR, BYMERIESSIEBRE, HVE MR A, TR, At A E, TR K&
O (% 16]) Thoto,

B (ZL—R35) ZESTLAFEFZEDIL, FLV NV TOREDKRRERERE
SN o T FRIT, a2, i, RIBHm, KEBZEFL. D2l iR & Ot
KM N EE D% 1 Bl Th-7-, T L b~7 KO FOLFIRI %% (1 AlLL L) & oA
RERBGE SN o FRIL, BEFRL, WENES 2 > 7 R OWE MR B 0%

2.7.4  WERMZ M

1 I Codh-7-, FOLFIRI L (1 AL E) OAH L ORFEREGRE BT S e - T FHET,
BB MERESOIEERE R VERBAETH - 72,

WS (7 L— K 5) IZE -T2 EFRITEE QMR UK X 22 - 72,

£ 274281 (JL—FK5) ICE--AEFER CRBRELORRBZREMbHALY)
(PT) OHRBRHFEHEVEES (JVBB HER)

A EFLRIEBLHIE)
ZRE BRI System Organ Class RaI;uOC]l_r;?[]gaIb " | Placebo + FOLFIRI
FEARGE Preferred Term (N=529) (\I;(?;E%)
n(%)
Patients with any TEAE Leading to 21 (4.0) 19 (3.6)
Death
H ks Gastrointestinal disorders 10 (1.9) 4 (0.8)
A %E Intestinal obstruction 2 (0.4) 1 (0.2)
A8 2R L Intestinal perforation 2 (0.4 0
5 H i Gastric haemorrhage 1 (0.2) 0
- ifn Haematemesis 1 (0.2) 0
KR Large intestinal haemorrhage 1 (0.2) 1 (0.2)
KIGZRfL Large intestine perforation 1 (0.2) 0
AN IERE S Small intestinal obstruction 1 (0.2) 0
AN Small intestinal perforation 1 (0.2) 0
ALDA lleus 0 2 (0.4)
JRYE B L OV A HUE Infections and infestations 4 (0.8) 3 (0.6)
Fi i gE Sepsis 3 (0.6) 1 (0.2)
Wi =y Septic shock 1 (0.2) 0
R T A~V L ASE Bronchopulmonary aspergillosis 0 1 (0.2)
AR S dl 1k Klebsiella sepsis 0 1 (0.2)
— % RHEEB IO A OIREE | General disorders and administration 3 (0.6) 1 (0.2)
site conditions
E=X-gl N Y General physical health 1 (0.2 0
deterioration
Ll 4 Multi-organ failure 1 (0.2) 1 (0.2)
B HPERIE SOSIEGERE Systemic inflammatory response 1 (0.2) 0
syndrome
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A EFLRIEBLHIE)
2B RIS S System Organ Class RaI;uoC]l_r;?[]{aIb " | Placebo + FOLFIRI
FEAGE Preferred Term (N=529) (NI;(?;&
n(%)
g 20 d0 O R b Respiratory, thoracic and mediastinal 2 (0.4 1 (0.2)
disorders
e i AR Interstitial lung disease 1 (0.2) 0
iESE] Lung infiltration 1 (0.2 0
IR 422 1 E Respiratory arrest 0 1 (0.2)
LRI ESEROVNPATA Blood and lymphatic system disorders 1 (0.2) 0
I Ag P I 1 A2 Thrombotic microangiopathy 1 (0.2) 0
MR Cardiac disorders 1 (0.2) 6 (1.1)
LEAR Right ventricular failure 1 (0.2) 0
TN Cardiac arrest 0 1 (0.2)
DA Cardiac failure 0 2 (0.4)
LM IR Cardio-respiratory arrest 0 1 (0.2)
LM ZE Myocardial infarction 0 2 (0.4)
JIFRELIE b Hepatobiliary disorders 1 (0.2) 1 (0.2)
FFREZs Hepatic cirrhosis 1 (0.2) 0
SBPEFR A Acute hepatic failure 0 1 (0.2)
TR R b Nervous system disorders 1 (0.2) 1 (0.2)
Jibd s i Cerebral ischaemia 1 (0.2) 0
iR Cerebrovascular accident 0 1 (0.2)
B L O R EEE Metabolism and nutrition disorders 0 1 (0.2)
IR Cachexia 0 1 (0.2)
I e s Psychiatric disorders 0 2 (0.4)
T va—)LELH Alcohol abuse 0 1 (0.2)
SRR Suicide attempt 0 1 (0.2

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; GI = gastrointestinal; MedDRA = Medical
Dictionary for Regulatory Activities; N = total population; n = number of patients in category; TEAE =

treatment—emergent adverse event.

a Patients may be counted under more than one term.
b Includes only treatment—-emergent Grade 5 events.

MedDRA Version 17.0.
Source: s106ae3.rl.

TRERROMEE 5 B LIE, ik 514 30 B ETICRBLIZFROBZRLT, ek 5% 30 BUBRICRBL-H 555
#e, TEAE IZ5% 49727 X CD Grades DHREEH DI,

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_6_sum_ae_tedth_raise.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg P/Single—Use—Statistical-Program/Mdstat_ ADS/LY3009806/CRC_JCTD/JVBB/ads

Date: 20 HEHIEN

FTRTORETCICESTEAFEERD S L, WIFNOLOIRBE L ORRBEAKRESTE TSR

WEEES (PT KU A

) % JVBB

AERTE S

RIS E (5 5.3.5.1.1 ) © Table

JVBB.143.24 12, WINDPDOIRBRE L OREEBRERETCERVIECICET-HFEES
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AT LY EREERER G - B

D—RiEF 2.747-8 12, ERBEKREMDRVERNIE L -HHE O—% % JVBB Bk
IRER R A E (58 5.3.5.1.1 IH) @ Adverse Event Listings by Patient appendix (Z/K9°, 7
Ly =T7 LORREBNPEE T RVWAEFEFRIZLDETHIOSHERE OFMITER
2.7.6.4-28 (fHgk) (2= [HEBEKRERDRVWESRIT VBB MBRIEBRRE®REE (5

5.3.5.1.1 ) O Section 14.3.3 /] |

2742132  FOLFIRI X% mFOLFOX-6 &% & DH A DB E || BEERKER
(JVCB. JVBH R U JCDB &#5%)

JVCB, JVBH KU JCDB iR DT DEK &3 2.7.4.2-9 IZ777F, JVCB BTl 1A
BREEPIEI P 5 H LA, IRBRERR IG5 30 H £ TIZ T LIEBRE 1T\ W R o 72,

JVBH B ClX, T—#X—21 v 7 HZETIZ 3048 il (62.5%) DIETHRHE ST,
2/48 5] (4.2%) 13RI G 30 HUANDOHAEFRERICE DL LE TH-72 GREBR 111 HOR
PELAEEZE 1), BB 3 B OLMHELR 16) , Winb T L~ 7 & ORRERITE
EI N2 o Tz iy, AL 1 X mFOLFOX-6 ##ik & OREBER b & E S /s
Moz,

JCDB B CIx, 78 IO TN HE S 7= [Ram+mFOL6 #f 41/52 1 (78.8%) .
mFOLG6 #f 37/49 5] (75.5%) 1 . Ram+mFOL6 £ 3/52 fil (5.8%) 1XIEBRFK DL 5
TEHEF G-1% 30 HUANIZEET L7z, 3 Bl 1 Bl EOHE, 2 fliITAEESR [ZL
— K 5 OFEMEST (T Lo v~7 KO mFOLFOX-6 & ORFERIIEE S z) KW
MM R AE (T L3~ 7 KON mFOLFOX-6 & O EBRIIEE SN0 o72) ] 12k
DT L7z,

JVBH KUY JCDB #BR CWIT IO IEERHE L ORI RHREZ B ETERVWAETICE -T2
BEFRO - EETNENE 2.7.4.7-9 L 2.7.4.7-10 IR,
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R 27429 FT-NDEH (JVCB. JVBH R JCDB :%E&)

FOLFOX-Based Combination Studies

Study JVCB Study JVBH Study JCDB
(Solid Tumors) (CRCO) (CRO)

Ramucirumab Ramucirumab+ Ramucirumab+
+ FOLFIRI mFOLFOX-6 mFOLFOX-6 mFOLFOX-6

N=25 N=48 N=52 N=49
Reason for Death n (%) n (%) n (%) n (%)
All Deaths 0 30 (62.5) 41 (78.8) 37 (75.5)
Progressive Disease 0 2(4.2) 36 (69.2) 37 (75.5)
Adverse Event 0 2(4.2) 3(5.8) 0
Cause Of Death Has 0 0 1(1.9) 0
Been Noted As
Ischemic Stroke,
Metastatic Colon
Cancer
Disease Progression 0 0 1(1.9) 0
Liver failure 0 0 1(1.9) 0
Multi Organic Failure 0 1(2.1) 0 0
Probably Acute 0 1(2.1) 0 0
Myocardial Infarction
Other 0 0 2(3.8) 0
Not Collected In CRF 2 0 26 (54.2) 0 0
Deaths Up To 30 Days
After Last Dose Of Study
Treatment 0 2(4.2) 3(5.8) 0
Progressive Disease 0 0 1(1.9) 0
Adverse Event 0 2(4.2) 2 (3.8) 0
Cause Of Death Has 0 0 1(1.9) 0
Been Noted As
Ischemic Stroke,
Metastatic Colon
Cancer
Disease Progression 0 0 1(1.9) 0
Multi Organic Failure 0 1(2.1) 0
Probably Acute 0 1(2.1) 0 0

Myocardial Infarction

Abbreviations: CRC = colorectal carcinoma; CRF = case report form; FOLFIRI = irinotecan, folinic
acid, and 5-fluorouracil; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and
oxaliplatin); N = total population size; n = number of patients.

a Study JVBH did not collect the primary cause of deaths that occurred after 30 days of last dose.
Source: sisSrdth.rl.

2742133 ZOORER (JVBY R JVBF iER)

JWVBF R CHTICESTZAFEHERDO I H, WIFNLOBBRE L ORRER LR E TS
RNERO—E A2 2.74.7-11 17T,

JVBY B Cld, JETIERBD e o7,

274214 EBELAEEEZR

2.74.2.1.4.1 FOLFIRI &% & D RO ERR LR 11 4HERREAER (JVBB &ER)
HELHERRITRHE L OREMGRE B L THRE Sz, 1B S OREERIXE

BRIY R ASHINT L7z, JVBB BREROWT N OB RETORIBLEIE A 1%LL EO KRR

RaflbhWEELRAFEHRSE PT KUWAERE) OFRIFIELOEH G 2+ 2.7.4.2-10 | TR

T, JVBB REATHRD LIz, WTNhOBERIKE ORREREZ T ETCERVWEERA

EEHO—EE K 274712177,
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27 Vv — FORREREZMDRVERLRAFEROFREEG [T L v b~THE 189/529
Bl (35.7%) . 77 &AHE 164/528 5 (31.1%) . LATRIE] RO b— K 3 L EORA

Bz llbreVWEERAERERRORBE S [162/529 #

(30.6%) .

2.7.4  WERMZ M

141/528 31

(26.7%) 1 1%, WG CRIETH -T2, T AV NA~ TR THRIEGNE N - T EHE
mAEFRRIL, TR [19/529 61 (3.6%) . 17/528 #i (3.2%) 1 . WHPAZE (G FH)
[16/529 f5] (3.0%) . 13/528 il (2.5%) 1 KOFEEMELF R EREAGE [15/529 Bl (2.8%)
8/528 il (1.5%) 1 TH YV, WITN bFHIFISIIMEEREL bITEN -T2,
HAELAEFROITIE., CNETICH/ONTLLENET R 7 7 ANV ERRD LS 72
HERGERII/ONLRh o7,

£ 2742210 WTNAODEBRESEHTORBINEN 1%ULORREREZMHOEVEELE
EFEZR (PTRUHAE) ORBHHRVEES (JVBBRER)

Ramucirumab + FOLFIRI

Placebo + FOLFIRI

A EFLIEBLHEIE) (N=529) (N=528)
n(%) n(%)
Any Grade Grade>=3 Any Grade Grade>=3
Patients with any Serious 189 (35.7) 162 (30.6) 164 (31.1) 141 (26.7)
TEAE
ZRE RIS HE System Organ Class
FEARGE Preferred Term
B GRS Gastrointestinal disorders 82 (15.5) 66 (12.5) 69 (13.1) 59 (11.2)
il Diarrhoea 19 (3.6) 16 (3.0) 17 (3.2) 15 (2.8)
Mg - Vomiting 12 (2.3) 9 (1.7) 6 (1.1) 5 (0.9)
N Abdominal pain 7 (1.3) 5 (0.9) 12 (2.3) 9 (1.7)
N PHZE Intestinal obstruction 7 (1.3) 6 (1.1) 9 (1.7) 8 (1.5)
B Nausea 6 (1.1) 5 (0.9) 5 (0.9) 4 (0.8)
ANZEES Small intestinal 6 (1.1) 5 (0.9) 2 (0.4) 2 (0.4)
obstruction
JEIRE F6 JOVA AR HUE Infections and infestations 34 (6.4) 31 (5.9) 34 (6.4) 26 (4.9)
IS Pneumonia 6 (1.1) 6 (1.1) 6 (1.1) 3 (0.6)
Fi i gE Sepsis 4 (0.8) 4 (0.8) 7 (1.3) 7 (1.3)
— i RHEEBIOE G | General disorders and 27 (5.1) 18 (3.4) 23 (4.4) 17 (3.2)
IVARYINGIS administration site conditions
FEE Pyrexia 3 (0.6) 0 6 (1.1) 1 (0.2)
MK IO R REE Blood and lymphatic system 22 (4.2) 22 (4.2) 10 (1.9) 9 (1.7)
disorders
FEEMEAT BRI E Febrile neutropenia 15 (2.8) 15 (2.8) 8 (1.5) 8 (1.5)
T BRI E Neutropenia 6 (1.1) 6 (1.1) 1 (0.2) 1 (0.2)
WE s, M3 JJOMERRIE | Respiratory, thoracic and 18 (3.4) 14 (2.6) 18 (3.4) 15 (2.8)
= mediastinal disorders
i ZERE Pulmonary embolism 10 (1.9) 9 (1.7) 6 (1.1) 6 (1.1)
Rt Lo H = Metabolism and nutrition 11 2.1 9 (1.7) 13 (2.5) 11 2.0
disorders
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Ramucirumab + FOLFIRI

Placebo + FOLFIRI

B EFGIEHIE ) (N=529) (N=528)
n(%) n(%)
Any Grade Grade>=3 Any Grade Grade>=3

AARIHIE Decreased appetite 7 (1.3) 6 (1.1) 3 (0.6) 3 (0.6)

Jis A Dehydration 3 (0.6) 1 (0.2) 6 (1.1) 3 (0.6)
HAE Consolidated AE Term
M PH2E Intestinal obstruction 16 (3.0) 14 (2.6) 13 (2.5) 12 (2.3)
N Abdominal pain 9 (1.7) 6 (1.1) 14 (2.7) 10 (1.9)
it Fatigue 8 (1.5) 7(1.3) 7(1.3) 6 (1.1)
B P BRI Neutropenia 8 (1.5) 8 (1.5) 2 (0.4) 2 (0.4)
Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; MedDRA = Medical Dictionary for
Regulatory Activities; N = total population; n = number of patients in category; TE-SAE = treatment—emergent
serious adverse event.
MedDRA Version 17.0.
Sources: s106teae.r2, sl06ae.rl.

KRR AR DRVWEERAEES (PT XUWEE) O—% 4 JVBB REIRBHEHR

B (5 53.5.1.1 ) O Table JVBB.14.3.25 |2, 4, PRI, AFE. HilE & Y KRAS 25
FLARTE DT 43 5 FH Bl D AT % B % Table JVBB.14.3.16 (27~ T,

2742142

JVCB. JVBH & ' JCDB
2.7.4.2-11 {2779, JVCB. JVBH & O JCDB

FOLFIRI X [& mFOLFOX-6 &% & DGRBS E || 185

(JVCB. JVBH R U JCDB &)

RROEELAEFHESR (PT)

ER

D 3 B e OF & &2 &
D DIV IR & DK REER & T E

TERWEHERAERZRO BTN ThEK 2.74.7-13, £ 2.7.4.7-14 )y V% 2.7.4.7-151Z

ZNCAN

JVCB BR Tl 7L~ THED 2/25 5] (8.0%) ([CHREBKREZMbDRWEELRAE
FRPFEB LT,

JVBH RERTlX, 7 A3~ T8O 17/48 B (35.4%) (ZRREBIRA DR VEERA
EHGNHIL LT,

JCDB #Ba Cix. 28 BlCRRRBE bR VWEERGFEFLNAES L, Ram+mFOL6

BE [17/52 B (32.7%) 1 OFBEISH mFOL6 BE [11/49 5] (22.4%) 1 IZEHER_TE -

77,

RBREE, T Ao~ T T FHE L ORRBE/RE T ETCERVWEBERAESER
(PT) DEHIZ Z L4, Safety Statistical Reports for CTD (5 5.3.5.3.1 IH) ® Table 9,
Table 10 } O Table 11 {2777,
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FOLFOX-Based Combination Studies

(Soid Tumors) | (CRC) | S ICDB (CRO
A EFLIEBLHIE) Ramucirumab + | Ramucirumab + | Ramucirumab + HFOLFOX-6
FOLFIRI mFOLFOX-6 | mFOLFOX-6
eI PN | System Organ Class (N=25) (N=48) (N=52) (N=49)
FEARGE Preferred Term n(%) n(%) n(%) n(%)
Patients with any Serious 2 (8.0) 17 (35.4) 17 (32.7) 11 (22.4)
TEAE
TG 6 L OV 28 BUIE Infections and infestations 0 4 (8.3) 4 (1.7) 3.(6.1)
JEEIbE S Cystitis 0 0 1 (1.9 0
[ JEE G o P 1ol Device related infection 0 0 1 (1.9 0
R CEIND Infectious colitis 0 0 1 (1.9 0
IR S F e Urinary tract infection 0 0 1 (1.9 0
X R Abdominal abscess 0 1 (2.1) 0 0
]2 Anal abscess 0 1 (2.1) 0 0
NTET LAY Haemophilus infection 0 1 (2.1) 0 0
I BRI R IR G Neutropenic infection 0 0 0 1 (2.0
Rt Pelvic abscess 0 1 2.1 0 0
Jifi% Pneumonia 0 1 2.1 0 0
Je i Sepsis 0 0 0 2 (4.1
SRR AE Urosepsis 0 1 (2.1) 0 0
JIFRELIE b Hepatobiliary disorders 0 0 3 (5.8) 1 (2.0)
RHAE A EE Bile duct obstruction 0 0 2 (3.8) 0
JFAR 4 Hepatic failure 0 0 1 (1.9 0
B4 P22 Bile duct stenosis 0 0 0 1 (2.0
BRI OIREREE Renal and urinary disorders 0 1 @.1) 3 (5.8) 2 (4.1
37 a—YIEERE Nephrotic syndrome 0 1 (2.1) 1 (1.9 0
AR R A Renal failure acute 0 0 1 (1.9 0
JRPH Urinary retention 0 0 1 (1.9 0
JKBHIE Hydronephrosis 0 0 0 1 (2.0)
JRE PHEE Ureteric obstruction 0 0 0 1 (2.0)
R 25 BERF L OWERERE | Respiratory, thoracic and 1 (4.0) 3 (6.3) 3 (5.8) 0
& mediastinal disorders
I [ 3 Dyspnoea 1 (4.0) 0 1 (1.9 0
TN Pleural effusion 0 0 1 (1.9 0
Jiti ZEARIE Pulmonary embolism 0 2 (4.2) 1 (1.9 0
R & E Hypoxia 0 1 2.1 0 0
H R Gastrointestinal disorders 1 (4.0) 2 (4.2) 2 (3.8 5 (10.2)
28 Abdominal pain 0 1 @1 1 (1.9 1 (2.0
{5 A Constipation 0 0 1 (1.9 0
il Diarrhoea 1 (4.0) 1 @1 1 (1.9 0
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FOLFOX-Based Combination Studies

Study JVCB Study JVBH
(Solid Tumors) | (CRC) Study JCDB (CRC)
HEE GBI Ramucirumab + | Ramucirumab + | Ramucirumab +
mFOLFOX-6
el ok Svstem O al FOLFIRI mFOLFOX-6 | mFOLFOX-6 (N=49)
e IPNGE | ystem Organ Class (N=25) (N=48) (N=52) An((y)
B NG Preferred Term n(%) n(%) n(%) ’
PNIZLE Large intestinal 1 (4.0) 0 0 0
obstruction
INEEN Large intestine 0 0 0 1 (2.0)
perforation
L Nausea 0 0 0 1 (2.0)
AN ES Small intestinal 0 0 0 1 (2.0
obstruction
g i Vomiting 0 0 0 2 (4.1)
— - BHEERBLCES | General disorders and 0 3 (6.3) 2 (3.8 0
HRAL AR AE administration site
conditions
9T Fatigue 0 0 2 (3.8 0
PR EBGHEAT Disease progression 0 1 (2.1 0 0
FEEN Pyrexia 0 2 (4.2) 0 0
MIEF LV RS Blood and lymphatic system 0 3 (6.3) 1 (1.9 1 (2.0)
disorders
FEEMEAT BRI E Febrile neutropenia 0 1 @2.1) 1 (1.9 1 (2.0
R I S Coagulopathy 0 1 (2.1 0 0
P BRI S Neutropenia 0 1 @1 0 0
TN Cardiac disorders 0 2 (4.2) 1 (1.9 0
ML ZE Acute myocardial 0 1@ 1 (1.9 0
infarction
o filifaE 1k Cardio-respiratory 0 1 (2.1) 0 0
arrest
&, PR L OMLE S OF | Injury, poisoning and 0 1 (2.1 1 (1.9 1 (2.0)
SiE procedural complications
EiE STAE Medication error 0 0 1 (1.9 0
fi5 B B B Hip fracture 0 1 @2.1) 0 0
FEANZED B Infusion related reaction 0 0 0 1 (2.0
Rt Lo # = Metabolism and nutrition 1 (4.0) 0 1 (1.9 0
disorders
(KT NI Al E Hyponatraemia 0 0 1 (1.9 0
Jis A Dehydration 1 (4.0) 0 0 0
B, BRI OGEMRH] | Neoplasms benign, 0 0 1 (1.9 0
DOFEY (FHFBLORY | malignant and unspecified
— 7 EETe) (incl cysts and polyps)
HEWHELT Neoplasm progression 0 0 1 (1.9 0
TR R b Nervous system disorders 0 0 1 (1.9 0
b 1fn. 5 FEAE Cerebrovascular 0 0 1 (1.9 0
accident
1L Vascular disorders 0 2 (4.2) 1 (1.9 0
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FOLFOX-Based Combination Studies
Study JVCB Study JVBH
(Solid Tumors) | (CRC) Study JCDB (CRC)
HEE GBI Ramucirumab + | Ramucirumab + | Ramucirumab +
mFOLFOX-6
T Svstem O al FOLFIRI mFOLFOX-6 | mFOLFOX-6 (N=49)
e IPNGE | ystem Organ Class (N=25) (N=48) (N=52) An((y)
FEARGE Preferred Term n(%) n(%) n(%) ’
FENRIE Embolism 0 0 1 (1.9 0
VRN E IR M ARAE Deep vein thrombosis 0 1 (2.1 0 0
FEEIR MARAE Jugular vein thrombosis 0 1 (2.1 0 0
R s 2= Eye disorders 0 0 0 1 (2.0)
P Cataract 0 0 0 1 (2.0
R R B L O EREE Reproductive system and 0 1 (2.1 0 0
breast disorders
FE RS Adnexal torsion 0 1 (2.1 0 0

Abbreviations: CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; MedDRA =
Medical Dictionary for Regulatory Affairs; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil,
and oxaliplatin); N = total population size; n = number of patients.

MedDRA Version 17.0.

Source: sisbaesc.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_9_sum_ae_tesae_ss.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_idb_tmp1lb_df.sas

Data: V:/StatProg._G/StatProg D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/idb/ads

Date: 20 HIEHEEE

2742143 FODRER (JVBY RU JVBF SHER)
JVBF RBROIGERIE L DR EEREZ T ECTERVWEERAERRO - EE2E 2.74.7-16

W2,
JVBY R Cl, EELRAEFZRIIRO N1,

274215 BELAEER
27.4.21.5.1 WINHADBBREDRSERIEICES-HEER
2.7.4.2.1.5.1.1 FOLFIRI f&i%x L DA OEELRSE I ABERKRRER (JVBB ER)

JVBB D T AT L~ TRETORBLEIG N 1%L EO, WTNNhORBRE (7 40
~7 /7 7R NiT FOLFIRVELED 1 UL E) oG IEICE>T-FEES (PT XULHk
B8 OFRBUFIE L OEIG 2 2.7.4.2-12 127, 728, JVBB RO (W o0k
KOG PIICE S ToAEFS) X, RBRPIER 2 B BB P Ic T N OB 53

(7 L2 N~7 /77 8ARXIL FOLFIRLFEE) @5 b—FILU LOFEGFIEDJFRIA & 77
BEFEGEZRLTCBY., RBRPIEOFERN L oA EFRIGE R ERPEICE-S
TAEREGIIL. 2741211 HEER) |

FOLFIRI JRIEDOHEE P I B > T AEFROFBAFNGIL, FL AT HTT 7R
BEICHER_TED o7z [T AV b~ 7B 142/529 5] (26.8%) . 77 B AREE 66/528 f
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(125%) . LAFRIE] . 23 A~T IE7 T ROBEGHILICEST-AEHEROR
BEIAIT, mEGEEE LI o7z [19/529 61 (3.6%) . 7/528 f5il (1.3%) 1 .

FOLFIRI #iE (1 AILLE) OHIICESTEHAHFEER (T LAY THT 2% Lo
) 1. BEEAENE o A, R EkEE (ARE) [66/529 #i (12.5%) .
28/528 il (5.3%) 1 . M/t iE (sta k) [22/529 #il (42%) . 4/528 {3l
(0.8%) 1 . T#HI [12/529 fl (2.3%) . 7/528 fil (1.3%) 1 KOO0 %K [12/529 #i
(2.3%) . 6/528 %1 (1.1%) 1 ThH -7z,

—FH. TLEAINSTXIET T ROPILICEST-HEERESR (T AV TET 1%LL
) BEAROHRTH-T= [8/529 ] (1.5%) . 1/528 f5 (0.2%) ] .

£274212 S LV THTOERBREESN 1%ULEDOWVWT A DBBREDHZRESIE
(RERPIEEZRC) ITE--BEER (PTXII#HAE) ORBHHRVES (JVBB

HER)
Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N =529 N =528
n (%) n (%)
Patients with any TEAE leading to discontinuation of:
Any study drug 154 (29.1) 70 (13.3)
Ramucirumab/placebo 19 (3.6) 7 (1.3)
FOLFIRI 142 (26.8) 66 (12.5)
TEAEs leading to any study drug discontinuation
TP ERIBE (e Neutropenia 66 (12.5) 28 (5.3)
i)
MR E A Thrombocytopenia 22 (4.2) 4(0.8)
i)
T Diarrhoea 12 (2.3) 7 (1.3)
NS Stomatitis 12 (2.3) 6(1.1)
SR 0D 4 9 Mucosal inflammation 10 (1.9) 3(0.6)
EE R Proteinuria 8 (1.5) 2(0.4)
TEAE:s leading to ramucirumab/placebo discontinuation
EE T Proteinuria 8 (1.5) 1(0.2)
TEAE:s leading to FOLFIRI discontinuation
TP ERIBE (e Neutropenia 66 (12.5) 28 (5.3)
i)
MRV E A Thrombocytopenia 22 (4.2) 4(0.8)
i)
T Diarrhoea 12 (2.3) 7 (1.3)
NS Stomatitis 12 (2.3) 6(1.1)
SR 0D 4 9 Mucosal inflammation 10 (1.9) 3(0.6)

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; MedDRA = Medical Dictionary
for Regulatory Activities; N = total population; n = number of patients in category; TEAE = treatment-
emergent adverse event.
MedDRA Version 17.0.

¥ 1 : Consolidated terms are italicized.
W2 FHEFBILEEND T LU N~ T TORIEIEN 1%L O PTIXED 2T,
H3: AFFLICLY, TXToORREOR I GEBRPIL) [ZIZELRPSTZHOD, T A

L~ 7 KO E FOLFIRLRE 1 AILL Ea ik U 7o g 24850 L 7=,
Sources: s106ae2.r1, s106ae.r2, s106ae2.r2.
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BeHRIEICE ST AEFLO %% JVBB ABRIABRAIEHREE (5 53.51.1 H) ©
Table JVBB.14.3.26 |2/~

AR OWTHOMAER (AN, TVTAXITZOMOANFE) TH, F5FIEICE
ST-HEEZORBESIL, FLAVNASTHTT TR TENo 128, FEEE|
B OEGREMEITSHOER CRETH - 7o, AEOESEN MOk TIE, Wihn
DOIEFRHEDOE G HILICE > T A EFROFBBENGIT, WG IC, 77T AOEH
THADEMIZL R THE 2 -7, FOLFIRI #iEDOH ILIZE - - B EHEGORILE A 1T,
TYTN (42.7%, 20.4%) THA (23.0%. 10.9%) ([ZHE_XTENoT, TLAVILYT X
7T ERDOPIICESTEAFFRORIAEGIT. 77 A (45%. 1.0%) L HA
(3.5%. 1.5%) TR TH 7= (JVBB REBRIGHRIE R EE Table JVBB.12.24, %
53.5.1.11H) |

AEFEZOH LM (ANFE) ORERAH 274513 HITRT,

27421512 FOLFIRI X [& mFOLFOX-6 #&i% & D #F A DB || HERFREER
(JVCB. JVBH R U JCDB iE&)

JVCB, JVBH KU JCDB B CO TN DIRBREDO G ILICE > - FEESR (PT)
DRBFIE KR OE G A K 2.742-13127F, 2B, Zhb 3RO TWIFNHDOIRRED
THPIEICE 7oA EFFR] (F ARG T M OFER P IERRZ — A 2L EOREREE (F 4
=TT TR, ROYIZOAE) ORGP IEOFKE o - A EEL LT,

JVCB RBRTlX, WINhOEERE (7 43 v~ 7 KO/ it FOLFIRI #iE) O 5
HIRICE > A EEHRIT 3256 (12.0%) IZHEI LIz,

JVBH B CTlL, WINHDERIE (7 L3~ 7 KO/ it mFOLFOX-6 #ik) O
Fe G R ICE » 7o A EF L 24/48 B (50.0%) (TR LTZ,

JCDB R TlX, WIFha 0B (7 A3 b~7 K1/ Xt mFOLFOX-6 #ik) O
B G R ICE > A EEROREIE AL RamtmFOL6 BET mFOL6 FEICHE R TEd -7z

[Ram+mFOLG6 Ff 18/52 5l (34.6%) . mFOLG6 Ff 6/49 5] (12.2%) ] .

R2742-13 LWIThHDBBREDRERIIZES-FEEZR (PT) OFBHHKRVEE
(JVCB. JVBH R U JCDB & E&)

FOLFOX-Based Combination Studies
Study JVCB Study JVBH
(Solid Tumors) (CRC) Study JCDB (CRC)
HEE GBI Ramucirumab + | Ramucirumab + | Ramucirumab +
mFOLFOX-6
- s o al FOLFIRI mFOLFOX-6 | mFOLFOX-6 (N=19)
Y ING | ystem Organ Class (N=25) (N=18) (N=52) ) o
FEAGE Preferred Term n(%) n(%) n(%) nth
Patients with any TEAE 3 (12.0) 24 (50.0) 18 (34.6) 6 (12.2)
Leading to Any Study
Drug Discontinuation
— k- R HEFESIOH | General disorders and 0 4 (8.3) 4 (7.7) 1 (2.0)
RS NARYN: i administration site
conditions
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FOLFOX-Based Combination Studies
Sod Tomors | (CRO) | S JODB (CRO)
A EFLRIEBLHIE) Ramucirumab + | Ramucirumab + | Ramucirumab + | 0 oo o
FOLFIRI mFOLFOX-6 | mFOLFOX-6 B
eI PN System Organ Class (N=25) (N=48) (N=52) (N=49)
AT Preferred Term %) n(%) n®) (%)
T Fatigue 0 0 2 (3.8) 1 (2.0)
T TAE Asthenia 0 0 1 (1.9 0
FE UM T Non-cardiac chest pain 0 0 1 (1.9 0
HTE Chills 0 1 2.1 0 0
iR E Impaired healing 0 1 (2.1 0 0
FEER Pyrexia 0 2 (4.2) 0 0
MiRF LUV /RS | Blood and lymphatic 0 2 (4.2) 3 (5.8) 0
system disorders
I R ERIRAE Neutropenia 0 0 2 (3.8) 0
=il Anaemia 0 0 1 (1.9 0
MR E Thrombocytopenia 0 1 (2.1) 1 (1.9 0
B Bone marrow toxicity 0 1 (2.1) 0 0
Fil e Nervous system disorders 0 15 (31.3) 3 (5.8 2 (4.1
b 1fn. 5 TR Cerebrovascular 0 0 1 (1.9 0
accident
K== — /S F— Neuropathy peripheral 0 4 (8.3) 1 (1.9 1 (2.0)
KPR =2 —nm8 Peripheral sensory 0 0 1 (1.9) 0
F— neuropathy
e A Convulsion 0 1 2.1 0 0
FL R Dysaesthesia 0 4 (8.3) 0 0
ST SRR Hypoaesthesia 0 1 (2.1) 0 0
il Neurotoxicity 0 4 (8.3) 0 1 (2.0
SERA Paraesthesia 0 1 @21 0 0
PR Syncope 0 1 (2.1) 0 0
JRYUE B L OV A HUE Infections and infestations 0 0 2 (3.8) 0
= A i ] e Device related 0 0 1 (1.9 0
infection
MR Eye infection 0 0 1 (1.9 0
BRI OIREREE Renal and urinary 0 2 (4.2) 2 (3.8) 0
disorders
37 a—YIEBERE Nephrotic syndrome 0 1 (2.1) 1 (1.9 0
E{=PR Proteinuria 0 1 @21 1 (1.9 0
ML 2R, BRI L OMHERE | Respiratory, thoracic and 0 3 (6.3) 2 (3.8 0
fEsE mediastinal disorders
IEF-0% IR Dyspnoea 0 0 1 (1.9 0
TN Pleural effusion 0 0 1 (1.9 0
[ENi= s Hypoxia 0 1 2.1 0 0
JHiZEAR R Pulmonary embolism 0 2 (4.2) 0 0
MR Cardiac disorders 0 0 1 (1.9 0
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FOLFOX-Based Combination Studies
Study JVCB Study JVBH
(Solid Tumors) (CRC) Study JCDB (CRC)
HEE GBI Ramucirumab + | Ramucirumab + | Ramucirumab +
mFOLFOX-6
- Svstem O al FOLFIRI mFOLFOX-6 | mFOLFOX-6 (N=49)
an B IR 3 4 ystem Organ Class (N=25) (N=48) (N=52) e
B NG Preferred Term n(%) n(%) n(%) ’
MDA ZE Acute myocardial 0 0 1 (1.9 0
infarction
R pE = Eye disorders 0 0 1 (1.9 0
il 1A H i Vitreous haemorrhage 0 0 1 (1.9) 0
5 ke Gastrointestinal disorders 2 (8.0) 4 (8.3) 1 (1.9 0
I~ JFi Diarrhoea 1 (4.0) 1 @2.1) 1 (1.9 0
N Abdominal pain 0 2 (4.2) 0 0
e P Dysphagia 0 1 @1 0 0
PNIZLE Large intestinal 1 (4.0) 0 0 0
obstruction
g - Vomiting 0 1 @2.1) 0 0
FERG R L O TAAKREE | Skin and subcutaneous 1 (4.0) 1 2.1 1 (1.9 0
tissue disorders
B FE 5 Skin ulcer 0 0 1 (1.9) 0
FAE - RIEFEARANTEA Palmar—plantar 1 (4.0 0 0 0
AREERE erythrodysaesthesia
syndrome
SEIFRE Urticaria 0 1 (2.1) 0 0
1L Vascular disorders 0 2 (4.2) 1 (1.9 0
1 I Hypertension 0 2 (4.2) 1 (1.9 0
K i = Hypotension 0 1 2.1 0 0
EE PEBLOMES | Injury, poisoning and 0 0 0 1 (2.0
PHE procedural complications
TEANTHES SOE Infusion related 0 0 0 1 (2.0)
reaction
B AR AR AT Investigations 0 0 0 2 (4.1)
MmAEU e A8 Blood bilirubin 0 0 0 1 (2.0
increased
i R AR A Platelet count 0 0 0 1 (2.0)
decreased

Abbreviations: CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; MedDRA =
Medical Dictionary for Regulatory Affairs; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil,
and oxaliplatin); N = total population size; n = number of patients.

MedDRA Version 17.0.

Source: sisbaesc.r12.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_70_sum_ae_teac_disany_ss.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_idb_tmp1lb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/idb/ads

7 JVCB R TlX, AEFRICLY ., T A /b~ 7 Xt FOLFIRI R 1 UL & ik U7 g 245 LTz,

JVBH #HRClZ, AEFRICLY., 7230~ T KO/ Xk mFOLFOX-6 #&i% 1 FILL B ik Uiz 2 4E5 Ui,
JCDB R Tlx, AEFEFRICLY . 7 AV~ T7 KT/ X% mFOLFOX-6 &L 1 HILL & ik Uiz gl 245 LTz,
Date: 20 iHIEEHIEEE
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T LY~ T IIMEFRIEOHR G ILICE T A ERES %, LT h Safety Statistical
Reports for CTD (% 5.3.5.3.1 I2) @ Table 20 }2 Uf Table 21 (27" 7,

2742152 BEZLE (BSEH. BEXEIRKRE) ITE--FFFR
2.74.2.1.5.2.1 FOLFIRI &% & D6t AR D EFEHE E S 11 #BERIREER (JVBB 3ER)

JVBB R DIGBREMFI W H TIX, AFFERICLDLD 7LV A~T /T TR KDT
FOLFIRI JEVE O #5255 (B HIEH), JiiE ITIREK) DOEENBE STz, EE
FILHED R 2 55 2.7.6.4.2.5.5.2 THIZ R T,

JVBB iRBRD T L L~ TRECTORRBEI G 1%L LD, IRREOEEAT (BT,
W SUIIREE) IR EFES (PT I EGFE) OFRBGIHE K OEIG 2R 2.74.2-14
(a7 e I

WTADLDOIRBREOREER (EEH, BEXIIKRE) CESTAEFROFKIE
B, TV NV THTT T BRI TE N2 [T AV~ T7RE 409/529 i
(77.3%) . 77 RRE338/528 i (64.0%) . LATRIE]

MG E BICRGEEOERHITIAEFLZTHY . BELE O TIIRGEH N
Zinolo, K2, WINPDIRBREOIRIE, WNZT Lo ~T /778K, 5-FU XX
AV T AORPEIL, WThbAEFEFRICLD DO THoT, 5-FU XAV /T
ETLUNTT ORI OEGIIFAETH -T2, WELOIKRE L - BRE OFIA X,
55FUXUIA D 2 T H Y TED -T2, T LY~ T TiHE -7,

WTNDOIERIEDO R ELETICE T HAEFESR (T LI~ THET 5% L) X, 4F
HERIEDE  GREAal)  [253/529 i (47.8%) . 193/528 #il (36.6%) 1 . M/IMisiiiE
(HEEFE)  [80/529 i (15.1%) . 26/528 5l (4.9%) 1 . ¥ % (seAeE)  [57/529 i
(10.8%) . 27/528 f5l (5.1%) 1 . T#i [68/529 f5il (12.9%) . 60/528 %l (11.4%) 1 .
OPNZE [38/529 B (7.2%) . 20/528 %l (3.8%) 1 K OSKEREDAKIE [28/529 #il (5.3%) .
10/528 B (1.9%) 1 TH o7z,

TAUNTXIET T ROBRELEFICESTLAEER (TLV NV~ TEHET 5%
) L EREOE GRARE) [177/529 Bl (33.5%) . 131/528 B (24.8%) 1 . /)
B e (sta k) [51/529 B (9.6%) . 21/528 #i] (4.0%) 1 . H95 (FEAFH)
[44/529 B (8.3%) . 18/528 il (3.4%) 1] K OVFH [29/529 f5il (5.5%) . 28/528 {4
(53%) ] Thot,

FOLFIRI 875 (1 AILLE) OFGEFIZESTZAEESR (T L~ THET 5%LL 1)
X, A ERIAE (AR [253/529 il (47.8%) . 193/528 i (36.6%) 1 . IfL/INjk
DIE (FEEFE)  [80/529 B (15.1%) . 25/528 f5il (4.7%) 1 . ¥ [66/529 fil (12.5%) .
59/528 Bl (11.2%) 1 . %% AR [52/529 B (9.8%) . 24/528 #i (4.5%) ] . M
W4 [38/529 il (7.2%) . 20/528 5 (3.8%) ] M OKEMEDOKAE [28/529 #i (5.3%) .
10/528 B (1.9%) 1 TH -7z,
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R274214 SLYVILR THTORBEEN1%BULDBAREORELEHIZE--FE
EZ (PTXIIHEE) OEBRHABMKRUVEIS (JVBBRER)

infection

Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N =529 N =528
n (%) n (%)
Patients with any TEAE leading to dose modification of:
Any study drug 409 (77.3) 338 (64.0)
Ramucirumab/placebo 345 (65.2) 265 (50.2)
FOLFIRI 405 (76.6) 330 (62.5)
TEAEs leading to any study drug dose modification
TP ERIBE (e Neutropenia 253 (47.8) 193 (36.6)
i)
MRV E A Thrombocytopenia 80 (15.1) 26 (4.9)
i)
W GhAEE) Fatigue 57 (10.8) 27 (5.1)
T Diarrhoea 68 (12.9) 60 (11.4)
NS Stomatitis 38(7.2) 20 (3.8)
SR 0D 4 9 Mucosal inflammation 28 (5.3) 10 (1.9)
1 Hypertension 21 (4.0) 1(0.2)
EE R Proteinuria 18 (3.4) 6 (1.1)
HE[ Nausea 14 (2.6) 10 (1.9)
P B0, Pyrexia 12 (2.3) 5(0.9)
A R Upper respiratory tract 12 (2.3) 4(0.8)
infection
T . BERFME Palmar-plantar 11(2.1) 2(0.4)
<A ) erythrodysaesthesia
NEEARAFE syndrome
FEENVE AT BR YD S Febrile neutropenia 9(.7) 8 (L.5)
M Vomiting 8 (1.5) 4(0.8)
M9 (A EE) Abdominal pain 6 (1.1) 6 (1.1)
[ J7% 4k B L8] i Y Device related 6 (1.1) 5(0.9)
infection
I ER R AE (e Leukopenia 6 (1.1) 4(0.8)
i)
NGRS Weight decreased 6 (1.1) 2(0.4)
s Malaise 6 (1.1) 2(0.4)
TEAE:s leading to ramucirumab/placebo dose modification
TP ERIBE (e Neutropenia 177 (33.5) 131 (24.8)
i)
MRV E A Thrombocytopenia 51(9.6) 21 (4.0)
i)
W GhAEE) Fatigue 44 (8.3) 18 (3.4)
T Diarrhoea 29 (5.5) 28 (5.3)
1 Hypertension 20 (3.8) 1(0.2)
EE T Proteinuria 18 (3.4) 6(1.1)
NS Stomatitis 17 (3.2) 10 (1.9)
SR 0D 4 9 Mucosal inflammation 15 (2.8) 4(0.8)
P B0, Pyrexia 12 (2.3) 4(0.8)
A R Upper respiratory tract 10 (1.9) 4(0.8)
infection
FE AP i v BRIBUVDE Febrile neutropenia 9(1.7) 5(0.9)
[ J7% fk BR8] i Y Device related 6 (1.1) 4(0.8)

TEAE:s leading to FOLFIRI dose modification
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TP ERIBE (e Neutropenia 253 (47.8) 193 (36.6)

E

EL\*&?}&’}‘E Ea Thrombocytopenia 80 (15.1) 25 4.7)

E

G1=]

ﬁ;‘» (Ke B 2E) Fatigue 52 (9.8) 24 (4.5)

TR Diarrhoea 66 (12.5) 59 (11.2)

N Stomatitis 38(7.2) 20 (3.8)

FEIE D 4 JE Mucosal inflammation 28 (5.3) 10 (1.9)

HE Nausea 14 (2.6) 10 (1.9)

P B0, Pyrexia 12 (2.3) 5(0.9)

A R Upper respiratory tract 12 (2.3) 4(0.8)
infection

T . BERFME Palmar-plantar 11(2.1) 2(0.4)

A T Z;ifltélrrgfl}ésaesthesm

FEENE AT BRI Febrile neutropenia 9(1.7) 8(1.5)

I Hypertension 9(1.7) 0

M@ - Vomiting 8(1.5) 4 (0.8)

s Malaise 6 (1.1) 2(0.4)

I ER R AE (e Leukopenia 6 (1.1) 3(0.6)

i)

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; MedDRA = Medical Dictionary
for Regulatory Activities; N = total population; n = number of patients in category; TEAE = treatment-
emergent adverse event.
MedDRA Version 17.0.

7¥ 1 : Consolidated terms are italicized.
W2 FHEFBICEEND T LU~ T HTORIEIEN 1%L O PTIXED 2T,
W3 AEFLICLY, 7200 ~<7 KO/ XL FOLFIRVEE 1 AILL E&2 B 5280 (& 54E

B R SUIIRIE) L7k 25 LT,
Sources: s106ae4.r1, s106ae.r3, s106ae4.r2.

27421522 FOLFIRI X (& mFOLFOX-6 &k & DA DES 5 || tHERRFXER

(JVCB. JVBH R U JCDB &58%)

JVCB, JVBH &' JCDB #BR CWIT NN OIRBRIE OB 528 (B G IR, Jelis SR
) ICE-TAFEESR (PT KU A ORBFIBKLOEEG LK 2.7.4.7-17 1R T,

JVCB B TiL. WIFNhoiERE (T 43~ 7 KO/ it FOLFIRI #&iE) 05
BRICEST-HEEGIT 1125 61 (44.0%) ([ZRBLLT-, BBEIENEN o - EGILMH+
KA E (FEaas)  [625 B (24.0%) 1 KOYEST (Widak)  [2/25 B (8.0%) 1 Th
-7,

JVBH R TlL, WINhDIRERE (7 L3 b~7 KO,/ XX mFOLFOX-6 #ik) ©
BHEFICE - HEEGIT 46/48 # (95.8%) ([CRBLTZ, BEHENENE M- HESIT
AR ERVDE (BEaEE)  [21/48 i (43.8%) 1 . #hidEtE [16/48 # (33.3%) ] MK OMM
IRV E EARE)  [13/48 41 (27.1%) 1 Th o1z,

JCDB i B Tl%X. Ram+mFOL6 BE D 38/52 fi] (73.1%) K& T' mFOL6 Ff > 28/49 fil

(57.1%) ICWFRDIEREE (T L2~ 7 K1Y,/ XL mFOLFOX-6 ##ik) O 525 H
B ST AEREENREI L, BEFENE» o2 FGIT, FPERBOE (G
[Ram+mFOL6 #f 14/52 {5 (26.9%) . mFOLG6 ¥ 18/49 f5l (36.7%) . LAFREINE] | 1/
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e (LA ak)  [13/52 B (25.0%) . 9/49 1 (18.4%) 1 KUY (HAH)
[10/52 51 (19.2%) . 4/49 5] (8.2%) ] TdH -7,

WTNNDIRRIE, 7 L N~ T KM FIRIEORGELICE T AERER (PT) %
Z I FL Safety Statistical Reports for CTD (5 5.3.5.3.1 IH) @ Table 23, Table 24 K}
Table 25 (2777,

2742153  ABR—FOLFIRI &% & Dt MO ERRAERSE I 8RR (JVBB &
%)

WP OB L OREBEGE S EETEARAVAEERRICL Y AR L-EREOES
X, TLAV=TRE (19.7%) TT T BREE (13.6%) ([ZH_XTEPoTZ, WHRETL O
AR O Tl GEAERE) 13, L A~TRET 162 H Q70 H) . 79 RET
162 H (355 H) Tholo, ABRBIMOTRMEILT L~ T FET 9.0 B (FipH : 1~
258 H) . 7B ARBET 8.0 H (#uPH : 1~377 H) Tholz, #EE L DO ARREED
STEHE FEYERE) 135 A< 7REC 130 (0.6[H) . 75 HAREET 13 (0.7 )
Tholz,

ABRICE -T2 FEES (PT KUHAE) OO b, MBI RBO bl HqT, Wik
HBREE bic, T L17/529 61 (3.2%) . 17/528 B (32%) ] . MHPAZE (B & &)
[16/529 Bl (3.0%) . 13/528 B (2.5%) 1 . FERELFPERBUE [12/529 61 (2.3%) |
8/528 il (1.5%) 1 . mant [12/529 # (2.3%) . 6/528 fil (1.1%) 1] KROWEW (Feas)
[9/529 5 (1.7%) . 13/528 5 (2.5%) ] &, WifGRETRKETH -7,

2742154  miEMH/NDEE—FOLFIRI &% & DS RABOERILRESE I MR
B (JVBB :ER)

TAVNSTHO 1T L— R 5 OmeEprNAEENBEL L7, Y%FEREZUT
IZHERT D,

o krtmt mngs  as]p 72~

MEEBRE T, B 3 A 7 AT R, M/ MREAEIZ XL Y FOLFIRI LD 5% 1k
L7z, ZLVN~7 O ITME LT, BREACEEOZD®EEZZ L (B4R |
T LV T RGO 17T BZITIBAZEIZ I D ABEL7Zb 0D, ZTOMAIET Lz,
TR E b SERNRRRE B QMR ER N UE R IC L D Zliggs A 2 Th o 7o, A%
HERFICEARIT Do T2, ZREOY VT F = U HBINEEEZ £ 5 BAERHRE SN
Too WRERFTRD DI, MUNMEREIC M O 2O NIREEE & 2R Sz, BRI\ E
AL, HkeoHik, R ARERUNLERE (750 v~ 7 LRAERH LS LIV
V) UFFRBOHEOWT N TH L0 T2 e Lz,

BeBRF OFEM 72 iR A2 R 2.7.6.4-28 (fHEk) KO JVBB RUBRIGBRMBIE M EH (5
5.3.5.1.1 IH) ® Section 14.3.3 (27”7,
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P AT LY AR RS - B

274216 HITEFEITREHEFSRER (JVBBHE. JVCB. JVBH R U JCDB B,
it < JVBF HER)

JVBB R, 7 L1/~ 7 KU FOLFIRI #ikAw W7o TR E AT A k5 L L
728 1 MEERRBR (JVCB #BR) M OVT A b~ 7 KN mFOLFOX-6 #ik % W2 inf
PERENG - R R 2 xS L U725 1 MERARRER (JVBH & O JCDB #BR) | W ONTAHT
AR B xR & U725 I AHERRERER (JVBF 3BR) OFFIZIER TR FAEFERER O
i 2 AT R T

BHCHEH T REFEHEHL LT, FAVAY T CHATREAFERS (IRR MHEFES,
AR RS RERMEERESR, Bk EREERES, FIRneERMEES, H
m%L$% mm ZEALBEES . O oMM O AR ES . AlGIREREE, B, I

/G, PN P MERE R RE) A BTN L 7,

7AVW77TEETN%ﬁ%$%i\WMFX@VHEKZ%ﬁTéE%%E%@%
TOHMAN L BEE T D RN H DA FFR, b LITT LI~ T & AT IERRRRER
XIZURTOBRKRRR CBE INTAERFLTH D, B, 7LV NV T THEATAREA
FEGRBIRFOMUCE L, nBRFEREEFICIT, BREORGHIE, BE5EE (&5
FEH . R SUTIRIR) ROPEHEOMHOFEMREREEZRE L, b0tz
JVBB fRBR IR B FE 5 (4 5.3.5.1.1 TH) @ Section 9.4.6 (27377,

ZOMIZER T REFEFES L UTHEMEMEELTM L7z GEFlIX, & 27412 5
M)

¥, LFOHETIE, BRELORRBEREZMORVWAEFERIZ OV TRM LT,

FAVNY T CHEBTAREAFERERZHI LICAWRE OFEM 2 im 2 JVBB RBRIE
BRiafimEE (58 5.3.5.1.1 TH) O Section 14.3.3 [Z/R” 7,

2.7.4.2.1.6.1 IRR BEE R
2.74.2.1.6.1.1 IRR E:#EER (JVBB iER)

JVBB REATlX, ZAVN~T7 XE7 78R FEEGRNIY 72 B RTIIVREDE R
X3 v HI ZHREERERRSEORERELZHERE L, £/, 753 0~7 7 7 BRICkK
K357 L—F 1% 20 IRRBEEFEGRFIALESGEIEL. TO®BDOT L)L~ 7
7T ROBEERICHREEZ VAL L, 7L —F 3 Xt 40 IRR BEFESNEH L2
Bl TV N7 XII7 78 RoFKE52hIE+52 &L LT,

TRBRE BRI ORISR O HEI G 1L, WMEGHETRBETH -2 (RIEEOELHIZ O

TiE, 5527413.12HBR) |

JVBB iR TR b v, IR G & ORI 72 BEE 2 o7y IRR PHFHR OFEH]
B OFIG &3 2.7.4.2-15 1R T,

IRR B S (227 L—R) 1&, FLI A~ TEET 31/529 ] (5.9%) . I BREET
16/528 B (3.0%) [ZHBL L=, L —R 3 OFERIT, 7L~ T T 4/529 f
(0.8%) . 77 &AREET 2/528 i (0.4%) IZHH LIz, FL—F4XF7L—FK50F
SGUImE G5 E b ICROONR o T,
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7LV 7T IRR B#ESER 2RI L7 31/529 61 (5.9%) @ 55 24/529 Hi
(4.5%) TiE, IBEBREYEMICLVIRRED S b7ty 1 AILLE L OREBEESE
Eéﬁ’bfﬁﬁloﬁ_o 13/529 5] (2.5%) TT LI A~7 L DOREBEBIEE I NT, 14/529
B (2.6%) T FOLFIRI &5 & OREREARNEE SN2 hoTc, 77 2AREET IRR B#E
LEFHL LT 16/528 # (3.0%) @9 H 12/528 #il (2.3%) Tix. R Y ERC X VA
BREED 5 A &b TR EE OREBEBRRGE SR o7z, 7/528 1 (1.3%) T
TR EDOREERNSEE ST, 9/528 fil (1.7%) T FOLFIRI ik & OKREARIS
E A7 o7z (JVBB iBRIG SRR FEH 5 & Table JVBB.14.3.29, # 5.3.5.1.1 1) .

BB EMIL, AEFZORRBERLHET 2B, WREL L TR LETXTO
A& ORPBERZHE LTz, HNEFHEMREOEFRFALIC LY, IRR BEEESIIIE
BB G OY A THBICHBLTHEY, IFREYEMOREBEBRHEE b —%T2 2
LR TE T,

mEGHEE BT, IRR BIEES L RBL L IHRE 0% Ik, WO REREL h ik
KT EERT L Z 72 < BfE LT,

WD OIEBRIEOH IE TR GEEICE S T2 WRF 1TV iedoTe, TLAV A~ TR
T, ZLV 07 OREHIEICE 7 IRR BEFERIIFE O 517, FOLFIRI BIED 1
FILL EDOEGHRIICE ST FRIT 2 BIORTHI LTz, 77 BERETIE, WThhrola
BRSO 5 R o 72 IRR B#EFERITRBO bz ho T,

TLUNTHETIE, 7LV~ T ORGER (FGEH, BE IR TE-72
IRR BI# 520X 3 f5l, FOLFIRI JEIEDWT 0D HA| O 5 FIZ%E - 7= IRR B#HFR
X 6 BNCHRELL 7=,

TFLAVNSTHTTL— R 3OFEZERBELLTEREIZ 4B THY, ZDO5HLT L
N~ T OG5 EFIELTWREIL 1 flThole CYEEBRE L. 7 AL~ 7 OY)E
HH%IZT Dy~ T O % H 1k L, FOLFIRI BIEDO B G5 11 4 7 Vi L72)
7L — K 3 OFEGERI LMo 2 Fl T, 1BEBRIY EROHENIC X 0 IRBRIE L OKE
BRZ G E S, BB E2ET Loz, WTEhowia#E ¢t IRR BiEHESIT
BRELEP- T,
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% 2.7.4.2-15IRREEEZR (Pooled AE term R U PT) OHFIRHIHK RV EIS (JVBB &

ER)
Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term
i A lGes | G4 | ons | ™Y | Grs | Gr4 | Grs
FEARGE Preferred Term Grade Grade
IRR B #5 Infusion related 31 (5.9)| 4 (0.8) 0 0 |16 (3.0)] 2 (0.4) 0 0
reaction
EATHIX Infusion related |19 (3.6)| 1 (0.2) 0 0 |10 (1.9)] 1 (0.2) 0 0
it~ reaction
I HOE Hypersensitivity | 6 (1.1) 0 0 0 5 (0.9) 0 0 0
Wi BOE Drug 3.6 1 (0.2 0 0 2 (0.4] 1 (0.2 0 0
hypersensitivity
TFIT4TF Anaphylactic 2 (0.4)] 2 (0.4) 0 0 0 0 0 0
— it reaction
Y ALK Cytokine release | 1 (0.2) 0 0 0 0 0 0 0
HAJE A syndrome

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—-Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE

7 L—FR 3@ IRR BHEEZ KRS L— K 1 OV A b B A U HAEBER %2 LR IC 83

Zals

S ALV TR
TF7 4 7% —KIs (FL—R3)

o Pmoninn wmEEs 2 - F oo B 125 R
TV TEREEGD 83 H: (H 4V A 7 NMCHRALEAFERFRICLVEE2F
1) . oAV )T A RO S FURKE GO TH%Z] IT7LV—R3D7F7 4 7%
U—OE (EEZRAEERS) NREBLL, HBREIT 1| BARAR LIBRER &S Sh
7o WA, REGITHEKR L, BRILYEMIIAES & T X CTORBRIE L DR
BREREL, KAFERIZEDAV )T H RO 5-FU OFGER TR o0, HRE
ILRRBRBH G 134 B R IR B OMEIC L R BRAE ik L7,

TFT7 4 T7F s (FL— R 3)

o Prorakt wmEES 2 w3 G s nR. H
DT L)~ T7 KT FOLFIRI FRIER A& GO 25 %) ([T L—F 3077747
FU—t GEEE) BREBLUZ, $BRFIRREZEE S, B, KAEZITHE
KL, IBBRYEMIIAESZ L VWTHOBRIEE OREBEGLEE L, KAERIC
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K BDIEBRIDEE Lo 72, REITREREEME 82 B 2 IR A OBEEIZ LV iRk
gk L7,

YA b IA RHIEGEE (L= 1)

droa st @mEEs Lo ;%3921 pay1 GRERBIKO 30 H
%, DT LI~ 7 KON FOLFIRL JREDO R GRLG 15 BHE) I L—R 10O
A NI A CHHEGERE GEEE) AR L7, [BBRIEYEMIIAFESR L FOLFIRI
Wik L DR BEBEREGE TR, TAIVAL<T LORREEBREGET S &k L
7oo [FH, AEZIFHEKIL, AFRICELDIBBRIEOBIMOEL X roT2b DD,
B3 YA 7 MCHEBL LT ERGERRICH L, 7 AV~ T 2 EL T R T ORI
B e Sz, BRBRF ITEEREALA D 78 H R IR R ORI L 0 KRR A2 Ik L
77

FYEBEUE (71— K 3)

Amoaasit wwsss 2o & 19122 Dayricrv—r 308
PimgoE GEERE) NREH L7z, BHREYEMIIAFESLE T AL~ T L OREH
RaeTEET. JLV AT HHE L, RH, AFERITHEEL, ZO%T LV
~ TIIEG SNl oTo, IRBRY ERIEAS G L FOLFIRI L & O R EREGRE &
E L, RERIZL D FOLFIRI FIEDOE T (X720 o T2, #ERE (XRBRBALA O 178 A%
(ZHEBRTE DT K0 B A Ik LT,

FEANIHED s (77— K 3)

o7 o7 autt: GmEES 3 - F 5 v 2  pay1 [mBILs 71
H#%., o7 _XRTORBRIE (7 L3 b~7 KO FOLFIRI &%) Of&E GBI 14
A#%] 27— R 3 OEAICHED KOS GEEE) BB LT, RBREYEMIIAS
% L FOLFIRI ##ik & ORI REBRZ G EE T, 5-FU OR2EFIRNEE G2 ik, 5-FU
DR ARNE G 2R L, DEOTRTO 5-FU KK Y F— by o afkh
ZHIE L7z, IBRENEG S, 10 BRICAFRIIME LZ, AFRICLDA4D
THRINET DY~ T OFGEFE I o T2, WA TR 197 B%ICH
FREBOHEEIZL YRR E PR LT,

75 B AR EE
Y)W EIE (71— K 3)

Ao gmnass 23 - mmew so p. roTIERRD
FOLFIRI WL D Fe s #% 5-Bi4h 14 B, 22 DJFREOEIC L vz hib Lz 2 |
%Iz, Z7L—F 3 OXRYREIE (EE) 2SBH L7, $ERE T 1 HBARE LIGHK
BEE ST, FB, AERITHEE L, BRESEMT. AFR42 GEFIREE
b BY RO TEBIBEEE LTHREL W ARV OD) BY X< TITxT 5
T LA E#HE L. 77 AR KO FOLFIRI L & OREBEGEEBE L, #
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B i IBEICR R 2Pk LT, AEREBHRELORERIIGESINTED
ARERICEDIRRIEE L IR o T,

HEAIZHE D RS (7 b— R 3)

o Pmonruatt mEET o - F 2120 Dayl [TrcomBmE
(77 AR KO FOLFIRI #8i5) OR#&EEGHLE 14 HZ] (27— R 3 OEAICHE
S BRUG (FEEE) BREBLL-, IBBREYEMIIAFRLE 77 ¥R L ORREAKRES
EEP, I ERES 2R L, BRI LR o7, FH, KAELRIIMLLE, 1A
BRAHY EARIL, A$S L FOLFIRI L & ORERE{R %2 & L7=2Y, FOLFIRI LD
BeHAEEH L, 7 ABICRE LT, 78RR G LnoTl-, HBRE TR
D 141 HZRICFERE ORI L R BRZ ik L7,

72%. IRR BE SR FE L2BRITIE, ATRERRY | BRI CEHERE, [F1E 30 HE O
A IV T THPT DU~ THEREZ ST 2720 O MEREZREST 52 & & L7z,
IRR BH# F4 & RE RO EME 2 R 5 2 OB RET — N+ AFTER
Mmolofcd, FHliTE RN o7,

2.7.4.2.1.6.1.2 IRR &% % (JVCB. JVBH R U JCDB &)
JVCB, JVBH } O} JCDB Bk O 5B %E & oo [K B BIR 2 R 7220y IRR B 9542 00 38 Bl 45
B OVEIG 25 2.7.4.2-16 IZ7-7,

JVCBZERD T LS L~ 7THECIE. IRR BEHS TR0 LR o T-,

JVBH #BA DT L V<7 HETIEZ, ZL—F 1 Xt 2 ® IRR B@#FES 1T 9/48 fil
(18.8%) (ZHILL, 7L — F3DHEZTRBOLNLM T,

JCDB W8 ® Ram+mFOL6 FETIEL, 7 L'— K 1 X% 2 @ IRR B HF%T 6/52 b
(11.5%) . 7 L—F 3 O0FERF 1/52 61 (1.9%) (Z¥HEH L7, mFOL6 BTk, 7L —F
1303 2 DFEGIE 34941 (6.1%) « 7 L— F 3 OFERIT 2491 (4.1%) ([CRHA L, 7
L= R 43I L— N 5 OFGIImHEGREL bICRD bhRd -7,
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274 FEIRWZ M

% 2.7.42-16 IRREEZZDHFBEHIH X UVE|S (JVCB, JVBH XU JCDB &)

JVCB JVBH JCDB
(Solid Tumors) (CRCO) (CRCO)
Ramucirumab+ Ramucirumab+ Ramucirumab+
FOLFIRI mFOLFOX-6 mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
Grade n (%) n (%) n (%) n (%)
IRR B $ 5 0 9 (18.8) 7(13.5) 5(10.2)
Grade 1-2 0 9 (18.8) 6 (11.5) 3(6.1)
Grade 3 0 0 1(1.9) 2(4.1)
Grade 4-5 0 0 0 0

Abbreviations: AE = adverse event; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid,

and 5-fluorouracil; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-

N = total population size; n = number of patients in category.

fluorouracil, and oxaliplatin);

Note: At each level of summarization, a patient is counted once according to the AE with worst grade.

Source: sis5aenh.rl.

27421613
JVBF
2.7.42-17 (2R,
B R A K L7-, IRR BEFES (£
(72%) . 77 BAREET 2/276 5l (0.7%)

IRR BA:EEZR (JVBF :HHE&R)

B DI & ORI ERELRZ M7y IRR BE#E FH O IR BLHI S VE & % &
TBBRIEEE 5725 IRR BEFE G COMM 2 b3, 73TD IRR
JL—FR) 1%, TLI~=TEET 20277 B
WHBL LT, 7L — R 3 OFEZRILT LIV

TEET 3277 B (1.1%) IZRBLL, 77 EARHETIETRD LN hoTz, JL—FK 3 OF
G0% Day 1 (2 ) XiZ Day15 (1 f) (ZHIL L., WBEBRFEMEIEFIZHENT LT~ T O

BhA2HIEL7, L —F 4 I L— K 5 OFERT, WEEREE HICRD LN

72, IRR BEFELRIC LV IRBRE ORGP ILICE > - #kBE 0 —& % JVBF

WA E (85 53.54.218) @ Table JVBF.14.4.48 |27,

A BR TG BRI 15

% 27.42-17 IRREEEZR (Pooled AE term U PT) OHFIBRHIHRVEES (LM HE

mxREH) (JVBFRHER)
Ramucirumab + BSC Placebo + BSC
N=277 N =276
n (%) n (%)
Pooled AE Term  pggled AE Term Any Any
EAFE Preferred Term Grade Gr.3 Gr.4 Gr.5| Grade Gr.3 Gr.4 Gr.5
IRR B EES Infusion-Related 20 (7.2) 3 0 0 2(0.7) 0 0 0
Reaction (1.1)
7+~ (%3  Anaphylactic 207 2 0 0 0 0 0 0
K reaction (0.7)
H A A v Cytokine release 3 (1.1) 1 0 0 0 0 0 0
e R syndrome (0.4)
BUE Hypersensitivity 4 (1.4) 1 0 0 1(0.4) 0 0 0
(0.4)
WA S iy Infusion-related 13 (4.7) 1 0 1(0.4) 0 0 0
reaction (0.4)

Abbreviations: AE = adverse event; BSC = best supportive care; CSR =

clinical study report; Gr. =

grade; N = number of randomized patients; n = number of patients per category.
Adverse events were coded using Medical Dictionary for Regulatory Activities Version 16.1.
Sources: REACH CSR, Table JVBF.14.4.47 and Adverse Event Listings by Patient appendix.
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2742162 BOEEEER
2.74.2.1.6.2.1 ESmEMEER (JVBBHER)

JVBB i8R DG5S & o [R5 B & 3 70\ i I B S5 52 0 R BLFI B b VB & & &
2.7.42-18 IR,
EIMTREEESORRE L., TAVA~ T T IR TEN -7 [T A
L~ T HE 138/529 Bl (26.1%) . T EAREE 45/528 ] (8.5%) . LAFREIE] . 7 L—
K3 OFEROBBEGH, 7LV THTT 7 ERBICHATE N7 [58/529
(11.0%) . 15/528 il (2.8%) 1 . T AT A~ TEETIE, 1/529 5l (02%) 227 L—K 4
OFEL (HGIEZ YV —8) PEI LT, FT7ERETIE, 71— F 4 OFZRITRO LN
ole, 7 b—R5DERIT, MKGHETHED NI,

+:2742-18 5MEREESZR (Pooled AE term R PT) OXI[HHEVEIES (JVBB i

ER)
Ramucirumab + FOLFIRI Placebo + FOLFIRI
B EFGIEHIE ) (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term
i A G | Gra | Grs | AW Gr.3 | Gr.4 | Gr.5
FEARGE Preferred Term Grade Grade
i B E S | Hypertension 138 58 1 (0.2) 0 |45 (8.5) |15 (2.8) 0 0
(26.1) | (11.0)
e I Hypertension 136 57 0 0 45 (8.5) |15 (2.8) 0 0
(25.7) | (10.8)
1 £ _F - Blood pressure 1 (0.2) |1 (0.2 0 0 0 0 0 0
increased
L EZY) — Hypertensive 1 (0.2) 0 1 (0.2) 0 0 0 0 0
v crisis
B LS AITE Prehypertension | 1 (0.2) 0 0 0 0 0 0 0

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE

W DIRBRIED o 1 T G AT - 7= & i E R # 5 2 R 8 L 7= R 13,
T LTI TRETIE 22/529 B (42%) . T BARBETIE 1528 fl (02%) TH o7
(JVBB iR BRIEBR S FEHR 5 # Table JVBB.14.3.30, % 5.3.5.1.1 ) , il EREFSRIC L
VT LV~ T Wil LT gBRE 1E 1/529 il (0.2%) Toh o7 (JVBB RBRIGERIRFEH S
& Table JVBB.14.3.32, %5 53.5.1.11H) . 77 2REETIX, @ EREEHESGIC X IR
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YA T NP R G - )

ok L7 1L v 2o 72 (JVBB RBRIG B FE i 5 & Table JVBB.14.3.31, %
53.5.1.11H) |

W GRS B, RBWIE T, EERRREEE FIRHE, RN IETRERE, B Bk,
N T AT RAFETE, LU T U T U REAT E) N BN U TR
&7 (JVBB RBRIABRKR G # A 3 Table JVBB.12.5.1, % 5.3.5.1.1 ) .

IRERIR DO P 5 HAM R Ok 544 30 B & CICKER 2 L2 #iE ofl&x. 7
AN~ THTT T BRBICHTE -2 [329/529 6 (62.2%) . 286/528 i
(54.2%) 1 (3% 2.7.4.1-10) . mMEFESRS (TEAE) 2B LT L L~ T7HE 138
B, 7T BAREEASHIO DL, FEEL 1 RLLEER L2EBRE ORI EGIT, FL 0~
BET 89.9%., 77 EHREET 80.0% CTdH - 7= (JVBB RERIA B 5 5 & Table
JVBB.14.3.34, % 53.5.1.1 1) .

BINEMNT OFRE RN S B EREEROREY 27 L BEDNRRSMAT» A0 L
TWDEIME & ORNCBIEME T RE SN oo, BN T, IRBREEBI M ETIC &
MEBERERICKT 2 BEROERIEN S 2856, BmiEEZAFL TS b0 L LT,
miEZ GO L T D HERE OFIEG X, MG TR TH -7z (JVBB BIBERATE
ity & Table JVBB.14.1.13, % 53.5.1.1 ) , £/z, miEMEFZOEIEIG L, Ml
JEOEPFOR T TEIL R o7 (JVBB RBRIGRIRFE @5 Table JVBB.14.3.35,
53.5.1.11H) |

TALVNTHETRBE L7 L—F 4 oEmilEREFS (SiEZ YV —E8) 22T

BT D,

S LIV TR
mEiE7 YV —8 (ZFL—FR4)

o Jrrorann ErEEs o) - oo ERE T H B R,
BRI M OV LT 2 3 28R C, 4 FEOBEERE LG ST, § 7 ¥4
7V Day 1 (JRBREEE LB 84 HZ) 1. TR TORBIENE G Sk, HRE
A=y VBB TELEEZ V—Y (FL—F 4) 2%H L1, WwREE
R= oy I RER RS REZ 5 @il et U —8, s, s, mE
5 (200/110 mmHg) %5 S8R DO 7=, AFRERNFEHIARE L7, #BRFE O )= 13Y
#) 200/110 mmHg % T L5, ZDO%O AL I EREMEE CHE Lz, 2 ED CT
A v U BIXRMER S P OBEITR S Do T, IREERICET 2 HITE S
niginotz, ABE 2 HRICEMARRBEITERICHEA L, AR 6 HR&RICHBRE X
SERBIE Al S av, JBBE Lo, WREBRE S EMNIL, miEESZ ) —BiRT A~
TXII R =y 7 BEICER LA S D E L, KU F— Ry A 5-FU X

IXIRBRFIE E ORFREBRE R E LTz, O A 7 LTI AU~ T ZRE LT,
FOLFIRI JEEDOWT O G E T (X2 o T2, WREIIARFRIZE DIEHREOE
b lzixE o7, RGO 125 ARICAEESES (TH) ICX W RBRE Ik L7z,

UELHER S OFEA 72 & 2 2.7.6.4-28 (fH8%) (TR,
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27421622 =mEREER (JVCB. JVBH R U JCDB i#ER)

JVCB. JVBH K& O} JCDB B D IRERHK & o [K FBE6R % [ 7e o i i E B 5 0 38 5
B OEIA % 3 2.7.4.2-19 IR T,

JVCB B DT LA A~ THETIE, ZL—F 1 XiT 2 O EREEESRIE 2/25 4

(8.0%) IZHBLL, 7L — F3LLOFEZITRD N7z

JVBH R D T LA L~ 7 HETIX, mIEBEFEGIL 27/48 B (56.3%) IZREBLL T,
£ DERITZL—F 1 XL 2 THY [1948 1 (39.6%) 1 . /'L —F 3 DHESG I
L7-#eBRE X 8/48 5l (16.7%) Toholz, L —FK 4 T 5 OFELEHILL-H5RE X
MG E BICRO DR o7,

JCDB > Ram+mFOL6 #¥ Tl&, milfEREF5R1T 15/52 #i (28.8%) IZFELL =,
ZLDFERITIZTL—R 12 THY [8/526] (154%) 1 . 7L —FR3DOHELEFRIAL
TR L 7/52 B (13.5%) Tdh-o7-, mFOL6 BECix, Z'L—F 3 OFEZRIL 1/49

(2.0%) IZRBLL7Z, ZL—FK 4 X7 L — K 5 OFEGIEEGHEE HIZRO D20

>77,

£R2742195MEEESZORBHHKRUVE S (JVCB, JVBH R U JCDB &)

JVCB JVBH JCDB
(Solid Tumors) (CRCO) (CRO)
Ramucirumab + | Ramucirumab + | Ramucirumab + mFOLFOX-6
FOLFIRI mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
Grade n (%) n (%) n (%) n (%)
o I B R 2 (8.0) 27 (56.3) 15 (28.8) 1(2.0)
%
Grade 1-2 2 (8.0) 19 (39.6) 8 (15.4) 0
Grade 3 0 8 (16.7) 7 (13.5) 1(2.0)
Grade 4-5 0 0 0 0

Abbreviations: AE = adverse event; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid,
and 5-fluorouracil; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin);
N = total population size; n = number of patients in category.

Note: At each level of summarization, a patient is counted once according to the AE with worst grade.
Source: sisSaenh.rl.

27421623 ESmEMEER (JVBF HER)

JVBF B O1RBRHE & o [K F B4R 2 R o 72\ &) 1 1 BE a2 52 0 F B B ) OVEIN A & 3%
2.74.2-20 2T, mMEREFZOFEIENEIL, 7LV N~ TEHTT 7 BRFITHRT
B oTe [T L3 v~THE 56/277 B (202%) . 77 BAREE 20276 (7.2%) . LL TR
§] o £72. ZL—F 3 OFEZROEBEEGH, FLV AT HTT T BRI TH
Dotz 3527761 (12.6%) . 10276 5l (3.6%) 1 . ZL— R 4 I/ L— K 5 DEZIT,
MG E BICRO DR o T,

mMEREFEROFEIBY X7 & BEMERSNEINSE0FL TV 2 EiE & ORI
BIEME IR S L7272 (JVBF sBRIRBRAFE 55 Table JVBF.14.4.49, % 5.3.5.4.2
H) ., @i EREERES LR (AEFSR) EOBENRD LA, & E B F R
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AT LY EREERER G - B

WY R 7 ~OIRBREE G OB b h - 7= (JVBF RERTEERRFEHEE Table
JVBF.14.4.50, %5 53.5421H) ,

# 274220 5MERMESES (Pooled AE term R U PT) ORIRFIHME VIS (Ret
R ER) (JVBF HER)

Ramucirumab + BSC Placebo + BSC
N=277 N =276
n (%) n (%)
Pooled AE Term Pooled AE Term Any Any
HAGE Preferred Term Grade Grade >3 Grade Grade >3
& IE B E S Hypertension 56(20.2) 35(12.6) 20(7.2) 10 (3.6)
I E 5 Blood pressure increased 1(0.4) 1(0.4) 0 0
= i E Hypertension 55(19.9) 34 (12.3) 20(7.2) 10 (3.6)

Abbreviations: AE = adverse event; BSC = best supportive care; CSR = clinical study report; N =
number of randomized patients; n = number of patients in category.

Adverse events were coded using Medical Dictionary for Regulatory Activities Version 16.1.
Note: There were no Grade 4 or Grade 5 events.

Sources: REACH CSR, Table JVBF.14.4.47 and Adverse Event Listings by Patient appendix.

2742163 EBARBEESBEZR
2.74.2.1.6.3.1 FEHREEER (JVBB iHER)

PR ITRARBRRE CRE L, R T 240l RS 25613 24 BRrREIRIC
VMR LT,

JVBB RBRDOIEEREE & O R EBAMR Z M 72 \WVE AR B FR OB E G L OB S %2 £
2.7.42-21 1277,

EEREEERSORBEESIL, TLAVL~THECT IR R CTEI - [T A
TV THE 90/529 5l (17.0%) . 77 EAREE 24/528 Bl (4.5%) . LAFRIEIA] o F7=, 7
L— R 3 OFZLOEREAEL, TLVNASTHTT T BREICHXTEN>72 [15/529

| (2.8%) . 1/528 5 (0.2%) 1 .

7 a—RREMERIL, TXTT7 A3~ 7 8 [3/529 6 (0.6%) ] IZHBLL, ZD5H
LU —=R3DERN2H], JL—F40FER (HERAGEFR) B 1pIThHoTZ, X
7 v —VREFEREIT CTCAE TIXER SN TWWRW2D, RS ERICEI Y, 261287 L
— R 3DOFEL, 1HRT7LV—F 40EZFLHESNTZ, 7T ERFETIE, 7 —BjE
BEIIRO bR ole, 70— R 5 O 7o —BEGRIL, MEGHE IR LN
oz,

WTNDDOIRBREO R I T HGEFICE>TEARBEESRT, 7LV L~ THET
19/529 Bl (3.6%) . 77 BAREET 6/528 Bl (1.1%) [ZHIB LT, ZDIHH, WTFro
BREOEG P IEIZE > EARBEEFERIL, 7 AL~ TEET 8529 6 (1.5%) . 7
TR REET 2/528 ] (0.4%) Tholz, TLINA~TETIE, 8HITXTRT LI LT
ZHil L7275, FOLFIRI FiEOF G ITMkGE LT, 7T BARETIE, 1 BIRN7T 78R EH
IEL. 1§28 FOLFIRI ¥ ik D 5 % ik L7z (JVBB RERIABR R FE#H 5 & Table
JVBB.14.3.30, Table JVBB.14.3.31, Table JVBB.14.3.32 }¢ {® Table JVBB.14.3.33, %5
53.5.1.11H) |
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T LN~ TRETCIE, ABPIRICE o 7B A RBEEFERIT 4/529 B (0.8%)  (PIERIZE
EE%3@L*7H%ﬁE@ﬁI@DK%ﬁbk(ﬂmBﬁﬁﬁﬁﬁ%ﬁiika
JVBB.14.1.4, % 5.3.5.1.1 1) . 77 BARRETIE, BBRPILICE - EAREEFES IR
LORSY AWASIEESY el

% 2.7.4.2-21 EAMRMAEESR (Pooled AE term R U PT) MOHFRFIHEUVEIS (JVBB

ER)
Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEEG B (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term
i A s | Gra | ons | AW Gr.3 | Gr.4 | Gr.5
FEARGE Preferred Term Grade Grade
JRESEFG: | Proteinuria 90 15 (2.8)| 1 (0.2) 0 |24 (45 |1 (0.2 0 0
(17.0)
HER Proteinuria 89 15 (2.8) 0 0 24 (4.5) | 1 (0.2) 0 0
(16.8)
37 a—PhE Nephrotic 3(0.6) |2 (04 |1 (.2 0 0 0 0 0
fERE syndrome

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIEHIEE

HREFLHMZENR, 7L—F 3 OBEARBEERELEI LT X TORRLEHE, &
FHINCFHE L7z, T7bb, RO OHRE T, 27 n—BIEFEELZ "B T 5, 7L —
N3DEARBEERGLE 7L — R 2 EOET VT I U ffE (3.0 g/dL Kiif) K OV#E &
DOIREFHBEIC DWW CEHI L7z, #6BRE 1 flCik, mifE, B, W\, FH, Sz
fE, ZERZ, 9. M. FPERER MEI V> T AEEFES 7 L— R 3 OE&H
REGEEZ R NS L — R 2OET7T AT I VIMEREIR L Tz, —J5, FgERE D 24 1
WERERIIARATHY . REAICLD 37 0 —BIEREBEOREZHIZTE 2o Tz,

T AN TRETHE SN 3B OFR 7 v —BREERE UL FICENT 5,
S LIV TR
X7 —BERR (71— K3)

o Prororanm wmuns  w : muEzarsumE . T an
VEUNRVIVEBE KR AN AL Z S ARV IV EREINLTWE, TAVL
~ 7 O EE GGG 13 A% B2V A 70) Tholz, 524 7 VBlARI
227 U— R 3 O /Mg E R YT L— R 2 DU R ERBUDE SR EL L. FOLFIRI %%
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LY3009806 2,74 ERIRAIZ M

P A T L ERER (R - EE)
OG- ZIE LI, 6 OFERIIMkKE L, Day 27 IZIX 4+DEHAKR, 7 L—F
3 OEREEM, FEOBALL O L— R 3 OFEMENED LIz, @i O E
DI EHTANL A L Z Y A RFY I NEHE, M7 FEBMES LT,
Day32 TiX, ®MJEXZ L— R 3 OF ke L, 24 R EIROFER TIRE A I
627g/HThH o7, T2V ELRUIVBIEZEE L, T XTOBRRERLS 2% Ik
L7z, Day4l |2, #BRFIIFER ., * 7 0 —BERBEEFL-LOEARLE A
Y IR —= A AREBOFEMEDTZDIZARE Lz, #ERF LR 7 v —BREMEE & 2 S,
TV LR T et ROBEEE#M L, 5 B, @iLEIXZL—FR 2 &7
DIRIENUE LTz, 24 FFREIER CIREAIX 1.8 gHIZIKF L7z, Day54 121, K&
FIX 1587 g/H & 700 | ERRMAER OERASE L2 &b, BB 13RBL LTz,
Day 97 Ti&, REHADRRBKIC L 2METERETHY , X7 o —BREBEEEOIHEK
DVEIET S T, AEG LT AL~ T LY FOLFIRI # ik & O R FEBIRITIEE S /s
MoTo, HEEHEERE ORI A K 2.7.6.4-28 (fH8%) 1TRT,

27 —BEER (FL—F4)

o Jroror ikt ey 2  EnEzsvsamEc =v=
VECKROAINT A= VEBREN ARG ST\, N—=AT A VIEOREH
X () Thotz, B 1Y A 27/ Day8 Tlx, HREDOREAIL I+ TH Y, MiFT7 /L
TIUNE 37 gdL Tholo, 2V A 7L Dayl (RBREBEERHMED 14 HE) TiX
ZL— R 2 OFFERBAIEICLY AV AT ORBREESLZ, MET VT IV
X 3.6gdL, REAZ 1+, BEAIZ62gdL THH-7-, F2V A 7/ Day8 (7 L
N~ TGO 7 Bi%) TiE, Zb— K 1 OFHEFEL O L— R 1 O N7 E
MFEBL, MF7 VT 03 32¢gdL, RERIX 3+ ThH o7z, & 3 %A 7L Dayl
(T LN~ TEEELD 14 B2) T, REAN 3gBBTHS722 05T A
VIV TR L, BREREAMG L, M7 VT R 0T 3.0gdL, JRERIT 3+,
BEAIX 53gdL THY, 7 L— K 1 O/ RSB L7, EBRE IXR R
BEBIED 41 B (T LAV~ TR&EG 0 27 %) (T BzhikL, €0 2 1
BN 37 0 —BREGRES A L T 2720 15 HARE Uiz, BAR TR, ks
FEMERERIRE R 2 R TAT AR D=, B8 LIRERIREIT + 0 Tldle o 72,
PeBRF T RFRIEL T, REIREBIIREICEE L2, 6 » AR, REAIX (1) T
BREEEIIZE L TRV, MmyE7 V7 I 0339 gdL, ¥MEHIZ63gdL Tho7-, 1A
R EERIL, R 7 0 —VIEREREE T AV~ T L DORREBBREZGE Lo T,
WMHMERT DR 7o Rl & 2K 2.7.6.4-28 (fT8%) 1T,

27 —BERER (/L—F3)

o Pmororamn gmEEs s - mErETsEBREC. A
PIAy ARFYINKR=T =2V a2 HESR TV, 1BBREOR GBI 1A
ORERAZ () . MERIE 64gdL, MIE7 VT I L 42¢gdL ThoTo, 5 2
A7)V Dayl (FHBIGHO 14 BL) (2, M/REDY 93000/mm3 £ T F L7Z2 &2
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YA T NP R G - )
LT RTOIRRIER G2 LS L, MERIL6.0gdL, 7V 7 I 1EL39gdL Tho
Too WEBRIED 25 HEE, HBRE OBIKREMIL, REAIX 3+, 717 I U0F
3.6g/dL Tholz, FFETRDONTWEFEELMEENCH L T7r®I R
OG5 MM LT, #E5HMGO 32 B, REAIX 17.79gH. 77 I UiF
26gdL, BEAIL 47gdL TholzZ b xr 7 u—BiEER LB SNz, BF
FIEKROKRSHIRZ M L7z, 10 B, JREAIL 148gH., 77 I 1% 3.1 g/dL
TholeZ bbb R 7 —BREGERITHEL LIzl si, 7rtI Fofkhad
EL72, 1 iM%, REAIZ () THY., ZOMOBERBREMN S b E2EE IR
Endz, BBRHEYEMIT, AFERLETRTORBRELORREBREEE LhoT,
BB G BMA D 32 B, AADOERIZ i@ﬁﬁ%%$¢btoW%%i%lﬁ4
INDFTXTORBREDO R G STz, Sl BRE OFEMRRE xR 2.7.6.4-28
(fHg8) 1R,

LRk 3 BloO#ERE 3T XTIZ, BBRSMFI»OE0FL TW | EaER, 2 FEEL -
DREEIHRBEGIENRO b, 27 o —BEREIX, 7253 0~70 1 XX 2 FAKE
BIZEZW ST, WTFhoHERYE, LA A~70oE5E2HIEL-#%, Rk LT,

2.74.216.3.2 EAKREESER (JVCB. JVBH R U JCDB i#ER)

JVCB. JVBH K O} JCDB B DIRERHK & DK FBEMR %2 bWV & [ IRBIE F R D3 H
BB VB 2 3% 2.7.4.2-22 1287,

JVCB B DT AV~ THETIE, Z7L—FK 1 X 2 O&EARBEEFSIT 2125 4
(8.0%) IZHEBLL, 7L — R3UEOFELIIRD L2170,
JVBHRBRD 7 AL~ T EETIE, EARBEFRSIL 648 1 (12.5%) IZRB LT, £
KIFZ7Vv—FR1XZ20FELTHY [5486] (104%) ] . 7L — R3DOFELIRD LI
minole, Zb— RR40FES (370 —BREGE) 13 1486 (2.1%) I[ZHBLLZ,
JCDB iR @ Ram+mFOL6 RETld, HHARBEEFRIL 7/52 61 (13.5%) (ZHBLLZ, =
DIHIL, ZTL—R3IKRV4DEL (270 —BREGRH) 2R3 LEREZ. £ 15261
(1.9%) TH-o7=, mFOL6 FETIX, Z'L— K 1 XX 2 DFESRIT 1/49 6] (2.0%) DI
FEELL T,
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+ 274222 EARBEESZZORBEHHKZUVEE (JVCB, JVBH R U JCDB iE&)

JVCB JVBH JCDB
(Solid Tumors) (CRCO) (CRO)
Ramucirumab + | Ramucirumab + | Ramucirumab +
FOLFIRI mFOLFOX-6 mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
Grade n (%) n (%) n (%) n (%)
R E PR BE
£ 2 (8.0) 6 (12.5) 7(13.5) 1 (2.0
Grade 1-2 2 (8.0) 5(10.4) 5(9.6) 1(2.0)
Grade 3 0 0 1(1.9) 0
Grade 4-5 0 1 (2.1) 1(1.9) 0

Abbreviations: AE = adverse event; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid,
and 5-fluorouracil; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin);
N = total population size.

Note: At each level of summarization, a patient is counted once according to the AE with worst grade.
Source: sisSaenh.rl.

27421633 EHREEER (JVBF HER)

BARIZ, RABRIC L 52MECTRE I, IREBRKT 2+2L ERAR S 728561
P IRIC KL 0 R L7z, B AR BE RIS BLRF 0O e AT B % 1 Bk 5 Ji & 118 2 D
FEMIIL, JVBF BRBRIG B S E E (5 5.3.5.4.2 1) @ Section 9.4.5.3.3 [Z/”7,

JVBF 3B ORI & OR RBRZ bW E A RBEEF RO BB L OE S %2 £
2.7.4223 |27, BARBEFEROEIE AL, 7LV A~ TETT 78 RBICHART
mnole [ 753~ T8 48277 5 (17.3%) . 77 BAREE 13/276 Bl (4.7%) 1 . 7'V
— R 3 OHFERIT, T TEETIE 61277 Bl (22%) IZHEH L., 7T 2R TIER
LI oTz, L —FK 4 XI7 L—F 5 OFGLE, WG E LIZED LN - T,

E)
BE

% 274223 EAREESSR (Pooled AE term R U PT) ORIRFIHM R VRS (LM
Rt RER) (JVBF HER)

Ramucirumab + BSC Placebo + BSC
N =277 N =276
n (%) n (%)
Pooled AE Term  pggled AE Term Any Any
HAGE Preferred Term Gr. Gr.3 Grd4 Gr.5| Gr. Gr.3 Gr.4 Gr.5
BEHOREESES Proteinuria 48 6 0 0 13 0 0 0
17.3) (2.2) 4.7)
PR B 1 Protein urine 3(1.1) 0 0 0 0 0 0 0
present
E 5 R Proteinuria 45 6 0 0 13 0 0 0
- (162) (2.2) 4.7)

Abbreviations: AE = adverse event; BSC = best supportive care; CSR = clinical study report; Gr. =
grade; N = number of randomized patients; n = number of patients in each category; NCI-CTCAE =
National Cancer Institute Common Terminology Criteria for Adverse Events.

a Grade 4 proteinuria (nephrotic syndrome in earlier versions of the NCI-CTCAE) is no longer
defined in NCI-CTCAE V4.0.

Note: A patient was counted only once for each category. Missing grades are counted in 'Any Grade.'
Note: Adverse events were coded using Medical Dictionary for Regulatory Activities Version 16.1.
Source: REACH CSR, Table JVBF.14.4.47.
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LY3009806 2,74 ERIRAIZ M
P A T L ERER (R - EE)

RO RN D, XR—=RA T A VRIIREEADPGYETH o IoBREOFIEIE. T 4
VIV TRET 10.5%,. 77 BARBET 22% Th oo, REABKRAE T, X—RX T4 UERC
BEECTHO ., TDOBRICHIEE 2o TR EOEIGIL, T AL~ TEET 9.7%, 7 7R
BET 18% Td - 7= (JVBF i BRIG B #5 8 & & Table JVBF.14.4.52 K& U° Table
JVBF.14.4.53, % 53.542H) ,

X7 v —BIEGERITIR BRI Y A b I3 SN o Tz,

2742164 MEELEESER
2.74.2.1.6.4.1 BiRMizEREESER
2.74216.4.1.1 BiRMmizZERBEESER (JVBB KER)

JVBB RER DIGERIE & o [R5 BE4R A R 4o 7 v B IR i Ae FE A% BE 58 o 52 00 38 HL 5k K OVE
HEF 2.74.224 27T, BhfJRiiFe ZE R B E G O R BLEIA 1L, W&“Efﬁifﬂﬁéf&mt
[T Ly~ TRE 8529 B (1.5%) . 77 &REE 13/528 61 (2.5%) . LAF[EIE]
— R 3 ML EOFELZOFRBEE G, WG CRERICKD 72 [4/529 1 (0.8%) . 6/528
Bl (1.1%) 1

T LTI TRETIL, 2/529 B (0.4%) 127 L— R 3 OoFEG 1/529 # (0.2%) 127 L
— R 4OESEREH L, £72, ZL—F50%ES (i) 25 1 IR L,

TTERBETIE, ZL— RF3DFELIIRD N oT2, 1/52841 (0.2%) 27 L— K
4 OEG, 5/528 il (0.9%) 27 L— K SOHEERFEH L, FL—FK 5 L) OFER
WL SR DS IR K ORI A R EAS S 1 B, DA ZEDS 2 BICER® BTz,

WFRDADOIEBREOH I GERICE > Bk EeEERERIT, 7400~
TRET 2/529 5 (0.4%) . T T BARRET 1/528 B (0.2%) ([ZREIL LIz, WINrDiEER
ORGP IEIZE S BRI ZERBEERERIL. 7L 0~ THETIE 2/529 61 (0.4%)
CHB L., 1 FINAMELBREEICLY I LA~ T OHROFEL R L, 1 F3 &V
IRIEGEHELZ LV FOLFIRI VED A OG- 2 H il L7z (JVBB REBRIGBRIEH 5 Table
JVBB.14.3.30, Table JVBB.14.3.31, Table JVBB.14.3.32 }¢ U} Table JVBB.14.3.33, %
53.5.1.11H) ,

B IEICE > B ARM AR JERRBIEFESRIT, T AV~ TRET 2 6] (04%) . 77 &
REET 1 (02%) (B L= (JVBB BRIGFHRRFEH & E Table JVBB.14.1.4,
53.5.1.11H) |
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LY3009806

YA T LV SRR GEN - B
= 2.7.4.2-24 EiRMiE E2BEEE R (Pooled AE term B U PT) ORIRFIBKRUVEE

2.7.4  WERMZ M

(JVBB #5&)
Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term
i Ay 63 | Gra | Grs | AW Gr.3 | Gr.4 | Gr.5
FEARGE Preferred Term Grade Grade
BRMASZEREB] | Arterial 8 (1.5) | 2 (0.4) | 1 (0.2) [1 (0.2)| 13 (2.5) 0 1(0.2) | 5 (0.9
ik %3 thromboembolic
events
e LiE Angina pectoris | 4 (0.8) | 2 (0.4) 0 0 3 (0.6) 0 0 0
AR Eh AR Acute coronary 1 (0.2) 0 0 0 0 0 0 0
fERE syndrome
YL ST Acute myocardial | 1 (0.2) 0 0 0 0 0 0 0
infarction
JIb4 R 1. Cerebral 1 (0.2) 0 0 1 (0.2) 0 0 0 0
ischaemia
— 30 P R4 1, Transient 1 (0.2) 0 1 (0.2) 0 1 (0.2) 0 0 0
FAE ischaemic attack
JLME Ik Cardiac arrest 0 0 0 0 1 (0.2) 0 0 1 (0.2)
A TifEE 11 Cardio- 0 0 0 0 1 (0.2) 0 0 1 (0.2)
respiratory
arrest
b4 1M A FE A Cerebrovascular 0 0 0 0 1 (0.2) 0 0 1 (0.2)
accident
TEEIRE A Coronary artery 0 0 0 0 1 (0.2) 0 0 0
disease
A o 2 Ischaemic stroke 0 0 0 0 1 (0.2) 0 1 (0.2) 0
TN L Myocardial 0 0 0 0 2 (0.4) 0 0 2 (0.4)
infarction
O R AL Myocardial 0 0 0 0 1 (0.2) 0 0 0
ischaemia
AW 1A PR Peripheral 0 0 0 0 1 (0.2) 0 0 0
vascular disorder

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—

Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas
Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEEEE

7 L— K 4 KOS5 OER MG FERR B 5 2 DL M I T 5,
T A~ THRE

YRR ILFEAE (7 L— K 4)
o moniut mEEs 2600 I
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LY3009806 274 BRIRAZ 2N

P AT LY AR RS - B
TeYy7anue— ke karzaaF 7V R/ A ARy o2 E) | BIER
(BRI L LTHATTZ Y — &2 ihE) | FIRIBHERIOEE REEE LTTF T~
V= EEE) 90 (RIERE LTHEBREL NT Y U ERE) ROBRHAE AT
LR ThH oo, RBRIREEBOK 6 » A% (RBREEKES O 14 BE) 12,
WRE L7 L— R 3 O—@MERMEMIIED 7D ABL LTz, ABERRC, &K O e
Ny, HETOEKRFOMEIEIL 38.5°C L& Sz, MIERTHD TRFELD
MEEE ] bRE SN, 1B LIERNL, BRER 2D —@NELRIETH D
AIREPEDS @V E W Lo, ARt (BB G0 18 HiR) | & IC7L— R 20
THAMIEREREBL LT, MiEREZFEm L, TAhALBEZK SN, L
TaEr NV U LAOEGERE L (RIZTE NI ICOID AT o #BREIT
ABEs s 2 BEHICIERE L, ARBREHIE L, BREIIINADLOFESENLEIE L
7o (B0 A A o BB EMIL —@EMELRIEE 7 A b~ 7 & ORI EBELR
A ER T, FOLFIRI VL TR TR L ORRERE G E LIz, TANALE T A
AT RO 5-FU & ORREBURITEE SR> 7o, MEiBRE OFEM e fkah %
#2.7.6.4-28 (fH§%) 127,

Mg (7' L— K 5)

o Pmorrsr wmEEs U - TEroEREETIEBRECH -,
WBRE IC AT, DEAME, TR hu ST, BEOMER . BERIE TR b
B D & 5B, A OHEIZ R o7, IBBEEKR M, BBREIXERM S Rk
N2l (fleet enema $&5-1%) #HBIL., Fifix=F7z, PEAKITERICX T 25 8#H
ZHME LAy a RUBEBIER VELE X ThoTo, TXTOBRBREEEKES
D5 A% GE3IVA 7, IRREERGHIED 4 B%) ([THEBRE T 7 L — K 4 ONE
M3 B UARE Lz, [ B LK, $BRE TS & EMmEE 24 0 iR Uiz, Wik
BN AR L O GEREE X o7, 0 3 B, WBRE IR L, HIE
BAEMIZIUL FTO LB HE I 0 M/ E 56.0x103/mm3 | 4 H ER #E sk 2
1.28x103/mm3, C J&PEH > 737 (C-reactive protein : CRP) 14 mg/dL, CT A& v >
ZEM LA, BEATLIRO bRRoTn, RESRISHT HIRFEILFEM S R h
ol (M T OHFEM) . REROFHIZ IV IRREOE GIxF LI, BH,
PR IIARBR A PIE LT, 20 3 BHE: RBRERERIBDO 51 HE (FEREBO 7
A%) ] ICHBRFIIMEMIC L VBT L, SIRIEFENR S o Tz, HEBRE IZE M
OB E XITERE 13720 7z, BEIFREORERHIE S X IR Y EMIIAE
L LIBHHE L ORREAREZGE L, FURBOEE L ORI EEREZ G E LR o7,

77 B AREE

REMmAPERZE T (7L — K 4)

o froainn wmEEs 4 F 12 DysicrL—F a0k
MR AR 2 JE B LT, #BRE 1S 6 HIIABE L, T X TORBIER LGS ES Shiz,
IBBRIEE 5Bt 27 AtE (FZ3HL0 23 %) . KAFERITHEKA L, T3To1L

85



LY3009806 274 BRIRAZ 2N
YA T NP R G - )
FRE O AN 523 & v, FOLFIRIEEIZ AR 1A 7 VG S, 77
EARIEHFH SR oo, BREYEMIT, KFEZLBRE (F78F) T
FOLFIRI J#ik & ORIRER 2 G E Uiz, BB G-FMGO 177 B, #BRE 1THUR
BOBEEICLRABRE R IELTE,

DMEIE (L — K 5)

o Prroaimn wmess o) - PR TE G 2B 2
WErE Thotz, PERHIEIE. THEE Lo o banr RO ESES (Wh
ERBOHA) 1Tk % G-CSF Th o7z, #HREITIETEL 1| 4 7 Vv OHEKE S,
BB AR 50 29 B, FURBROBEEIC X BB IIPIE SN, Wi
IR & 29 A &G S ZHEBIICET 2RIt S e oz, RERIE
AP G0 30 B, BREIZZ L— R 5 OFERESE (MEIE) 2%BL, AFESN
FERERTH D LA S, IRREYERIL, OMF LSRRI (F78R) |
FOLFIRIJRIE K ONRBR FIE & ORI R R 2 4 E LT,

Ol (77— FR5)

o Wmoaimn wwmess  ssT ) - wrm. e, EEREE, &EO
TREEE M, O >t oARe, ZR 7 vy 7 B R B OB LS 2 A
TOHHBRE ChoTo, FHIEIZX, 78I N, =Y RAT IV LT X TLA =
ABEO T TN 2B, anIBYy ) 7o TATTY T A YL
Zr. BY Ry R, temazepam, 0 B = — UiEEgE. UL FTE L, A
VAV xR a R, TN I 7, prochlorperazine edisylate, 7 k2
vy, e/ khay, FXRYRAEY L Tt —)L clocortone, A F T 2
VIV, Ty F T areFr, TeT Y ) A RV T 2k BT R
VIR CTH o Tn, FHRFIEIIATO Day 154 £ T F R, FOLFIRI #iEDTTD
BB G- S, BRRBRAEEDO RFEIIFEO SN2 o 7z, Day 157 (IRBREKE
b0 3 %) ITHBRF O THRFIRIC L > TRAIN T, ETZHE CTILER
FREAHOOIFEIETH Y | JREREOWEE L OREMER H 5 LIl Sz, %K
MO EORRIRH XIIZW R E IR ThH - 72, FIRIIFEmI NP7, 1BBRE
Y EANTONE IR & TR TORBIEL R TFIE & ORRBEGRE G E LT,

DAE (FL—1FK5)
o frroaimn wmess s c EnEssT s uEmE cH o HE
X EICT 56X v RFUV L TH o7z, Dayd0 (T X TORBRIEREEE GO
11 B#) 12, WBRE ITEIRE O R OERZF AL, 7 L—F 3 OfzF &
ZWr s, AMEKBAIER REIRBAG B L, 74 VT TAF L 753758
FOTEXR VY ORGSR, BREOREG IS, £OFHE | B CT
EEMULICEZA, - RENET T — 27 2380 EANCRE R ZE OIRBFDFE O
bz, IREEE LT, 7BFASY FIER, 0 ANRAXF U AN T A, BT
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LY3009806 2.7.4  WERMZ M
AT LY EREERER G - B

7 —/L 7 < /LI clopidogrel bisulfate, ramipril & 8= / FH XU U I
7o FH (RBERGRG 41 B, 2»ORBIERRES D 13 BR) | AL
AEaRE L, LT Uiz, HIBIEFER S o7, TREREY EATT DA 2O K
VR PR 25 R J O U ENARPAZESE Ch s 7o AlietE i ik b <, ETICE -T2
FE (AP RCLAE) LiRB#E (77 8R) | FOLFIRI L XITIRBRFIEE O
RURBAGR 2 B E LTz,

DHFEZE (71— R 5)

P monasn wuass : 2o - wnzE swreysrorra—n
KFIEA AT HHRE CTh oo, OFHIEIE, GBS T 527 L0 VBRI VR
W, eRfesouedF7Y RV 27U, U /27U, U7 EDALEDY
rilmenidine i N H R AR % H 19 & L 7 pantoprazole sodium sesquihydrate T > 72,
Day 93 (T _TORBRIEO AR GBIE 2 Ak, 200 5-FU ORKELH) 12, #iBk
F IR R PR R 2 fE D 7 L — R 3 OLFIEZEIC L 0 ABE LT, B X SR T
fiti 9 > 23RO SN Tc, MKREM T, heR= k07 L7 F X7 —ED I
HSRED S, LERSOHEE F ST ERMLHHE) LB Sn, W5
FIXREIFIIR & 52T B WA B G- S 47z, F 7=, clopidogrel bisulfate, 7 & F /L4
UFNAEE, 7 MURRAZFUIINT T LRI oI, DERNGE
B RO T L OUOIBEEES) O B 03580 Hhv/z, Day99 (FHHIHLO 6 HE.
MR A 7 L TOIRBRIELERRMGO 8 H#%) 1T, #BREILOHEIEIC X v k5
i L7z, ABEd 17 BHig, Mk 2B, SUEWEO KRG ZHG LT, £ D3
H, #BEII2RENEN L, BT Lz, SERITLAEZE L ®E S, HiRE
HTIE, DIBRIER K OZES 2 ol & Sz, IBBRIYEMIL, AEGE LT XTo
IR L VB FIA L 132 6 < BHEZR L &k Lz,

DFEZE (71— F5)

o o Amr mEEs o - aswsekEE T LB, mgER
BIREE(CIE 2 BT 28R E Th oo, PFASIE, B 78X A0 WIEICKT 2 E4H
CREFE) . BIRE(IEICR T 278 F AT Y FABEOIR hX2 740U 0 Th
o7z, Day266 (T X TOBREBREREE GO 14 B12) 1T, #BRF TR E O
ft. (ECOG PS 2) ICk VAL, s oRGELZ I L, 2D 4 H#E, #
BREILZL—F 4 ODLREEL R L2 AR Lz, BEOFEMIT®RE S s
S>f, DEXOEPHRE SN, £D 3 B (RBIEEGHBO 273 BHiE, 22D
B A 7 NV TOIRBIEE GO 21 BR) . BBRFE I T L, SERITO A% L
Wi &N, HRFEISSECHNCOREOMER (MR L OWR) iz, HR
WHEIIATCTE b olz, IR YEMIIKECICE-FS (OHEE) L Fh
OIRBRIENTIEBR FIE & DR AR G GE L, AR Y EAIL, PAZEMEB)IRMEL
SiE DBEEREDNEIRIKF T > 7o AIRetEN o 5 & & 2 720y, EfREE(LIE &K Y 5-FU 1%
HERAFEFRRORRNE 2o AlRBMERH D Z 0D, 5-FU L AFER L O FBFELR

87



LY3009806 2.7.4  WERMZ M
AT LY EREERER G - B

IS EIN2ho Tz,

274216412 BikmizEEEEESR (JVCB. JVBH R U JCDB HER)

JVCB, JVBH KU} JCDB B DIRBRHK & oK FBE4% % R 7o W B IR ifn ke ZE ke B 2 5
DIEBLFNE K OB & 2 2.7.4.2-25 1R T,

JVCB B TIX, 7 L3 b~ 7R CE)R M2 ZE 42 B 35 50 2 R 8L L 7o R 1L e e
-7,

JVBH RBR CTlX, 7 L3 /b~ 7R CEMIRM AR ZE 42 B S5 5 2 58 8L L 7 BRI 3/48 H
(6.3%) Tholz, ZL— K1 XF20HFEGL /486 (2.1%) . 7L — K 5SOFER (&
PO AR IR ZE L OVDMififE IE) A3 2/48 Bl (4.2%) 1ZHHBL L 7=,

JCDB # 2 TiX. Ram+mFOL6 #f CHEIIRIMf2ZER P S5 4 F B L 7o 9B 1% 2/52 fl
(3.8%) Thoiz, ZL—KR3IDERKPT L — K 5OFEL (MIERIE) »B%E 1/52 6
(1.9%) 1ZFB L7, mFOL6 #f Tl BhfJkMiegereBE F5 4 8 L - B 13\ 7220

>77,

& 2.7.4.2-25 BIRMZEZBEESRORRFI AR TEE (JVCB, JVBH KU JCDB &

ER)
JVCB JVBH JCDB
(Solid Tumors) (CRO) (CRO)
Ramucirumab + | Ramucirumab + | Ramucirumab +
FOLFIRI mFOLFOX-6 mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
Grade n (%) n (%) n (%) n (%)
B IR afn 2 ZE A
B 5 0 3(6.3) 2 (3.8) 0
Grade 1-2 0 1(2.1) 0 0
Grade 3 0 0 1(1.9) 0
Grade 4-5 0 2(4.2) 1(1.9) 0

Abbreviations: AE = adverse event; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid,
and 5-fluorouracil; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin);
N = total population size; n = number of patients in category.

Note: At each level of summarization, a patient is counted once according to the AE with worst grade.
Source: sisSaenh.rl.

274216413 BiRMmizEREESER (JVBF &ER)

JVBF iRBR D, JRBREE & O KRR A D2 VBRI ZEAR BLEF R ORBEI AL, W
B RECRIBRICIE o7z [T A~ TRE 2277 B (0.7%) . 77 ®HREE 4276 B
(14%) 1 (% 274226) , ZL—F3ULEOFERT, TV~ THTITRDLNR
Molz, TTRREETIER, ZL—F30%HES (MEZE) 28 1 IR L,
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%= 2.7.4.2-26 ERMAE E42BEEE R (Pooled AE term BT PT) OERIRFIB KR UVEE
(ReMETXRER) (JVBF RKER)

Ramucirumab + Placebo +
BSC BSC
N=277 N=276
n (%) n (%)
Pooled AE Term Pooled AE Term Any Any
HAGE Preferred Term Grade Grade>3 Grade Grade>3
BRI EREEES Arterial 2 (0.7) 0 4(1.4) 1(0.4)
Thromboembolic Events
M Cerebral infarction 0 0 1(0.4) 1(0.4)
BN 1L Cerebral ischaemia 1(0.4) 0 0 0
N )R E S Femoral artery 0 0 1(0.4) 0
occlusion
DM A 28 Myocardial infarction 1(0.4) 0 0 0
Jiti B R AR i Pulmonary artery 0 0 1(0.4) 0
thrombosis
— 3P AV I T Tranls(ient ischaemic 0 0 1(0.4) 0
attac

Abbreviations: AE = adverse event; BSC = best supportive care; CSR = clinical study report; N =
number of randomized patients; n = number of patients in category.

Note: A patient was counted only once for each category. Missing grades are counted in 'Any Grade.'
Note: Adverse events were coded using Medical Dictionary for Regulatory Activities Version 16.1.
Note: There were no Grade 4 or Grade 5 events.

Sources: REACH CSR, Table JVBF.14.4.47 and Adverse Event Listings by Patient appendix .

27421642 FIRMmAz ZEREEER
274216421 FIkMmiz ZE2BEEER (JVBB &ER)

JVBB &k O EBR 3K & o [R5 BIR A 30 70 O B R i A4 ZE e B8 E =5 52 0D 38 B B Je OVE
BEFR 274227 7T, FRMLGZEREEFZOBIRENG T, MEREHETREKTH- 2
[T L L~ T7RE 44/529 ) (8.3%) . 77 & ARRE 34/528 f5] (6.4%) 1 . Z'L—K 3D
HERIX, TLINTRET 18/529 il (3.4%) . 77 EARREET 11/528 il (2.1%) (ZFEBL
L7z, ZL—FK 4 0FEG (WMERE) X, 7530~ TEET 4/529 6 (0.8%) IZFBLL
oo T77RARETIE, ZL—F 4 0FERITROONR o7, ZL—F 5 OFEZIE, W
BHEE L BICRD N0 o T,

WD DTEBRIE D 1k T 528 I T - 72 Fr RIS ZEAR B 5 2 R B L /- R
FlE, T LIS TRET 9/529 Bl (1.7%) . 77 BARRET 12/528 5] (2.3%) Th -7z,
ZD LT NOOIRBREEOE G IEIZE - kiR ZEREER X, L2031~ T
BET 3/529 4511 (0.6%) . 7T BAREET 3/528 fl (0.6%) 2B L 7= (JVBB RERIEFRRIE
#7535 Table JVBB.14.3.30 & () Table JVBB.14.3.31, %5 53.5.1.1 IH) .

R IR T > RN AR FEAR B R 1T, T AL~ TRET 4/529 f5] (0.8%) . 7
TR REET 1/528 1 (0.2%) (2% HL L7= (JVBB RBRIABRFAGH 15 Table JVBB.14.1.4,
% 53.51.11H)
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= 2.7.42-27 HIkMiE EEEER (Pooled AE term B U PT) ORIRFIB KR UVEE
(JVBB E&)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
HE RGO %) (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term
i Any Gr.3 | Gr.4 | Gr.5 Any Gr.3 | Gr.4 | Gr.5
FEAGE Preferred Term Grade Grade
FERIMAR ZE42 RS | Venous 44 (8.3)18 (3.4)| 4 (0.8 0 |34 (6.4 |11 .1 0 0
S thromboembolic
events
MiZEAR E Pulmonary 18 (3.4)|12 (2.3)| 4 (0.8 0 13 (2.5 | 9 (1.7) 0 0
embolism
FERNE Embolism 13 (2.5)] 3 (0.6) 0 0 5 (0.9 |1 (0.2 0 0
GRS AR A Deep vein 3 (0.6) | 1 (0.2) 0 0 5 0.9 |1 (0.2 0 0
SiE thrombosis
A SE Thrombosis 3 (0.6) 0 0 0 2 (0.4) 0 0 0
FR R AR SE Venous 3 (0.6 |1 (0.2 0 0 2 (0.4) |1 (0.2 0 0
thrombosis
FEF R AR Jugular vein 2 (0.4 0 0 0 2 (0.4 0 0 0
thrombosis
15 I A af. Mesenteric vein | 2 (0.4) | 1 (0.2) 0 0 0 0 0 0
TRIE thrombosis
FAEME M AR Thrombophlebitis | 1 (0.2) 0 0 0 4 (0.8) 0 0 0
FiR% superficial
SHE T HRAIR Subclavian vein 0 0 0 0 1 (0.2) 0 0 0
FRIE thrombosis
AR ERARSE Thrombophlebitis 0 0 0 0 1 (0.2) 0 0 0
2 5 i B Thrombosis in 0 0 0 0 1 (0.2) 0 0 0
D IMARIE device
KEFRFERRIE Vena cava 0 0 0 0 1.2 |1 (0.2 0 0
embolism

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/L.Y3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIEHIEE

FOVNSTHTHEILEZ L—F 4 OFIRILIEERBEESESR TH 2 MERIELZ LT
(ZEARIT D,
F LAV TR
Jfi%ERIE (7 L— K 4)
o Prroaikr s 4 emeuEmc L L o (ks
%7 (body mass index : BMI) 37.1] BPAZh 0§k LA ZEARIE O fe BRIK 11X 72 D2 o T2, PF
MEITDEMIEETZ B E Lz 7 B F %) FBE, ERBICRT 5 E/LE Rh
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LY3009806 274 BRIRAZ 2N

YA T NP R G - )
fpifi, Aot buy, FYarzarXsvrv A U, 7at I REOERE
vmrudY o Tholo, IBBENEREO 4 A% (T X TOBRBREREE S
BItAD 7 H%) . CTAF ¥ T/ L— R 4 OMERIENRE I N, Ky 77—
BIZL Y Wl FREOEBEARMARGE L FIB Lz, ~RY B EGE a7 (B, 74
YHENRYRX T AL TONT 7 Y UDIREICEID R Z b)) o ABETR. BERORMIK, &
M, BUIH R OVEIEICR LCh ., IBRAMIEZR, i, BERAKROT7aEI K
IZCIHREEIToT2, TD2 B, WBREZEE L, 2L OBRFEW A %E FhE LBk L7,
FH [EBREE GO 46 H% (RBREEKKRGHEO 9 A1) | IThBEO®RE
ZHIE L7, IRBREYEMIIAFERLE T L L~ T L ORREBEBRZ T EE T,
FOLFIRI VLK ONRBR FIR & ORI RBIfRAZ B E LTz, Uikt o FEM e i 2 &
2.7.6.4-28 (fH%) 177,

fiZEfiE (71— K 4)

o Pmorimn murEs 20 - > om. wwEE, ST AL
FER OAHRBARA~DO BB AT v NEBEHETHHIE ChH o7, HRE L, AFE
LOERKF & U THETHEOBEMEEE 2 A LT ie, SFHIEIET BEF A4 Fumg,
s RV T RURREF L XY KT A RNTre—/L, = fr”
UtV RN T Tholz, Day3d7. WBRE I T X TOBRBREEEE G %
Bdh L7, Day39, #¢BRFE IXIRBR Y ERTI O L v igBREo 542k L7,
IBBRERGBIAD 44 B (TR TORBEE&RGHGD 7 &) | #HBREIT I L
— N 4 OFFZERIEIC LD APt LTz, RFELIX, M CT A% v TERFEAICHR
NIEFTR TH -7z, FH, BBRFIIALE L2, $BRE I Y0 hY ¥
LRI, TEFAFY FABOREEZ G, Z7rE R Lok ie il L
7o TBBREE GO 66 B (RKFEZHBLO 23 Ath) | HERE OMTERIEIXREIE
L7z, REGUITIRBRIE O 5 Cld7e < KB O BYEREE & BIE A & 5 ATREMED &
D, IRBRIY ERIAFES L IRBRESOIIER TR E ORRERE T E LTz,

ZERE (71— K 4)

o Pmonrmt wmEss s sems. omowr. om mwE. &
IFEER K OEREETHHBE TH o2, PFHIEKITE L RREBEKFY, LA
Tuxh K, Avr I 7 by, 7rEI RRPr T EANLATHS T,
Day 134 (T X TCORRBREEFLGBAEDO 28 B#) | WBREIIFIRBORE (ki
CTIZHESL) ITL W ARREBRAFIE LTz, 20D 2 Bth, #BRE IXBR IR E CTHIER
DREINZFHBL LTz, CT I TN~ DR & OEITHEDIEKR DGO b/ 721) T
<, ZRMEOMER KL OFEMICZHEOERANABRERZE LBO LN, VLT 7
Vo R OA, =% RYF R AR OERERICEIVBEINLZ L&
Rolz, D 5 Ath, AELRITHK L., HBREFILREE Lz, 1R EIL, AF
% (MZERIE) &7 23N ~7 L ORRERZ GEET, FOLFIRI LK ONGER T
i & DEFEBIFRZ BE LT, Uik OFEMZ2 il % & 2.7.6.4-28 (fH8%) (2=,

91



LY3009806 2.7.4  WERMZ M
AT LY EREERER G - B

Jfi%EReSE (7 L— K 4)

o Prmonawtt mEEs s k. FamEwE, fEE R oS
BEAETOHLWBRE TCH-oT-, PRI n X 2D U ERRIE, A 2oty £
b b 2R HA] hydromorphone hydrochloride, megestrol acetate, 7 ¥4 A % ¥ > KR
U7 b R U TH o 72, Day 13, #BREIIREY A 7 L DT RTOR
B E g Sz, 0 5 A% (Day18) |, ###F I/ L —F 3 O FHl, 7/L—FK
3O, 7 L— K 4 OfER, S L— K 4 OFFERBAE, 71— R 1 O,
7' L— K 3 OMEEERER K N7 L— K 1| OffiK%zELEBEOFEZICEI D ABE LT,
ARz, Day22 (JBBRIEFAEFX GO 10 BE) | FiZERIE DB\ ISHT 2 E &
ONEHIER CT A b IKHPH ORI E §IRILIE 2 £ 5 7 L — N 4 OffiZERIET
BDH T EDNHA LTz, #EREIZIIANNY UGS (BRICUALT 7 U Y
Bxaoni) . 20 1 BE%., R IHEREZEDIEEALEOFELNLEIE L,
BPE L7z, Day35 (MZEMRIEFRFLO 13 H LKL OEBRIERE&BEGBIGD 23 %) |
TEBRAE Y AN OB L0 gBRF R o B A Ik L7z, &G PIREB TR
AR, R, BEICIEES T, BO K ONEM: & o 72k 4 5 e FOLFIRI L~
DEMETH -T2, AER (MERIE) & T L3 0~T7 L OREBRIIGE ST,
FOLFIRI {5 & ONEBR FIA & O R REBEHRIEEE S e, AFESR (ZERE) 12X
BRI DI o T, HREHERE OFEM et 2 3K 2.7.6.4-28 (fdk) (TR 7,

274216422 FBARMmie ZEEEESL (JVCB. JVBH R U JCDB iER)

JVCB. JVBH K& (% JCDB 3B D IRERHK & o [k FBE4% % [ 7o O IR if 4 FE AR BE #5552
DIEBLFNE K NEIS & 2 2.7.4.2-28 IR T,

JVCB RBATIX, 7 &3~ 7R CH RIS ZEAR BE S5 2 8L L 72 s 12 e
>77,

JVBH RERD T A L~ TRETIE, iFlRMARZER B 5 2 5 8L U 7= e BR#E 1% 5/48
(10.4%) Toholz, ZL—F 1 XL 2 DFERIT 14861 (2.1%) . 7L—F 3 OFEZIX
3/48 Bl (6.3%) . Z'L— R4DFEG (MZERE) 1T 14861 (2.1%) TR L,

JCDB R > Ram+mFOL6 FFTid, RIS ZEMBNE S5 2 J B U 7ol 1% 4/52 4
(7.7%) Thole, Z7L—F 1 Xk 2 OFEZIE 2/52 61 3.8%) . 7 L—F 3 ODEZRIT
2/52 5] (3.8%) (ZFBLL 72, mFOL6 FE Tl FRMRIMAEIEMEBIE S5 4 F B L 7o B 1%
2/49 Bl (4.1%) THotz, 71— K 1 XL 2 DFEZRIFT 1/496] (20%) . 7L —K4DHE
% (ZERAE) 13 174961 (2.0%) 1ZFBL LT,
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& 2.7.4.2-28 SHIRMZEZBEEERORRGFI AR UEE (JVCB, JVBH KU JCDB &

ER)
JVCB JVBH JCDB
(Solid Tumors) (CRO) (CRO)
Ram + Ram +
Ram + FOLFIRI mFOLFOX-6 mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
Grade n (%) n (%) n (%) n (%)
FRR A% 28
2 apui =3 0 5(10.4) 4(7.7) 2(4.1)
Grade 1-2 0 1(2.1) 2 (3.8) 1(2.0)
Grade 3 0 3(6.3) 2 (3.8) 0
Grade 4-5 0 1(2.1) 0 1(2.0)
Abbreviations: AE = adverse event; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid,

and 5-fluorouracil; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin);
N = total population size; n = number of patients in category.

Note: At each level of summarization, a patient is counted once according to the AE with worst grade.
Source: sis5aenh.rl.

274216423 FIRMmiz ZE2EEER (JVBF RHER)

JVBF iRBR D, JRBREE & O KRR A D2 W Rk AR B EF R ORBEI A1, W
B HBECRBRICIE D 272 [T AV~ TR 6277 B (22%) . 77 &BAREE 4276 4l
(14%) 1 (3¢ 2.74229) . LI NA~THETIE., ZL—FK 3 OFEZLIT 2/277 fi
(0.7%) [ZRB L1z, 7L —FK 4 X 5 OFRIBO LN -T2, 7T VREETIE,
71— K 3 LLEOFEGIL 4276 B (1.4%) IZRH L, Z0H9BL7L—FK 4 0FE% (i
FERRIE) 11X 1276 B (04%) . 7' L—F 5 OFEL (MZERIE) 1% 1276 B (0.4%) (2%

7=,

= 2.7.42-29 H#AkMiE EEEER (Pooled AE term BT PT) OERIRFIBKRUVEE
(ReMETXRER) (JVBF RKER)

Ramucirumab + Placebo +
BSC BSC
N=277 N =276
n (%) n (%)
Pooled AE Term Pooled AE Term Any Grade Any Grade
N Preferred Term Grade >3 Grade >3
RIS R R EES Venous Thromboembolic 6(2.2) 2(0.7) 4 (1.4 4 (1.4
Events
TR R M AG I Deep vein thrombosis 3(1.1) 1(0.4) 1(0.4) 1(0.4)
FERSE Embolism 0 0 1(0.4) 1(0.4)
i FE R SE Pulmonary embolism 1(0.4) 1(0.4) 3(1.1) 3(1.1)
B T 11 R Renal vein thrombosis 0 0 1(0.4) 0
A P ER R 25 Thrombophlebitis 2 (0.7) 0 0 0

Abbreviations: AE = adverse event; BSC = best supportive care; CSR = clinical study report; N =
number of randomized patients; n = number of patients in category.

Note: A patient was counted only once for each category. Missing grades are counted in 'Any Grade'.
Note: Adverse events were coded using Medical Dictionary for Regulatory Activities Version 16.1.
Source: REACH CSR, Table JVBF.14.4.47.
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2742165 HMOBEEER

2.74.2.1.6.5.1 HIMBEER (JVBB HER)

JVBB BR DIREREE & D K R BIER 2 [ 20 72 W H 1 B3 8 52 0 FBLGIE J OVEIA & 3
2.7.4.2-30 12”7,

HmBEERES (227 L—R) ORBEGIE. T2 THTT T ERBICHATEH
Mol [T L3~ TR 232/529 5] (43.9%) . 77 BAREE 120/528 5l (22.7%) . LAF
FNE] AV AT HTRIALEZESR (271 —F) 0 3athTh-o7z
[177/529 i (33.5%) . 79/528 i (15.0%) 1 . 7 L — K 3 DLEo&HiiL, mbat
EBICRD Lo Tz,

7 L— R 3 EOHMBEEEROFBIEGIL, 7L~ THET 13/529 6 (2.5%)
(ZL—F 4D 1L TL—R 50 3F%EEL) | 77vFREET 9/528 # (1.7%)
(ZV—=FR4D4HIR K7L — R 50 16l1%ET) Th-o7z (VBB RBRIGBRAIEREH
Table JVBB.14.3.29, % 5.3.5.1.13H) , T AV~ 7T, 7L —F 5 OFEGIE Hif,
i & VKB 23S 1 FlCRBO bz, 77 8RBT, ZL— K 5 OFRITKGH
A 1 IR BTz,

% 2.7.4.2-30 HMPEEESR (Pooled AE term R U PT) MOEIBHIH R UES (JVBB &

ER)
Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=529) (N=528)
n(%) n(%)
Pooled AE Term | 00led AE Term Ayl D aa lans | A | e | aa | ans
e Preferred Grade r. r. r. Grade r. r. r.
Term
[SRTIINESRT T S Bleeding / 232 9 (1.7) | 1 (0.2) | 3 (0.6) 120 4 (0.8) | 4 (0.8) | 1 (0.2)
hemorrhage (43.9) (22.7)
events
S I Epistaxis 177 0 0 0 79 0 0 0
(33.5) (15.0)
TEL % . Rectal 21 (4.0) 0 0 0 15 (2.8) 0 1 (0.2) 0
haemorrhage
IR Haematuria 13 (2.5 | 2 (0.4) 0 0 7(1.3) |1 (0.2) 0 0
122 PN H 1 Mouth 12 (2.3) 0 0 0 1 (0.2) 0 0 0
haemorrhage
I P o, Anal 11 @D 1.2 0 0 3 (0.6) 0 0 0
haemorrhage
B P H 1 Gingival 11 (2.1 0 0 0 1 (0.2) 0 0 0
bleeding
P H i Haemorrhoidal | 11 (2.1) | 1 (0.2) 0 0 3 (0.6) | 1 (0.2) 0 0
haemorrhage
Ah—< Stoma site 11 @D 1.2 0 0 3 (0.6) 0 0 0
1. haemorrhage
P15 Contusion 7 (1.3) 0 0 0 3 (0.6) 0 0 0
W 1ff. Haemoptysis 6 (1.1) 0 0 0 2 (0.4) 0 0 0
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Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEEG B (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term Any e 3 e 4 e 5 Any e 3 e 4 G5

. Preferred Grade 3T, 3T, 3T, Grade 3T, 3T 3T,
Term

KRG H . Large 6 (1.1 0 0 1 (0.2) | 3 (0.6) 0 0 1 (0.2)
intestinal
haemorrhage

SRET Purpura 5 (0.9) 0 0 0 0 0 0 0

i H 1fn. Vaginal 5 (0.9) 0 0 0 1 (0.2) 0 0 0
haemorrhage

i 1ffn. Haematemesis | 4 (0.8) | 1 (0.2) | 1 (0.2) | 1 (0.2) 0 0 0 0

it MR 1 Conjunctival 3 (0.6) 0 0 0 2 (0.4) 0 0 0
haemorrhage

JIIREEE i Haematochezi | 3 (0.6) 0 0 0 5 (0.9) 0 0 0
a

1fn g Haematoma 3 (0.6) 0 0 0 0 0 0 0

AR LS Eye contusion | 2 (0.4) 0 0 0 0 0 0 0

AR HH 1. Eye 2 (0.4 0 0 0 0 0 0 0
haemorrhage

T Hiifn. Gastric 2 (0.4) 0 0 1(0.2) | 1(0.2) 0 0 0
haemorrhage

H ifi. Haemorrhage 2 (0.4) 0 0 0 0 0 0 0

R EALE Lower 2 (0.4) | 1 (0.2 0 0 4 (0.8) | 2 (0.4 0 0

1 gastrointestina
| haemorrhage

AL Melaena 2 (0.4) 0 0 0 0 0 0 0

/N HA . Small intestinal | 2 (0.4) | 1 (0.2) 0 0 0 0 0 0
haemorrhage

ARk NN Y Anal ulcer 1 (0.2) 0 0 0 0 0 0 0

e haemorrhage

ik 7 Diarrhoea 1 (0.2) 0 0 0 1 (0.2) 0 0 0
haemorrhagic

5 15 H 1 Gastrointestin | 1 (0.2) 0 0 0 0 0 0 0
al
haemorrhage

i Nsliin Haemorrhage | 1 (0.2) 0 0 0 0 0 0 0
subcutaneous

FE IR H Oesophageal | 1 (0.2) | 1 (0.2) 0 0 0 0 0 0

il varices
haemorrhage

NI 5EE HH 1. Pharyngeal 1 (0.2) 0 0 0 0 0 0 0
haemorrhage

Jifi 1. Pulmonary 1 (0.2) 0 0 0 0 0 0 0
haemorrhage

95 H Tumour 1 (0.2) 0 0 0 0 0 0 0
haemorrhage

TEI 4 o Ulcer 1.2 | 10.2 0 0 1 (0.2) 0 0 0
haemorrhage
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Ramucirumab + FOLFIRI Placebo + FOLFIRI
A EFLRIEBLHIE) (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term Any e 3 e 4 G5 Any Gr 3 e 4 G5

HohE Preferred Grade r. r. r. Grade T r. T
Term

S8 . Uterine 1 (0.2) 0 0 0 1 (0.2) 0 0 0
haemorrhage

T~ s . Vitreous 1 (0.2) 0 0 0 0 0 0 0
haemorrhage

Jib4 i e Cerebral 0 0 0 0 1 (0.2) 0 1 (0.2) 0
haematoma

FEFEME MM N Disseminated 0 0 0 0 1 (0.2) 0 0 0

TR [ intravascular
coagulation

JFF ifn Hepatic 0 0 0 0 1 (0.2) 0 1 (0.2) 0
haematoma

5 H i Intestinal 0 0 0 0 1 (0.2) 0 1 (0.2) 0
haemorrhage

M BE H ifn. Laryngeal 0 0 0 0 1 (0.2) 0 0 0
haemorrhage

ARIEF5 i Metrorrhagia 0 0 0 0 1 (0.2) 0 0 0

SR H i Petechiae 0 0 0 0 1 (0.2) 0 0 0

SOUTE 7% 1. Post 0 0 0 0 1 (0.2) 0 0 0
procedural
haemorrhage

RS o Subdural 0 0 0 0 1 (0.2) 0 1 (0.2) 0
haematoma

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_P/Single—Use—Statistical-Program/Mdstat_ ADS/LY3009806/CRC_JCTD/JVBB/ads

Date: 20 HIHIEE

I BhE RGO < # B EHMBEEFESR N Hd Tz, JVBB RERDOIRERIK & OKE
BAGR 2 [ 0 72 B i H 1l B S R O R BB E N OFIS 23R 2.7.4.2-31 10T, B
HES (271 —F) ORBEEIT. LA~ THTT IR TEN-TZ
[65/529 #i (12.3%) . 36/528 5l (6.8%) ] . 7L —F 3 LLEDOEROFEAFIEIZ, M
B G RECRIBRITIE D o 72 [10/529 51 (1.9%) . 6/528 31 (1.1%) ] .

WP OIRBRIE D IR ST 5 A FICE o 7= H i BE 5 2 5 5L U 7= iR X
LIV TRET 14/529 Bl (2.6%) . 77 B REET 6/528 Bl (1.1%) TH o7z, m“‘mx
OIEFIEOH I T GERICE > - H i B FR 2 538 L ik, 7201
STHET A, 77 8RBET ABITHoTz, FLVNTTHTIE, 7LV T DHD
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BeHGHIEICE 77 b— R 3 O MBI FEE 8RB L2 gE X, 2 # (04%) Tho
Teo 77 RARFETIEZ, WTNDAOIRBEOR G P ILIZE - 2R 1T W72/ >7- (JVBB
ABR VB B FE 5 & Table JVBB.14.3.30, Table JVBB.14.3.31 & (X Table JVBB.14.3.32, #f
53.5.1.11H) |

TAYNTHTIE, RBRPILICE-s-HMBEEFS L2 RBHAL-WBRE T 3 4
(0.6%) T 7= (JVBBRERIGHMIE R L F Table JVBB.14.1.4, 5 5.3.5.1.1 1H)
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2.7.4  WERMZ M

+:27.42-31 ElaHmpBE:EES (Pooled AE term R U PT) OXRBHHKEUVES (JVBB

FHER)
Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term
i Ay 63 | Gra | Grs | AW Gr.3 | Gr.4 | Gr.5
FEARGE Preferred Term Grade Grade
HIHHIM S | Gl hemorrhage 65 6 (1.1) | 1 (0.2) |3 (0.6) | 36 (6.8) | 3 (0.6) | 2 (0.4) | 1 (0.2)
< events (12.3)
TEL % . Rectal 21 (4.0) 0 0 0 | 15 (2.8) 0 |110.2 0
haemorrhage
I P o, Anal 11 @] 1 (0.2 0 0 3 (0.6) 0 0 0
haemorrhage
S H i Haemorrhoidal 11 2.1)] 1 (0.2) 0 0 3 (0.6) | 1 (0.2 0 0
haemorrhage
KA H 1 Large intestinal | 6 (1.1) 0 0 1 (0.2)| 3 (0.6) 0 0 1 (0.2)
haemorrhage
i 1ffn. Haematemesis 4 (0.8 |1 0.2 |10.2 |1 0.2 0 0 0 0
A A5 P Haematochezia | 3 (0.6) 0 0 0 | 5 (0.9 0 0 0
T Hiifn. Gastric 2 (0.4) 0 0 [1(0.2)] 1.2 0 0 0
haemorrhage
N Lower 2 (0.4) | 1 (0.2) 0 0 | 4.8 |2 0.4 0 0
1 gastrointestinal
haemorrhage
AL Melaena 2 (0.4) 0 0 0 0 0 0 0
/N HA i Small intestinal 2 (0.4) |1 (0.2) 0 0 0 0 0 0
haemorrhage
ARk NN Y Anal ulcer 1 (0.2) 0 0 0 0 0 0 0
e haemorrhage
ik 7 Diarrhoea 1 (0.2) 0 0 0 1 (0.2) 0 0 0
haemorrhagic
5 15 H 1 Gastrointestinal | 1 (0.2) 0 0 0 0 0 0 0
haemorrhage
FE R H Oesophageal 1(.2) | 1.2 0 0 0 0 0 0
il varices
haemorrhage
TEI 4 o Ulcer 1(.2) | 1.2 0 0 1 (0.2) 0 0 0
haemorrhage
55 H . Intestinal 0 0 0 0 1 (0.2) 0 1 (0.2) 0
haemorrhage

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—

Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas
Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE
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MR E (RARE) & HmB# FSR & OBEMEIC SV CGEINMENT TRl L 7=, 7
B ARBMEENTCTIE, BEFEZ ST FTICEHE Lz, HfBESEROFEHEI G, M/
BARE (FEEFE) ZRBL LR o o EBRE (30.3%) [ZHATHI/MOEARE (6 )
ZRBL LT KBRE (44.6%) T < /B E & L BEFERORBLY X 7 L DfH
(BRI Sfe, 7272 L, M/ MRIBAE (FEA5E) 2B L72BRE TR b
THMBEEERORIY A7 NT LI N~ T RETHEITE KT D Z L1320~ 1z, FrkEH
TP H & H B EFES & ORFEMEIC O W T HFHE L7z, 2055, ikt
B It o & i BEFER OB Y A 7 (ZBHEMEITFE O H LR 5T,
FEAT A REPIRIESR (nonsteroidal anti-inflammatory drug : NSAID) O & HiifBS
SR L OBEMEIC OV T HFEE L7z, NSAID Offi &A1l 8 58 TR |
NSAID Offi & i B #H S OB Y A 7 [ZBIE M TR by > 7= (JVBB REriA
B s 45 5 3 Table JVBB.14.3.36, Table JVBB.14.3.37 } U Table JVBB.14.3.38, %
53.5.1.11H) |

7L — K4 K05 ol BEHRRZ2 LITICERT 5,
F LAV THE
Hafl (7 L— K 4)

o dmonrntt wmurss s  Bmemao~—25 0 TR
EHETOHWRE TH oo, PRAEIERICHT 5 E /0 e RIERRE KT LK DA & v
a R AKTI T - 72, Day20 (T X TORBRIEEEKKLHED 6 H#%) |
PHRFIXZ L— K 4 oz kv ABEL, HWNESEREIC TREHESHIEELD
EEME AR Sz, BREIXT FLF U o, i, (v b)) miEZ2 78
Sy BB Je OS2 A K D16 25T 7=, Day2l ICHABRSREZEmL, T
EREEIEEIMEH AR b, val— - U REREEEZE SN, 20 2 H
. IEEMEH M Z ED /e WEERIER TH D L L7z, Day23 OEHE CT o
TEEHE M IEFRD Do 722, FHICHICZEOMBERTRD Hiv, B2t e
LTEZEDOEKRDPRBD e, A L EOESEE M2 EE L, Day24 OFHKN
RERECEEORBER L O FEEIENDOHLNRHOARD bz, 7 KL
U o RO AE AN K 210 &% 72, Day26 (RAIDOERFEBO 6 Ak, 1B
AR ERIED 12 B#) | BRE IIAFERNOEE L, 20 3 Hik, #HBREIX
BEEL, TR TOBRBREREG 2P IE L, BBRBYERILT A v~ 7 & ORERM
BRESEET. AV /Ty, RV FT—F T LKLY 5-FU KRR FIAE O
KRR A GE Lz, MERE OFEM R4 #£ 2.7.6.4-28 (fH4%) (TR 7,

Bim (71— FRS)
o Prmonrmt wmErss P - e R OBIRNE S LEEEE T2
WEBETHY, ANAPLEZ Y ARFYINEERESN T, $BREITSE 15
A 7 NV OIRBREER G- 10 B I+ ZHPERHICER T2 7 L— F 4 OF HiMmiZ &
D ABE L7z, #EBR# X APE L. bionolyte G5 @ A, #lfl, =Y X7 Z V' —)L~< 7 %
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VUL, BET7 7Y U RU DA soluvit, perfalgan KN kT R XY ARRIZ K DR
WAEZ TTe, BHO~Y M7 Uy MEIX 21.4%, (/3L 503x109L ThH -7,
Day 13 (FGRIBLO 3 A%) | #BREIXEBREOR G2 FIE Lz, [FHOH NS
BAETIE, AHEZA LAVWEIEOR L~ V=T IREIVEH M 2 fEb 2 H ORI
BFEO biv, BB A S +RIBEEDS 2 TR bz, W ILOEE ISR
LTHIMEY FLF U orinfb s, &5ETRIZIIHMIRO 5hnxl ko7, 6
~10 FFE 2., #BFE OMIRIE 38.3°C, ARA%i 130, UGHE ML 80 mmHg, B2
fOFIEEIX 90% E TIK N L, [AHB, #REFII7L— RN 4 0OFHMIZEL VT L, 1R
BRI EERIL, AFER LT X TORBELIERFIEE ORREFREZGE L, Wik
NEREES & DIRRBARE G E Lo Tz,

Hafl (7 L—K5)

o Jrroaimn wmeEs s - nEE. Lwmmse. FERBINR~O A
WHARI AT v NEE, FRIRIARIE . RS OB R K OISR L7 aTRERE D R
EBHIMAE AT 2HBRE Ch oo, FAKIITAEY v Thotz, 1RBREE G
D 11 B, HBRFIZFE TR RA VT EZFIHKEL, ~E7 a0 9gdL Tho
2o 1 BRI S HICEGHMAFED Lz, 2o 2 HETIZIEFHEALT
W, BERFICTEEIEH TR Do o, MiEE TR & & DR RE R RS
Roseomonas J& 7" 7 ARERPEERFRE RN S 4L, ~EZ7 2 0d 9.17 g/dL, B BRI T
3.44 k/uL R OV MRERIE 174 Kyl TdH - 7=, H MR O AL 2 R E 3 5 7201
AT LW T IO ERAED O bERIIHF LN R o7, Bz FhE L7z, Day13
(HELRHO 3 A1) | FREITIATTHE L, BEHBIZRHATH- 72, BlOZ
Wr eIl EEARE i (=2 — b —FREERO KEME M) | O X2 bR ORUILE D 7~
2 X 7=, Roseomonas J& 7 7 LfEMEEREFEIZa L X I Rx—Ta il bdbnEEx
Lo, MIED FREMEIZBZ 6 < R L &I S iz, SIRIEFEm I o
oo PUMEFAEEKIZIINODODFEFRZoI SR T ARMERH L2 &0, HiE
EHNEARBAToH o 722, IR Y ERIIARERE T LV~ T L ORREBEGRE & EE
T AV T H, RV F—= AT AR 5-FU UXTEBRTIE & OK FE% %
B LT, MagtBE O ikl % K 2.7.6.4-28 (fH8%) 1Z7-7,

Kt (7L—R5)

o ok s s - awE. oseEwmORE. FEBE
ETHHBRETH-T=, BFHEIZA P27 0 FFIF, Z7usBRAR0T RT3
)72 Tholo, HI10YA 7 VO, 1GBRERGHLED 170 B (T XTOIRR
R G- 5 B%) | FIEE O AR biv, #BRF IS EHmc LY
ABE LTz, BMEIXRO bR hoTz, BRKRREMKET~EZ B 44gdl Th
ST, WHRBIREIZ TREICHERO S AR OEIRENBD vz, £2. KIBN
B AN CTRIGITRE R R O fEM % £F 5 MM E RN D Hiv, Bl
WOLNTZH O & FEEE, FIRETTEEICHRE LI bD LB X b/, MIRETHE
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=N

JEIXIFFEETHY . FRAELR/ FHMEFEREICLI L bDEEZ BN, D
AR EEBRIIUTOERBY Thote : AT BB Y 55gdL, M/
313x103/mel, 7'v b w2 B EEH 11.1sec, #i5r b o AR 77 AT U EEE] 30 sec,
[EFEFE#ELL  (International Normalized Ratio : INR) 1.03, [E#2E U /L E X 0.9 mg/dL,
Mgy rey ST, TARTX BT I ) R T A7 =7 —1 (aspartate
aminotransferase : AST) 70 WL, 77 = -7/ F7 A7 =7 —+F (alanine
aminotransferase : ALT) 33 WL, 7/V7 > 28 ¢g/dL Tholz, #ERFE ITARMEK 7 H
&G I7eh, HXEE Lo 7o, #HRE X, 2FRERARARThH o722
ED . PR OMAE ERMITHER S hoTe, BH, ~EZBE VL 43 ¢gdL
B OV /AR Bix 62x10E3 (JEMEREPH @ 140~450) T o 7=, BB H 13 kAl

(hematite : iron oxide) % # 5 {7z, Day 173 (KHEZRFHO 3 HL. T XTDIR
B i G-BRis D 8 Hi%) . #REBRF IR M GG HIm) (X VT L, #
BTN S e o 7o, RN EMITIAESR (Eaz g dimHn) &7 a8
=7 EORRBEFREGTEET, AV /T RV F—FIAv UL 5FU KO
RBRTIEE ORRBIRE GE LIz, HaBg Ol 22 2 & 2.7.6.4-28 (f16x%)
(2R,

77 B AR
it (71— K 4)

3'%0)%/\?‘@ (HBRE 7 498-) D #BRE L. Day 10 (2 bowel subocclusion

(ERFLHEAHGE . 7 L— 8 3 OEH%E) KO7 L— R 4 O HmIZ E D APt L7,
W& K OVIE S 2 1 5 IBPAZE IR, FEBOMEICL 2D Tholz, £z, L, M
PR B OVEE BE oD A HEMELS 2 0 | BRI EEE AT R OVELG R 2 & O B i H 58 B
7oo IM/REIE 4701x109/L THY . 7 LT F=210F 5.58 mg/dL (FLYEHIPE : 0.5~
I.1mg/dL) Tholz, £DHKk, PREIZHE RENIE Lz, BREITRE S 2)
o7z, Day 15 (RFERFEHOD 5 0L, »OT X TORBIEEREER GG 14 H1Z)
2, HBREF I AE AR K OUGE M SR L, BAZITREIE T D &2
Wradu, BBEL7c, TR CTORBRIERGAARIEL, BTSN oo, THBRIKR
b0 21 B, #BRE ITEE, B, 7L — F 2 OEBEERRE O H i & O
JRE B O (12, CRF L, YE#EBRFE O THBITREEOHE LEHZ I
72) DD ARE LTz, Day37 (KAEZRFEHO 27 B, 7 OT X TORBRIEREMEEK
HBAG 36 B#%) 1o, BRBREITRBRE Bk L, BBREREER GO 48 A%, WHRE
MBS R O M S REEO F T Lz, TIRITES N o7, SER
T 2 =R R & T HRERBOMETH -7, 1RBRIEE i L OB FL2NBEE L 7=
AREME A BRI TE RN 2 e b KFER (i) SIEEEE (FT71R) & ORRE
RIIEEINT, AV T h, AV F—R AT U A 5-FU XXERTIAE ORK
RBEMRITEE ST,

i (71 —F4)
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A moaanve gmegs 30 - s T BB w2 A 2 v
HThoTz, PFHZEIX. hydromorphone hydrochloride, =Y A7/ Z V' — <7 RxT 7
A, w7 Id—VEROERA N7 v 7T RTholz, Day20 (JREREEKE GO
5 H%) . BEEBREIXEBEmMOSENNH D ABEE B L7z, Day24 ([ZFEBNIESRAE
EEM L EZA, BHBHMITERED bedrolz, ~E7 BB E 8.6~10.8 g/dL
ThY ., FRMEREMIIAETH 7=, Day30 (FZRFEIHO 10 H#E) . & IXEE
L7z & Hilr Sz, #EBNESMRA IS CTEBGHIMIZERD 5 g, Day30 [Z1RHRHK
(7F%R) OG5 2B L7725, FOLFIRIJEEIZHE L., ZDE £ Day36 £ T
HIEH U7, AR SUTRRZICEHERITRD 52> 72 b DD, Day48 (2
JFRBOHBERBD NI LD WY A 7 VLI CILIRBRIEIIE G S vz o
Too TRBRIYSERL, REGEIRBRE (77 €8) KO FOLFIRI L, W ONIIRER
FNE & ORRBIFRZGE LT,

JMIAE (7 Lv— K 4)

Proa s amass sl - wwEanE b 2 BRE D
HKlLlr=ma—aRXF—ROAXH I TFI7F o OHBEEZA LT\, JPAKE, B
JRIGIZKTT DA MFAALI LV RRTZT IR Z IR, MRETHEERNE L
nadroparin calcium K ON7 2 F LU FoUEE, BHEIEEELZ B E LA AT T Y —
. ARIETIZHME LTz 7B RALOTRIICKT 287 I N ThoT,
Day 99 (T X TORBRERMEEEH) | FBREITEE Lz, T TOIRBRIERER
HRAtEo 14 1% (Day113) | SHE CT 12T/ L— K 4 OFfE FmER < T
MJEAFRD BTz, #aE, R FIEL O SETIEICE D ABEOIERIZE 72,
FH, 778X R0o&E52 L0, thoT X TORBRELARIEL 7=, MAEICxT 5
WA 72 IR I T2 o 72, Day 121 (FRFEIHO 8 HiE, 1O T X TOIRBRIKE
KA HBRAD 22 BHR) | BRERE (TR T AR KL OV B IR R AR S [EE L2, [,
WA ITBRBE L, AV /T Hhy, AV FT— R IV T AR 5-FU O#£HZHH L
2o TRBRAR S P AT LR T g R OV BT MLE SRR (T 'R) L ORI
REGEET. AV /Ty, AU F— AT 7L 5-FU KONRBRFIE & ORFRF
BfRASE Lo, K FMELE O bR TMEEZan/-%, fFHETH D
nadroparin calcium ¥ X7 B F % U FOUBOEHGIEHFIEI NN, KAERIT
nadroparin calcium M N7 & F /L4 U FIUEE & BEE N & D rTEEME IRV &I S vz,
B Y EMITREE (77 8R) LOFEEEZZET & L Lic, RN ERM
EL R L IRBREESUIIERFIE L ORREBREZGE L. B2 6 ELPEERME & B
B LG L, RG-SO 128 Hi%, #BR#EIIFE RO EIC L v IRR
Wokth ik L,

AT (71— kK 4)

P oo Gaass ) - mararogmEch o, prAK
EEMECRTDTT /a—, R T Y TT =, LR7axHhr o a
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TAVIVBE,/ TE T I )72 ROTNVT T T A Tholz, Dayl22 12,
JE¥E MRI I THRABILZE L TWD Z ENRE T2, Day 134 12, #BRFIZKRY A 7
NOTRTORBREORGEZHB L, AA., BRARREMIBREY LE Y
103 pmol/L (EE¥EHIPH : 3~21 umol/L) | T A BV RAT 7 Z—F 449 U/L, ALT
401 U/L, AST 340 UL Th o7z, NFIBROMEEMRAEIC THEIENRD Hit, UL
7y VoG ntiksiie GERIREEN STV T 7 U URPEHETH B &R
éﬂk)omwn(%%%ﬁ&w%%%%%&5®zsa%)K\Hﬁ#%#@%
ThV, 7T 7= XD FFSOEARBD bN--o, HE KL —T %8
Ebkomwm(%%%ﬁ&w%%%%%%5®275%>K\%wﬁwmmém
FHIRAE T, HHEEREMOE L EAARO B, AMmEkE 28.07x109/L, #FHEk
5 26.04x109/L, FRIMEREL 1.53x1012/L, ~EZ bty 49gL, ~~ 7 U v ME
0.172 ThoTo, CT AF ¥ N THEHREO TV Y U7 L — K 4 OfFMfEHFE
bivlc, #EREIX., 20k, FBEERELX OTEEOZ M (anemization) % FEHL L |
FH, 8 L7, ERIZZ L—FK 4 O@MTFRrETH o7z, HfRiC T, FilEoN
R OVE FEES . M OV JREBE S M |2 B - 2 TR % FH o HY i PR S8 23 IFI 258 0 B
72o Day 122 2% L7z MRI OFERTIE, EENLEL TV Enb, KFERIT
JFRBOMEIZ LD SO TiEAen &l Sz, IRBREERKE % 30 HLNICAR S
BNRFEBLLI-Z D, IRREYEMIT, REZLBRE (F78R) KO
FOLFIRI &% & ORFEBRITH 22000 LL20n, 86 OB L 72 &
Wr L 7=,

Kt (7 v—FK5)

o ofmaastt wmEEs 2o 3. mokR. SR, sE, gx
ZHAM, K= 2 —a T — RERBEME TN (5 — ABEMBITIN K OVE
D OBED NI Z AT HHRE Th o7, RBRERGMGO 7 A%, #ERF X
BT R L0 ABE LTz, BRIRBRAEMEIX, ~E/nrtEy 73gdl, ~~ h27 VU v
ME 233, M/ VRE 129 Kpl Th o7z, #EBRE IIHAEWE. filgrastim KO 7 + &
NRYRX7ZAF YA (PR ##&b53hiz, 2 A%, BBIRBECRLT—U70
T—TNERE L, RREOFEIET IR0, & 1 YA 7 LI IR
I o7z, Day27 (ABEdD 20 H%) | #BRE I IER I, HLE H
0, EEOREZHEIBBEREOCAMNTHSD EZBEiL, RAVA~NEERE LT, [
H., #BRE TG M A2 3Bl L, 61T L7, Nucleotide bleeding scan (2T 2 #» 6
2338 Havie (B & OSSR ) o BOiE TR LIER S b
otz i AHE Sz, FERITZAHTH O FIBRILER SR o Tz, TRRILY
FERfIX, MBI CIEEREE (77 4R) KO FOLFIRI ¥k & ORFEBEREZ GE LT,
fElmHi EEBREE (77 vR) LORRBRIIBELRLSTB, AV T,
RYF— "IN DL 5-FUKIERFIRE ORFEBERITEE LT,
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27421652 HimBEEESZ (JVCB. JVBH R U JCDB RHER)

JVCB. JVBH O} JCDB 3B D IRERHK & [k FBEHR 2 [0 72\ H 1 BE #5552 o0 5 B 451
B OVEIG 25 2.7.42-32 12777,

JZVCBRBRD T L b~ T7HETIL, MM BEERESRIT 6/25 ] (24.0%) IZFHB L. Wi
DERLTL—F1XIL2 THoTz,

JVBH B D T A b~ 7HETIL, MBI 5T 21/48 i (43.8%) IZHB LIz, £
KIFEZVv—FR1IXT20FELTHY (2048 ] (41.7%) ] . 7L — K 3 DFERIT 1/48 i
(2.1%) IZRBI LTz, 7L — K45 OFEZITBEDO LRI o T,

JCDB R Ram+mFOL6 #f Tl&, HMmBIESFGIE 25/52 #i (48.1%) ([ZHH L7z, 7

— N 1X% 2 DFERIT 24/52 61 (46.2%) . 7 L— F 3 DOFEZIT 1/52 4] (1.9%) (ZFEH

L72, mFOL6 FfTid, HiMPBIESESIX 9/49 5] (18.4%) IZHIL, XTI/ L—F 1 X
X2DFEZTHoT,

+27.42-32 HMBEESEZORBHH KX UVEE (JVCB, JVBH R U JCDB iE&)

JVCB JVBH JCDB
(Solid Tumors) (CRCO) (CRO)
Ramucirumab + | Ramucirumab + | Ramucirumab +
FOLFIRI mFOLFOX-6 mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
Grade n (%) n (%) n (%) n (%)

Hi i RSB 52 6 (24.0) 21 (43.8) 25 (48.1) 9 (18.4)
Grade 1-2 6 (24.0) 20 (41.7) 24 (46.2) 9(18.4)
Grade 3 0 1(2.1) 1(1.9) 0
Grade 4-5 0 0 0 0

Abbreviations: AE = adverse event; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid,
and 5-fluorouracil; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin);
N = total population size; n = number of patients in category.

Note: At each level of summarization, a patient is counted once according to the AE with worst grade.
Source: sis5aenh.rl.

27421653 HIMEEER (JVBF BHER)

HH 1. B G R BN O kAL BT 2 TR R S sl E O BUE 1L, JVBF SRBIR B GRS
#F (% 53.5425H) O Section 9.3.3 {Z/R7,

JVBF B DT LA N~ T RECTORBENED 1%LL oo Hifn B 25 5 o0 38 B 5115 &% OVE
HEFK 2742331 T, HMBEEFES (27— F) ORBEIGIL, 7L< T7HT
TR R TE Do [T AV~ TR 90277 Bl (32.5%) . 77 BAREE 55/276
Bl (19.9%) . LFENE] o LasL, HimBESES (7L— R385 OFEEEGIT, W\
BHEEECRIRTH -7 [17277 B (6.1%) | 21/276 B (7.6%) 1 . 7 LI~ TETH
BEIGN@EP o HRIRRMTHY . TORBEIGILT LAV L~ THTT 7 8RB
Ee_TE o7z [38/277 B (13.7%) . 17/276 51 (62%) 1 . 7' L— R 3 Ll o &t
IE, MG E IO N7,

PrEEE RSO OOFH, XiE 2 HELUAOBERE L | B EER O A
7 L ORNCEEME IR SN2 o T2, T LAY b~ T RETIEL, M/ NRIBE & H i B
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FELORBY A7 I CEENRENT- (JVBF BRI SR & F#E Table JVBF.14.5.55 &
X Table JVBF.14.4.56. &5 5.3.5.4.2 ) ,

£R274233 LV THTORBREN 1%ULELOHMBESESE (Pooled AE term
RUPT) OFBRHIHKRVESE (JVBF HER)

Ramucirumab + Placebo +
BSC BSC
N=277 N =276
n (%) n (%)
Pooled AE Term Pooled AE Term Any Grade Any Grade
N Preferred Term Grade >3 Grade >3
H i BE B E 5 Bleeding/hemorrhagic 90 (32.5) 17(6.1) 55(19.9) 21(7.6)
events
et Contusion 4(1.4) 0 4(1.4) 0
B Epistaxis 38 (13.7) 0 17 (6.2) 0
5 Gastrointestinal 7(2.5) 4(1.4) 1(0.4) 1(0.4)
haemorrhage
A H 1 Gingival bleeding 18 (6.5) 0 4(1.4) 0
T i Haematoma 7(2.5) 0 2(0.7) 0
W I, Haemoptysis 93.2) 1(0.4) 3(1.1) 2(0.7)
2 HH i Haemorrhoidal 5(1.8) 0 1(0.4) 0
haemorrhage
1 Rz PN HE o Mouth haemorrhage 6(2.2) 1(0.4) 0 0
318 # e HH 1 Oesophageal varices 3(L.1) 3(1.1) 10(3.6) 10(3.6)
haemorrhage
T i Rectal haemorrhage 5(1.8) 0 3(1.1) 1(0.4)
- ERE AL A Upper gastrointestinal 3(L.1) 2 (0.7) 2 (0.7) 2 (0.7)
haemorrhage

Abbreviations: AE = adverse event; BSC = best supportive care; CSR = clinical study report;
MedDRA = Medical Dictionary for Regulatory Activities; N = number of randomized patients; n =
number of patients in category.

Note: Adverse events were coded using MedDRA Version 16.1.

Source: REACH CSR, Table JVBF.14.4.47.

B B R A H G LI BN O R 2 JVBF BRI EREEE 8
53.5.42 ) O Table JVBF.14.4.47 127+, BHHMEEES (27 L —F) OFHAEE
[25/277 B (9.0%) . 23/276 B (8.3%) ] KOVHMGHMBEEHRS (/L — K38 E) ©
FEEIG (11277 B (4.0%) . 17/276 il (6.2%) 1 X, MEGHETRETH -2 (F
2.7.4.2-34)
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5+ 274234 Bl MBI EES (Pooled AE term U PT) OXEIBHIH B UVEIES (JVBF

HER)
Ramucirumab Placebo
N=277 N =276
n (%) n (%)
Pooled AE Term Pooled AE Term Any Grade Any Grade
N Preferred Term Grade >3 Grade >3
B iR M RS GI hemorrhage events 25(9.0) 114.00 23(8.3) 17(6.2)
JIT P8 HH o Anal haemorrhage 1(0.4) 0 1(0.4) 1(0.4)
T 17 A T 2 S L A AR Gastric antral vascular 1(0.4) 1(0.4) 0 0
5 ectasia
I Gastric haemorrhage 1(0.4) 1(0.4) 1(0.4) 1(0.4)
R HY Gastric varices 1(0.4) 1(0.4) 0 0
haemorrhage
5 Gastrointestinal 7(2.5) 4(1.4) 1(0.4) 1(0.4)
haemorrhage
- i, Haematemesis 0 0 2 (0.7) 0
Bk Haematochezia 2 (0.7) 0 1(0.4) 0
2 HH i Haemorrhoidal 5(1.8) 0 1(0.4) 0
haemorrhage
TR AL A Lower gastrointestinal 0 0 1(0.4) 0
haemorrhage
X LT Melaena 2(0.7) 104 414 2(0.7
£ 38 H Oesophageal 1(0.4) 0 0 0
haemorrhage
318 # e HH 1 Oesophageal varices 3(L.1) 3(1.1) 10(3.6) 10(3.6)
haemorrhage
T i Rectal haemorrhage 5(1.8) 0 3(1.1) 1(0.4)
- ERE AL A Upper gastrointestinal 3(L.1) 2(0.7) 2 (0.7) 2 (0.7)
haemorrhage

Abbreviations: AE = adverse event; CSR = clinical study report; GI = gastrointestinal; N = number of
randomized patients; n = number of patients in category.

Note: Adverse events were coded using Medical Dictionary for Regulatory Activities Version 16.1.
Source: REACH CSR, Table JVBF.14.4.47.

TLYNTHETIE, Z7V—F 4 OmBEEFR 2 I LB T 16 (BiEH
) . Zb—F 5 OFREFRIL-EHRFIL 16 (REHFIRELHL CThote, 77 &
ARETIE, 7L — F5OFEZEFRBLLBRE T 16 (REHIETHD) ThoTz,

FAVNY T CHEETRERFER LRI L SHRE Ok 4 JVBF RBRIG
BRiafimEE (55 5.3.54.2H) @ Section 14.4.4 (27”7,

JL— R4 XF7L—F 5 OMmBEEFERZIBL L IgRF IOV T FIZERNT 5,
F LAV TR
Bt (71— K 4)

o Prmorrmt wmEEs 276 :Dayss v —r 4 oEBIME RS
L7c, WHSTRA OREE, Bl R & OFIIRETTEN: BIE O W AR bz,
BEERFIIAPE LT, OFAZE (7 FU 7% Y KO terlipressin) (2 L BDIREE =T,
W e DI A BE < 7o I RIET RS S R A 3 Mm% L= & 2 A, DaySl (Z[EE Lz,
IR Y EMIIAERE T LV v~ 7 L ORIREGZBEEZ L ECHIT L7, 1RERIE
DG IZHRT DAE I TITONR > T,
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BEFIOE N m (77— K 5)

o Proror st wmEEs o : pay21 iy v — k3 omiERIRE
iz 388 L7z, #EBRFIIABE L, PFRE (WY 7 a b ZVR g MU UL
hemocoagulase, A 77 ~hL /v Ut t—F V=K, FI7XxFHLEET
ruanryuawy 7 ) —NT7 R BRI ICX AR E ST, B, ARk
kG2 FER L, HMIITEAE Lc, B Y EMIIAFESRE 7 L0 L~ T L ORRE
BAfR A BE 72 L & fIWT U 7o, BRIRARASHS 1S T Child-Pugh 227 11 (RN—R T A
IKF D Child-Pugh X 22771 6) OIFHEREFEE 23389 b7z, Day 24, £ §#RIE H
X7 L—FR 5 ~HEHiEL L, B, BRFIIHT Lz, BREYEMIAES L 7 A
D=7 L ORREMRZ B U &I L7z,

7T B AREE
BEFRE I (71— R 3)
o Purorann wEmEss o2 : pay20s icrv— 1 3 omERBIRE

M Z5B L, BB IIAR LI, 0FHE (27 LA F FERO LR T v Xy
V) TR DIRE AT 7o, Day 300 [IZAFRITIHE LT B #HE S 472, Day 302 (2
7 L— R 3ORIEFIE M HERE L, Day307127 bL— K s5~HiEfb L, 14
BRALY ERTIIARF G LIEBRIE (77 R) LoRREGRE B HEED D &1l
Uiz, BANCHBLLIZZ L— R 3 OREFIEHILICE Y 7 I Rokb42Hik L
77

2742166 GHILEZFAEESRER
2.74.2.1.6.6.1 HIEEZFARBESER (JVBBRER)

IRBR LM FHE E I, MLEFABEERESR BB LG E 3T v~ T 052 %
1422 & & L7z (JVBBRBRIRER I 51 Section 9.5.1.1.6, 5 5.3.5.1.1 )

JVBB ik OG5S & O R 5B & b 722 WL E 2 ALEE LR O B L O &
B3 2742351207,

HALEZRILBE RS, 7 AL~ TEET 9/529 il (1.7%) . 77 B AREET 3/528 fi
(0.6%) \ZHRBL LTz, TZLINATETIL, ZL—F 3 OFELRN 2/529 il (0.4%) . 7
L— K4 DOFERMN 3/5296] (0.6%) . 7 L— K 5DOHERMN 4/529 6 (0.8%) (T L=,
7 L— R 5 OFERONGRIT, BEZLDR 2 6], KIBZEALLONMGEILNE 1l ThH-oT-
(% 2.7.4235) . 77 ®AREETIE, ZL—FK 3 OFELN 2/528 1 (04%) . ZL— K 4
DFESR UMZEAL) 23 1/528 il (0.2%) ([ZHBLLTZ, 77 BRETIE, ZL—F 5 0F
BITRO LN 5T,

R P IEICE S L E R BEE RS A BB LIHRE L, 750 L~ T RETIE S B,
7T REARBETIT 1B TH -7 (JVBBRBRTGERIRFEH 5 E Table JVBB.14.1.4, 3 5.3.5.1.1
)

o
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3 2742-35 3t ERFLAEEESR (Pooled AE term BT PT) OHXIHIHMEVEIES
(JVBB E&)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
B EFGIEHIE ) (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term
i A s | Gra | ons | AW Gr.3 | Gr.4 | Gr.5
FEAGE Preferred Term Grade Grade
WAL Z2FLB9#E | Gastrointestinal 9 (1.7) | 2 (0.4) | 3 (0.6) |4 (0.8)| 3 (0.6) | 2 (0.4) | 1 (0.2) 0
TR perforation
NN Large intestine | 4 (0.8) | 1 (0.2) | 2 (0.4) |1 (0.2)| 1 (0.2) | 1 (0.2) 0 0
perforation
WA 27 AL Intestinal 3(0.6) | 1(0.2) 0 |2 (0.4 0 0 0 0
perforation
THALE 2L Gastrointestinal | 1 (0.2) 0 1 (0.2) 0 0 0 0 0
perforation
UNGEEN Small intestinal | 1 (0.2) 0 0 [1(0.2)] 1.2 0 1 (0.2) 0
perforation
B 2R AL Rectal 0 0 0 0 1.2 |10.2 0 0
perforation

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEEEE

7 L— R4 KOS5 OELE AR ES A2 DL FICENT 5,
S LIV TR
HILEZAL (71— K 4)

o Jrororant GmEES o] - mEoBmER S, wEBEE,
I VY o SECHER 2 iR0 DR D S INRERE & W S uio, USSR BTt
T 5 Tl K OSBRI O FE i 1372 0y 7=, OFAEIE, @il EREICxH 3 2 40 A+
NE L AREYINKOT 2P Tholz, HREITIEREL | 4 271D
K- STz, Day 15 IZIRBREER G- 23 B S 41, 38.3°C DIEL, C UL MEH X7
S 1513 mg/dL, 77 I AR 2.8 g/dL K VA I ERER 2750/ul & & L CABE L7z,
72U LAEGEFB LI, 20 3 B (Day 18) (ZHBRE 1L S WA I O RIS
PLJED ORI E TR &3 DRI & 2 S iz, TR & YR LRSI
mEATHOT, B7 2 LEBEXRT YT N DL 2N Z AT N ALY
DRRZ T2, WRE IIAERICLY Day 18 ICHEBRZTIELT-, ZD 3 HE, X7 T X
RGBT ONENE R LT — P 21T o7z, 1RBRERERMO 32 H& (BZLIC X 2 MEEER
FHO 15 BE) . EBREITERE L, £ 0 3 BRICEE &l Sz, 15 E A
X, REZLEBRE (T~ 7) LORREKRESEET. FOLFIRI FIEKX D
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BB TFIE & DR RERZ G E LT, Yik#Bs OFEM il %2R 2.7.6.4-28 (f18%)
2T,

KigzL (7 L—1F4)

o Jrororinn wmEns oo o= R AT
PeRE T BN, BRET KR OEM OB RERIER B -7, PEFHEITA RV
>t b, pantoprazole sodium sesquihydrate, > /XA Z F L KONT®F LYY FL
T o7z, Day36 (T XTORBERMEKLLEHGD 6 Hi%) ([SHERF LIRS
RENH OO D ABE L, ARIMEK 3 WAL A FKG ST, FAHREIIG NS A
FERE 22 AT, HERE 1IN 2 5F 2 72, Day 38 IZJEHE X S 3T,
HEIENIERE T A D3Rl S vz, RBRBHAE I CTEIGNMES 101 6 cm OBERL D ZFL & Y
BEOZFALZHRB L, HEELL, BHZELITL—F 4 (EERAEESR) TbHY
etz BT b O LIl SAuTo, KT HIBE R OWrER b iR S v To, #BRE 1t
b MW 22, ARilLEK 1 B2 HE5 SNz, BAROMRIIOSERREER L
—E L7, Day39 (HRFEHD 1 Bk, TXTOBRBEEKEGRBED 9 HE) |
PRFIIARFRIC LV IRBRA P IE L7z, IRBRER GO 48 HiE (KFEREHO
10 H#) | #BRE X RIBHEIER 2O O H % EENGEE L, EBFLITHEAL
7o LW S AT, TRBRILS EATL. B AL ORI E R D O i & TRBREE
XATTEBRFNE & DRIRBEAR Z B E LTz,

KiGzFL (7 L—1F4)

o ok wmess s - SwimmosEn WL R ES
DR b HEATIEDOR R (RGO FINER L) MOERE AT LHRE Th -
7=, PEAZEIT citalopram hydrobromide, 7 = > % =)L A X & hr | docusate
sodium, Fifiggk, = 7B A, Jrafy— JurdavT o ENEFFalR
VT olz, Dayd0 (TR TORBRIEREEGHBD 12 BE) (CHBRE L8R 08y
ROT= ORI EREITHE S, B CT T/ L— R 4 OBEZEANHRE I LD
ABE U7z, SRBRBHME L. ENG S WUk & i EER 217 - 7o, PUIEIZE
O AL 2 el L. BEREEIBREBAL O EICIEIR OO, S ST IFhg K OB~
DJRE 7R EL DR K OB BN ~D RFTHREEB 2B 0 72, 16% L2 ERIIM 2 L
DR A Z JF R B O LW Lz, BEESAORENRHED IO DFTA 7 A
> (Response Evaluation Criteria in Solid Tumors : RECIST) D Z:#ETiX PD 23789 6
AR o T, SRR A TUIER U 72 B 2 R AR G S~ D 3= B P D IS A 588D |
JREREIC K » TR SR S iz, R, #REF IR A ik L, BHEIZm -
7. 1BBEER GO 51 B BZRILFEBLO 11 Q%) (CHEBRE TR Lz, 1RER
PHMERNT, BRLL T LN~ T AV )T h RYF—=bANVT UL 5FU
XITIRBRFIE L OERRRER A G E LT, 0 E I L=, IBRLICEERD
HEDSBE LTV D ATREMED e b i v & fllBT L 72,
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P AT LY AR RS - B
KigzE. (71— FK5)

o Pmorrsn wmEEs s RREAATS -1 xbsaT
Z X R, propiomazine, “\¥ A XYV Fx T a NUERBEKTY, TFNVAaRT
SUVEAMHE ORIV Z P Th o7, Day 13 (T X TOBRBIEDE 1 4 7 L
HBtAD 12 Hi%) . 7L — K 2DA L7 AR CT TR SH, #BRE X ABE LT,
A LU ADFRRIIER OMEAT & Wil Shviz, PR IR NS T &S &
ZiF, Day 17 IZ[EfE LTV 5 &R SN CBFE LTZ, T X COIREEIEH L=,
BEBRE 1L Day30 1A V) /T H U KON 5-FU Z0FRHEELZL OO, IRBREO#K
HETHER Lo E £ ORE 2 FBI L7z, Day36 ([2FEM L7z CT ##% Tl oiss
BAHMEINLTRY, TOMITLZEL T\, #HRFICIE, S OICRRELE 2 17
VR -Edu, Day 61 (T XCTORBRMEREEEGHGD 4 HE) 7LV —RK 4014 L
UADTZOFAFEE p o Tz, HREFITFFMAHOERAIZ K S, BELHAS
Nic, FAOREOER CT TR EBEENREIBNICH 0 EITHEIBZRLZ 5] &
LTV, EFRENENL L, ERAINES Sz, Day62 (Z/L—FK 4 OA L
U AR OBATHENGZALIEBLO 1 HiR, BB OREY A 7 V5540 5 A#%) |
PR IR A Ik Uiz, TR GRG0 72 B (BILREBLO 12 B#) | #Bk
FIIHEGZEILO T DI T L, HRITER SN e o7, BBHYERIZ, (L
U A LT Ly~ T FOLFIRL FESUTIRBRFIE & ORI RBEBR LG E LTz, 1h5RHE
MEANIBIER RS ZILE 7 L3 b~ 7 & OREBERAZ S EE T, FOLFIRI #& ik
XIFIEBRFNA & OFIRBIR Z G E LTz, HikkBid Ol 2 £ 2.7.6.4-28 (f)
) TR T,

iEzwL (FL—1F5)

o Pmonrmtt wmEES 4  wBroBEBORER O - B
EHTHWERE TH o7, PEHHEIE naproxen sodium, hydrocodone bitartrate,/ 7 &
7/ 7=, UKRAA v prilocaine, BT EBIRNA, ARAT T —LF N T A
Fx o RUERBEATME N T a7 an5 <A VBRIETho -, WRE
IXIRBRHE 2 1 M OAEE Sz, Dayll (2, #BRFIIESF7 / —E22L, &K
SRR IE ST, BERE ICIEEIZ R & 1 O B L ERED 38R0 B av, BRI
R, BE7 2B LARONav A v OREE2ZT 2, B X O R. BEOL
TEERM ARz, MG CT I KV BRAP MR SN, RBRBEE L. B S K&
AU R K OSRE I IE R 21T o 7ot . WUMIE D 72 O FEMB), AN LI aidss . B4
BIZE -T2, BH (Dayl12) . BEELOLZOIILE Lz, RENRZEIL, K5,
Em GRorUIbRIFENE) TOZRAL% fF O REIRPENE . K ORI MR R M C© &
o7z, Day 12 |[Z18BRZ 1k Lo, 1RBRIESEANL., AFSR BEZL) L7630
~ 7} O FOLFIRI #RiE & ORIRBER 2 S EE T IBRFIEE ORRERZ G E LT,
BB ERNIC K D & HEBRE XA P ERBAE A2 B BL L, K2R L2 £ © BUiE &
7pole, BALIZIBBRIENRR CTh 2 ATt & 0 | I P EREDE 136 5 5 23 LA
Th D AlREMEN & o 1o, HRLHERF OFEM e 4 % 2.7.6.4-28 (f1§k) 1ZR7,
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MEZEIL (7 L— R 5)

g moaret @mEEs s v eI o0 47
Tuvxr, NI R—UERBE, TV TA AT T I REARATS
T =N Tholz, TRXCORBREDE 1 A 7 V1%, Day 12 ICHHREIZZ L—F
3 DI L OVNEGAZED T2 DIZABE LTc, B/ E X3 E S, 24 R IZETE L
7o LMW SHTIREE L7z, Day 15 (R GBRMO 14 HiR) | #BRE 17 L
— R 3 DIEHAEMES 7L — R 3 O/NMEGHAZEIC LY BAREE 2ol IRBREORE G
JEM L T odz, T 2 BHEO CT B T/ NERAZEIZ & 2 BRNEL 2R LT
Wio, Day 19 12, EEICHZE O BRT 2/NBEA L ZWr S ivizn, P B e 3
DG HBETE Mol FINIITHOT. MEREOHITo7, FH, #ERE X
BRI LV IET U, RS EIE, /NGAZE L IR SUXIRBR FIE & oK
FBRESE L, - ERESRRTH L EHW Lz, X5, IR A,
MG 23 22 R F CIRIE L7z dIs, LW & 2k < ERZAL & 4 U Lol L
7o WRBRIBMERNIGFRILE T L2~ 7 L ORFEEGEEZ S EE T, FOLFIRI ik
XATRBRFNA & DORBRBEIFRITEE LIz, HEE OFEMR G4 R 2.7.6.4-28 (fF8k)
W,

a2z (7 L—FK5)

o e Azt mEEs 4 ik = TV v E,
T RTR AV TLR AR T T =V ThoTz, AV )T h U EEHRGD |1
H AL 4%, SFURKESD 1 n» AL 2 BR, 0O T LV~ T EEEED 22
H#%., BeBRE IR R OB 2 3F 2 72 7o O B AR RICI L S hv, B RIIBEHZE D
FEWNBDLZ ENDAPE LTz, EREERREIC TIFEE RO N, RA, 7
LI N<T 2R L=, 3 B, EE CTIC TEZRILNED bz, K SIRFEG
JEIER ATV FINET R i, FEYERR - BB O RTETIC L 2207
O, MR ARSI, ABED 19 B#, HBREIIBEZRLICL VT Lz, 1RHBHY
ERfiE. AES BEEL) 7200~ TLBELLBEHY & L, HE CT I
THEBIXLZEL TWDH Z e naned, FEEAOHEGREET 5208 Lt
LT, BRI ERMIT, AEGL AV )Ty AV F— b IALT T A 5-FU X
IR TFIA & ORREARE BE Lo, #BRE Ol a2 & 2.7.6.4-28 (f18k) (2
AT

S v REE
INEZIL (7 L— K 4)

Proarmr gmess 2 - - r 3 omgrEssy s pmE
Tholze, PFAHFEIT, HEa <7 IF, XU 7TV —LF U 7 LK hyoscine
Toh o7z, Day70 (T X TORBIERMEEGRED 15 HiR) 12, BREIZ 7 L—F
504 VA (FIEEHRETREBEL ICX 0 ABE Lz, BRABREHR I TEmm 1 L
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YA T AV RTER GEW - B
U AZHE R U Te/MEZE AU X D PR 2358 B AL, HEAT M RE I IEE © 38 0
ﬂkom%ﬂ%%ﬁﬁbhko%m\bbmnw%y/&UﬂTﬂ%wT:/%ﬁ
BTG L, HBRE ORBOIRBITLE Lo Tc, A, B IXFIEN 21T
ST, JRFLPH D MEERENERE T o /=72 D, ARFIN A HiAT L2y, RA ., #ERFE X
BT LT, SERIE. BB s OMETTIZ LR U 72 MENR R & £F 5 /NG 2R FLIC B L
A VIR TH T, MBHEYEMIIASER (ALY R) 37 T7REITELLL
B L7220 &)l L. FOLFIRI 15 AT FIA & ORRER AT E Lz, /NEZE
FL & IRBREE . FOLFIRIRIE UTTRBRFIE & O KRBT R E S T,

7 L— R 4 FO 5 OFEEZRILEERERZORKEIC IIVUT, 7L~ THED 4 Fl LK
77 RAREEO 1 HITIE, REREDRFTRNIEIT LT,

T LIS THEO 2 B TITTHCE R ALB R OBAER) 72 £ OO JREK RS U 2 7 DB
ERZEz b, $bb 1 fillE, B, EBROER~OBRIGROBEERH Y |
[ R > © D M. 7o O R R RIS A 2 2 T TWe, &9 1 filik, 71
— N 4 DAV T AORBZIZFEm L CT A% v i, %&%Em®ﬁ%«®@@ﬁ
MBSz, 77 BREETIE, ZL—F 4 OB RLBEESRZ I L WBRE I
FEHI72 2 DO R Y A7 OB 51385 S d o7z,

2.74.2.1.6.6.2 EIEEZEFABEESESR (JVCB. JVBH R U JCDB iRER)

JVCB K OV JVBH B Tl, WHLE ZABEEFRGIIRD o7,

JCDB B> mFOL6 AETiX, Z'L—F 1 Xix 2 OWLEFABEERESIT 1/49 #
(2.0%) 1238 L7z, Ram+tmFOL6 FEClE, WILEZALBIEFERITR D bR o7,

27421663 HIEEZRFAEESR (JVBF AER)
JVBF #RERCI1L. {EbE I ERERITIRD b h-7- (JVBF RERIGEREFEHR S E
Table JVBF.14.4.47, % 53.54218)

2742167 S oMELFLEEER
2.74.2.1.6.7.1 S MHELFEBEESER (JVBB KER)

BREREETIZ, ZL—F 3 XiT 4 © 9 >t OAREEEERNEI LIZEA
TLUNTOERGEMIET 52 L & Lz (JVBB iBRIRER EfiGHmE Section 9.5.1.1.7,
% 5351.11H) |

JVBB B DIEERIK & O KRR Z D72 9 o i MDA 4 B 3 5 0 F6 B B e OY
EH & F 274236 1ITRT,

9 o MO AR EREEFERORBEEIGIL, WEGHCRERICE» 272 [T 500~ THE
4/529 Bl (0.8%) . 77 BREE 3/528 Bl (0.6%) |, T LIS TRETIE, ZL—K30D
FED 3/529 1] (0.6%) (OAA 2 BIKOBRHRBA 1#]) . Z7L— R 50FELE (F=
ARA) BN 1529 B (0.2%) WZHBLL-, 77 BREETIE, ZV—F 3 0F%R (JikiE)
23 1/528 il (0.2%) . 7' L— R 5 OFL (OAS) 2 2/528 fil (0.4%) ([CHBL LTz, 7
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YA T LY AEEHER (R -

2,74 ERIRAIZ M

[EXiV 25

L— R 4 OFRIIMBE G HIZRO N o T,
FTHA 7 U REANC L DANEREZ 2T TV A BRE X
R I DEEITRO bR o T,
WFRDOTEBRIED 1 IE TG EFICE - 72 9 o e R 2 BE S % 565 L2t
BEFIXT LN THTIT 20 ThoTe, 7R HETIERDO N>, WA
DIFRIEDOEEHFIEICE 572 ) o it O AR EHEG 2 B L 2 BRE 1L W ies o7
(JVBB BRIGBRIAFE#45E Table JVBB.14.3.30 }2 1% Table JVBB.14.3.31, % 5.3.5.1.1
H)

RN S T, 7 b
1 Bl T -7, BRI, 4

o

% 27.4.2-36 5 >oMEDFLBEESESE (Pooled AE term R U PT) OHFIRFH R VIS
(JVBB i E&)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
HERGIEBIHO) (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term
i A G | Gra | Grs | AW Gr.3 | Gr.4 | Gr.5
FEARGE Preferred Term Grade Grade
oI AR 4B | Congestive heart 4 (0.8) | 3 (0.6) 0 1 (.2 30.6) | 1 (0.2 0 2 (0.4)
Pk %3 failure
ODARAE Cardiac failure 2 (0.4 | 2 (0.4 0 0 2 (0.4) 0 0 |2 (0.4
TR HH 2 i) Ejection fraction | 1 (0.2) | 1 (0.2) 0 0 0 0 0 0
decreased
HEARE Right ventricular | 1 (0.2) 0 0 1 (0.2) 0 0 0 0
failure
i 7K N Pulmonary 0 0 0 0 1(.2) | 1.2 0 0
oedema

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE

7' L— K 4 ®9 o ifuth R 2RE RS

(CHEHKIT D,

T AL~ TRE
HEARAS (FL—FK5)

o okt wmEEs o2 e R OB B O R S
bolz, FFRIEIEY Fnn— V7w VB, NLHLZ e B RnznunFry
FEROZREI RThot, Day2 X J (5FU ORHGEHARNE S H) (9% 1
Bk Lm0 71— F 4 ORLFRRERBELE, T CTOBRBESARE I L7

BN oT-, L —F 5OFELREZUT
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. WA, & ITRRELPIE Lz, EREEAOFREKNIZIEZELLALARAETHDL L
Zxbilz, HBREIIA N0 IIN, TrEFVL IFYTLARPw = b
— N EEE SN, BRI E REE AR DI 72 O BE TR CT 2 FhE L 7=
N, BEThHo T, WBREIIEPIRERICEEIN (BAAH) | Dayl12 IZET L
o HIRERE TIL, A VDR TR @ E R EE OEMEREO bivlc, OVF A
D EITLEMEERO AEICRO bivle, EEOEKRITIAEARTHY . BZH L
FEEOODHEEEMEICE 2D B2 bz, RGO P EEOOHZE N
WHST=NEIMIRATH T2, HEICESTFRTHIALARE T LU=
T AV ITH R F— I A ITTERRTIE & oK BERERITEE S,
5-FU & ORI FEBRIEIEE SN2 o T,

75 B AREE
LDARE (FL—K5)

g moarmn Gmess 20 mReETE Leiden B, K Y
U AIMAE, ST, KRR = 2 — a8 — RN A N —~ TR, TR ATREZ:
e - B 2 AT HWERE Th oo, BRHEKIT. Leiden 2 ARICKI T2~/ Y
TN T, ZARY RN UruaTdot 7SN UA NI R VIERBE RO
BT T2 ThoT, HREITIRBEAER 5027 L— K 3 OEiE A5
BL, EERAEEFR IRV SN, BT R TV ARORY > KT YL/
AUHERI ReRESh, @iEXZ L — K 2 £ TEE L7, Day2 ([ZHF RN
FBLLTZ, 2 B E CHREBEZIREET 52 & & L, B 130BBE L7=, Day 3 ICHBR
HIWBHEDOR Y RTHELTWDONRFE I, HIRRESE T A ir e, i
KIE, Zhdgs OB EFARE M, /20 E O ORI BE T 2 B0 R 20 2k
HTHY ., FERNTEME LA, WO, . BEEE & O 2R ~OR I - B
WG DR T o o 7o, RIS EAL, SERITLDARTH O JRRFE 1L TERRIE &
FELTWRNo7oZ & 2R Lz, IRBHEYEMIL, ECICE-72FEL (O
) LT TERKED 5-FU L ORREBREZREET. RV F—FIALT UL AU
T H TR FIE & ORRRERESE LT,

OARE (Fb—1F5)

o oA nEEs  oss ) c maEs s amEcH o Bk
FIXT v T A 7 U URIEAN K DWREEX oo, BRI Y U RFT U LT
Ho7z, Daydd (T _XTOIRBEEAEEGHIAD 12 B%) | WERE MR &K R
BLOSERZFFZ . 7 L— K 3 O L2l iv, MRRNEBHZ ARE L7z, BEiEHA
RELZ . TRBRAE Y 2 A 1% B i BRI E B VR IR AR B O [BlR BvE 5 L. #BRE s 7 «
NTTAF N, 77T VBEOTEXY V) CE2HAEE L, i X EET
TREIIRO bR o 7, Daydl IR0k 542 Rk Lz, TOFB | B
CTZFEMLIZLIA, ERICT T =74k (b L <IFBEK) DR i & OB IR M 1 i
TREDRD LTz, FHO Dayd2 (FRREILO 2 HE, HOT X TORBRIERMEE
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P A T L ERER (R - EE)
GBSO 14 B#) 12, #RFIZZ L — R 4DOLAREERBLL, BT Lz, #HBREN
T LToizt, MMzsh b B Sl Sy, JBRITL A L s Shi-, 1h5RE
YEMT, OARRORREITE MR RO L EBRPAZE CTd 5 TRetE 2 & b
EMWEHIEIL, WFnoFEGE S 77 A, FOLFIRI LK NRBRFIE & o KRB
RE2GE LT,

2.74216.7.2 5 oMmHELFEREEELR (JVCB. JVBH R U JCDB 5E8)

JVCB KON JVBHRER T, 5 - MME LA EEEFEZIIRD bz ho T,

JCDB Bt Ram+mFOL6 B TlX, 7L — R 1 XiZ 2 ® 9 > MR eBEH5R %2 %
Bl U 729881 1/52 # (1.9%) Toh o7, mFOL6 BETiX, 9 - Mk LA EHS
RO LN T,

27421673 S oMmELF2EEER (JVBF HER)

JVBF RERD T AU NV~ TRETIL, 9 oMELALEEFLZIIR DN N T2
(JVBF i BRIGERAAFEH 5 # Table JVBF.14.4.47, %5 53.5421H)

TIEARBETIE, FL—F 1 OFFHEBRD LR L— R 3 OOLAERE 1 HICHEBLL
77

2742168 RIGEERESE
2.74.2.1.6.8.1 s amEE (JVBB HER)

JVBB B OIEBREE & O K FE1R %2 M b 2 WA IR IE B E O R BB R OB & % £
274237 2R T, AMETREIEZ BB LI-HBRE X, 7 L5 L~ 7T 6/529 f
(1.1%) . 77 BREET 1/528 411 (02%) TH-oT=,

FAUNSTRETIE, ZV—F 3 ORIEIRERET (RUBERH) 13 1/529 1 (0.2%) 123
BLiz, 7L —R4XF7b—R5SOFEZIBO LN T-,

T ERBETIEZ, 7 b — 3 ULORMEIRERE IR bnikr ol

W GRS BT, WTNDOIRBREEO I T BT E - Al TR RS 2 % 5
L7 13\ o 72 (JVBB BRI BRI FE# A & Table JVBB.14.3.31, # 5.3.5.1.1
IH)

o
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LY3009806 274 FEIRWZ M
AT LY EREERER G - B

%= 2.7.4.2-37 A58 % EE (Pooled AE term U PT) MOHRIRFIZ R UVES (JVBB &

ER)
Ramucirumab + FOLFIRI Placebo + FOLFIRI
7 E R G BGIE) (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term
i A s | Gra | ons | AW Gr.3 | Gr.4 | Gr.5
FEAGE Preferred Term Grade Grade
ANETE R = Healing complication | 6 (1.1) | 1 (0.2) 0 0 1 (0.2) 0 0 0
Pl Wound 4 (0.8) | 1 (0.2 0 0 0 0 0 0
dehiscence
TR R Impaired healing | 1 (0.2) 0 0 0 1 (0.2) 0 0 0
itz Al HRE Postoperative 1 (0.2) 0 0 0 0 0 0 0
wound
complication

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEEEE

T LUV THEO T L— R 3 OFIGEREE 2 DL T IZENT 5,
F LAV TR
RIBERR (7 L— K 3)

o Pmorinrt GmEEs 206 - Dayst GamERKELED 17 A,
FOLFIRI L H & -0 31 A%, Bk — NEEED 93 H%) ICAILBHZREBLL .
7 L— K 3 ORAIEIREAOHE (RIBERR) &G Shic, Wbilc TAMGEY GEE
E) bR LT, GFREREE X T — T VIRIE TR SO b o T2, TR
L LT, BEiRIZ%t LT metamizole sodium %z, &~— MEEIZX LT EF VY )
NI OL I TFTT 0BV LEREL, PTHEELTT 7Y —2%EE5 LT,
Day 88 I[ZHfIRAN— FZFREL. FH., FRITHE L LHBr ST, KFERICLD
BRI DGR T D WE T T NOIRBRIE T HITOIL R o T, TR AT
%%%k?Avaf&®ﬁ%%%%§ﬁﬁf\4U/?ﬁy AUV F—hrBv
U A, 5-FU MOVRBRFIE & ORI A T E LTz, U O M 2 fkh 2 &
2.7.6.4-28 (f$8%) 1T-7,

27421682 BlS;aFEE (JVCB. JVBH R U JCDB iER)

JVCB, JVBH O} JCDB #BR D IRERIE & oK 5 BIR % R 72 W AIME TR 6 5 5 0 S8 i)
B OVEIA % FK 2.7.42-38 12”77,

JVCB X O* JCDB 3R Tl AR E IIRD bhvieno 7o,
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LY3009806 2.7.4  WERMZ M
AT LY EREERER G - B

JVBHAERTIZ, 7L — K 1 X 2 0alGRERESE Gl AE) 13 148 ]l (2.1%) IZ
FEHL LT,

%+ 2.7.42-38 RIS AEEEORBEHH KR UVEES (JVCB, JVBH R U JCDB k&)

JVCB JVBH JCDB
(Solid Tumors) (CRCO) (CRO)
Ramucirumab + | Ramucirumab + | Ramucirumab +
FOLFIRI mFOLFOX-6 mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
Grade n (%) n (%) n (%) n (%)
BIGERES 0 1(2.1) 0 0
Grade 1-2 0 1(2.1) 0 0
Grade 3 0 0 0 0
Grade 4-5 0 0 0 0

Abbreviations: AE = adverse event; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid,
and 5-fluorouracil; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin);
N = total population size; n = number of patients in category.

Note: At each level of summarization, a patient is counted once according to the AE with worst grade.
Source: sisSaenh.rl.

27421683 BlfEaREE (JVBF RER)

JVBF BRD 7 L~ 7T, AMEIRIEREILRES bhvie o7 (JVBF BRI ER
MFE 53 Table JVBF.14.4.47, 55 53.5421H)

T ERBETIE, 7L — R 1 OWZAIAOHEDN 1 BB LT,

2742169 EFL
2.7.4.2.1.6.9.1 ¥ (JVBB RER)

JVBB iREBR D IRBRHE & O RBEFR & b e WBEALO R EFIE L OEI S 2% 2.7.4.2-39 (2
AT, EAORBEIGILE G CRERICIR) o7 [T A3~ TR 4/529 4511 (0.8%) .
77/ AREE 2/528 B (0.4%) ] . ZL— K 3 LLEOEELIX, WEGHE IR LR
Moz,

7 L— K 2 QN WEGHTE 1 BB L (FA0 0~ TR #E, 77
BARRE  HE) o ZOMOFERIIT XTI L—R1ThoTl,

T LN TRETIE, WTNUDOIRBRIEO IR 3 5T E - 723 fLIE 2/529 #i

(04%) (ZHIH L7z, 7T EBRETE, WTFrORBRED P IE IR GEFIZE -T2
JEALITR O b7 (JVBB BTGB FE & & Table JVBB.14.3.30, # 5.3.5.1.1
H) , £, FAVATRETE, EAICLY 2 FIARERTIE L7 (JVBB RERIAHRR
F5# 753 Table JVBB.14.1.4, %5 5.3.5.1.1 TH)
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LY3009806 274 FEIRWZ M
AT LY EREERER G - B

£ 2.7.4.2-39 7 (Pooled AE term R U PT) OHIBHIH KR UVEIE (JVBB RER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
B ERFGIEHLFIEE ) (N=529) (N=528)
n(%) n(%)
Pooled AE Term Pooled AE Term
i Any Gr.3 | Gr.4 | Gr.5 Any Gr.3 | Gr.4 | Gr.5
FEAGE Preferred Term Grade Grade
AL Fistula 4 (0.8) 0 0 0 2 (0.4) 0 0 0
PR Anal fistula 1 (0.2) 0 0 0 2 (0.4 0 0 0
[ R Arteriovenous 1 (0.2) 0 0 0 0 0 0 0
fistula
FE A Colonic fistula 1 (0.2) 0 0 0 0 0 0 0
Lol A Gl Female genital 1 (0.2) 0 0 0 0 0 0 0
tract fistula

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—-fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: s106siae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_12_sum_ae_tesi_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE

27421692 7 (JVCB. JVBH B U JCDB i5&)
JVCB. JVBH K Y JCDB #Br CTlk., IR D bR io T2,

27421693 EF., (JVBF :RER)
JVBF B TiZ., HELIZRD N2> 7~ (JVBF REBRIEERAFE WM & & Table
JVBF.14.4.47, % 53.5421H) ,

27421610 HAIL£L£/HEE
274.216.101 [F £ /i85 (JvBB HER)

WG % B o iFfRE 0FES L LT, FARE /G4 5HE L7z, JVBF B TiX JVBB
Bk & 1T B2 D Pooled AE term (REMIIZZ 2.7.4.1-2 2 M) ZfiH L7=, JVBB B DOIRER
& ORRFERE DR WIFARE/ RGO BB L OVEI 6 4 %K 2.7.4.2-40 IZ7R T,

PR/ RS (BARGERBE & ORI AR EHOFS, £7 L —F) ORBHEE
X, WG TREECTH 72 [T AL~ T8 61/529 B (11.5%) . 77 & AREE 50/528

| (9.5%) . LLFREINE] .

7 L— R 3 OFRE/ RS (RARER B X OBR R A ERE O F5) OFBLEIS
&, WG TRER IR > 72 [20/529 i (3.8%) . 15/528 fi] (2.8%) ] . ZL— I 4
DHEGOFRBEAIL, WERGHETH—-CTH-o= Wb 58] (09%) 1, ZL—F 5
DFEGIL, WEGEHTE 1 ISR DN (T A~ TRE  FE, 77 2 REE:
PEIFARA)
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LY3009806 2,74 ERIRAIZ M
YA T NP R G - )

B ARER B D IF R 2 /IR E (1 2L EORBRERBEEES, 227 L— F) O3]

FNE Tl G5B CRBRITIR 2 o 72 [14/529 6] (2.6%) . 12/528 # (23%) 1 , 7' L—FR
3OFELROFBAE AL, WG TH -CTho7z [WIHb 44 (08%) ], 7L —FK4
O EARFERBEO R4/ FFHEEIX. 753 b~ 78T 2 fl (FARKOEHE) |
BARBET 2 6] (B4R, FBERERELOEE) ICRBO bR, 71— F 5 OFAR4E /ﬁ
BEE, MELGHETE 1 FICRD LR (T3~ T8 A, 77 2RE 2
JFARA) o

BRI A B E O A2 R (1 DL LKA MEEEES, 271 —F) ©
BB, WG CRETH 7= [48/529 B (9.1%) . 40/528 fil (7.6%) 1, 7' L
— N 3 T 4 OFKRRAEMEREOFZORBEEIGILM K GHE CRERICE -7z [ —
R 3:17/529 B (3.2%) . 12/528 5l (2.3%) . 7 L — K 4 :3/529 5l (0.6%) . 4/528 f
(0.8%) 1 . WiEGHE bIZ, AR/ TFHREDIZ L A EITERIERZ DT, THIK
MRAEMDOA) ICHETLIFEZTH T,

WD OIRBIEO I IE T G EFICE - 2 FA L/ G2 BB LR
7A/Wv7ﬁTWQ9ﬁ(H%)\77ﬁTﬁTyﬂ8ﬁ(M%)T%OKO7AV
N TRETIE, AR/ FREICEI D WA OIRBRIEO# G 2 ik U= 1 4
D F (FOLFIRI ¥ LD IE) Tho7- (JVBB RERIABRRFEH A E Table JVBB.14.3.40,
535 1L1H) . ZOMIZ, WIERAOIRERIEZ ik LR 1TV 2o 7o,
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LY3009806

YA T LY AR (R - B

3+ 2.7.4.2-40 FAe /FFEEOERBEHH KR VEE (JVBB

BR)

2.7.4  FERAZE 2

Ramucirumab + FOLFIRI

Placebo + FOLFIRI

G S O] (N=529) (N=528)
n(%) n(%)
JEAEE Preferred Term Any Grade Grade 3 Grade 4 Grade 5 Any Grade Grade 3 Grade 4 Grade 5
R4/ FFEE Liver injury / liver failure 61 (11.5) 20 (3.8) 5 (0.9) 1 (0.2) 50 (9.5) 15 (2.8) 5 (0.9) 1 (0.2)
Patients with >=1 clinical term 14 (2.6) 4 (0.8) 2 (0.4) 1 (0.2) 12 (2.3) 4 (0.8) 1 (0.2) 1 (0.2)
Patients with >=1 laboratory term 48 (9.1) 17 (3.2) 3 (0.6) 0 40 (7.6) 12 (2.3) 4 (0.8) 0
Patients with only laboratory terms 47 (8.9) 16 (3.0) 3 (0.6) 0 38 (7.2) 10 (1.9) 4 (0.8) 0
Fig PR E bR Bt Clinical terms
JiTHiEeR Hepatic pain 3 (0.6) 0 0 0 3 (0.6) 0 0 0
el Jaundice 3 (0.6) 1 (0.2) 1 0.2) 0 2 (0.4) 0 1 (0.2) 0
A4 Hepatic failure 2 (0.4) 1 (0.2) 1 (0.2) 0 1 (0.2) 0 1 (0.2) 0
IRRIEA Hepatic cirrhosis 1 (0.2) 0 0 1 (0.2) 0 0 0 0
APHRE s Hepatic function abnormal 1 (0.2) 0 0 0 0 0 0 0
HENART Hepatic steatosis 1 (0.2) 0 0 0 0 0 0 0
JE5 > i B Jaundice cholestatic 1 (0.2) 1 (0.2) 0 0 2 (0.4) 2 (0.4) 0 0
R 38 # v H . Oesophageal varices haemorrhage 1 (0.2) 1 (0.2) 0 0 0 0 0 0
R FRRs Varices oesophageal 1 (0.2) 0 0 0 0 0 0 0
SMERFARE Acute hepatic failure 0 0 0 0 1 (0.2) 0 0 1 (0.2)
EIH-D o Cholestasis 0 0 0 0 1 (0.2) 1 (0.2) 0 0
OIS Hepatectomy 0 0 0 0 1 (0.2) 0 0 0
JHRER Hepatomegaly 0 0 0 0 1 (0.2) 0 0 0
JIF R A B Hepatorenal syndrome 0 0 0 0 1 (0.2) 0 1 (0.2) 0
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LY3009806 2.7.4  FERAZE 2
P A T LV SRR B - )

Ramucirumab + FOLFIRI Placebo + FOLFIRI
A HEERIEHHIE%) (N=529) (N=528)
n(%) n(%)
JEAEE Preferred Term Any Grade Grade 3 Grade 4 Grade 5 Any Grade Grade 3 Grade 4 Grade 5
JFaE Hepatotoxicity 0 0 0 0 1 (0.2) 0 0 0
JTFRRE Liver disorder 0 0 0 0 1 (0.2) 1 (0.2) 0 0
Fife A A A1 38 o Laboratory terms
T ANTGXUERT I ) NT AT 27— N Aspartate aminotransferase increased 27 (5.1) 5 (0.9) 0 0 16 (3.0) 5 (0.9) 0 0
TI=U T NT AT 2T —EHIN Alanine aminotransferase increased 24 (4.5) 5 (0.9) 0 0 19 (3.6) 5 (0.9) 1 (0.2) 0
vy — I NEIJVIT AT =T — PN Gamma-glutamyltransferase increased 11 (2.1) 10 (1.9) 0 0 8 (1.5) 6 (1.1) 1 (0.2) 0
Ay Blood bilirubin increased 9 (1.7 2 (0.4) 3 (0.6) 0 12 (2.3) 3 (0.6) 2 (0.4) 0
EEULE S IMGE Hyperbilirubinaemia 5 (0.9) 0 0 0 2 (0.4 1 (0.2) 0 0
BATULE N Bilirubin conjugated increased 0 0 0 0 1 (0.2) 0 0 0

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; N = total population; n =
number of patients in category.

Note: Patients may have experienced more than 1 event term.

Source: s106liae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/L.Y3009806/CRC_JCTD/Output/a_274_16_sum_ae_teliver_raise.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas
Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/L.Y3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEEE
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LY3009806 2,74 ERIRAIZ M
YA T NP R G - )

T AN TRCTHAS FFHEEE BB LBRE X 61 plTchHY, ZnHrH sHlicy
L— K 4 oFf%, 16 7v%ﬁ5®$%@%ﬂ%n%ﬁbto77?%#(%7 /
TG Z BB LTEREIL S0 THY ., ZDHIL 57— 4DHEL, 1
— RSOEENENENREL LT (K 2.7.4.2-40) .

FAe/ RG2S T X TORERAEFRNENEFTHIRICESICHEHE S
oo ZL—R3LULEOESNEEN., TLIASTHD THRNT T HRED 6 FHIH
BEINTZ, ZNOOWBRELZEFHINCFHILIZE ZA, TNETITHELNTLZEMETS
n7 7 ANERRD IO REERBRIIG O T,

M GREE I, ZNDOEBRBE DL (1013 F) TiE, IEAEEZHES b
HERFAL/FEEIX., HFEBOMEBEIZL > TRHA L, 20257 AV L~ THEIX
561, 7RI SHITH T,

HEHTREEE LT, FEEOHELSN T, 2D ORFICRD B L L

 EVERTR B OSUIATREREIR 0358 0 BTz,
7AV»77ﬁfi\ﬁ@%&@Bﬂ%ﬂ@%ﬁ@@%é%%%f\%ﬁﬁ%ﬁ%%
FERGICHEMEMEITEZE N Lz, /2. ZNFE TOBEBPIC QEMORINY X< T,
FxRY VT TF KO 5-FUOESE) | ITHEEEEORIEN 2B LI BiE <, 24
A 7V TREFHIE MM AFRE L, BBREYEMILT AL~ T7 EORREERESEL
o,

T ARBETIE, MEIERNT AL A0 H DHRHFE T, 7 LT v TG X DM

) 7e R e A FEBL L . 1RBRI Y EAH IR & ORI EBEHRZEE LT,

TL—RA4KRT L— R 5O/ FHRELZ L TFICERNT 5,
T AN~ THE

PE (71— R 4)
o Pmooiut gwmEss 3 529+ 71»@%%%%&@?&@ Day 50
(TR T ORBHERAIE GHIEO 21 A%) (o, FUEROBIEC X 0 aRE fk L,

BB X, TR G B AR O 56H&(ﬁ%%ﬁ%&5%%@275%)m\7v%
R 3 OJEA D I L0 AR L7z, 1RGO 72 B % (TRBRIEREIR
HBAtAD 42 BR) FTIZ, FEIFZ L— R 4 ICHEIT L, IR 5B 89 H
% (RBEEMSER GG 59 H1R) 12, #EBREIIGMAZEIC I VT Lz, EEOR
BIE. BBREDBBEICHRBREZ I L W), RATH -2, AERICK HIE5REK
DBMMOZEFEIX 203> To, TRBRE M B Al 12 358 ) OB PAZE & IRBRIE K QR TIE &
DR FBERE B E Lz,

FR4 (FL—1F4)

o Pmonrmt wmEss s sems. cmow. om mwEE. &
IFHEER R OB REETHHBE TH o7, JFHIKIZ, TV XAERE K, L
RrzuxHF K, Avwe T by, TrEI REKRR T EARATHS T,
PR 1L, IR GBI D 134 B (T X CTOIRBRIEREE GO 28 A1) (<
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LY3009806 274 BRIRAZ 2N

P A T L ERER (R - EE)
B OMBIZ XD IEBRAZ IR Lz, 2 Bfh, SR IIMERE &2 S, 6%
AT o To, MK GG D 149 AR (RBEEKRGHEO 15 H & 12 B#&) |
WEREIZZ L —F 4 OF ALK N7 L— K 3 OIEMHOZOF AR Lz, BERHRAE
WL FRIRE LR Z M O BROFEBE /RO bive, BAREMT, e e
> 12.0 mg/dL, AST 300 U/L, ALT 189 U/L, ALP 1681, 7 /L7 3> 32gdL KX
INR 45 Th o7z, CT A% ¥ L0 IFANREIER A 1 5 i X O O 1T 233
DO, BRYEMIT, AFR (WERELOHFASR) &T7 L0~ T DR
REMRZ B ERET . FOLFIRI L SUTIRBRFIE & ORI REREZSE LT, S HIT,
BB YEMIL, FARIITFERICL b0 L Lz, #HBRESBEICIRBRZ T IEL T
Wl ARERIZE DIEBRIEOBINOEL L /8o 7o, YL O M 72780
3276428 (fHk) 12T,

JFfEZ (71— K 5)

o Jrororinn wmuss ucd  mnE. B R, FELROM
[EEETLO2HBRE ChHoTz, XN—RA T4 OFHEEREMEIZ. REY LE Y
1.6 mg/dL (ELYEHPH : 02~12) . T/A7 3 33 gdL (EHEHPH : 3.5~5.0) .
ALT 79 UL KT AST 55 U/L Th o7z, JHHEKIZ. B BTFRICKHT 22T A e,
WRNZT 2a PRV, vadhvgy . 77 oa—n, TeFY U FOUEE,
AP IGNT 7 —h, UNMITEXVaA—NAE, ARATTZ) =, TrEFV, 7
ANTTAF AR RaTA ) B Tholz, 71— K 4 OFFERBAEIZ LY
%4 A7)V Day | OIRBRIEITEGIEM S, 74 VT FATFLAREE I, 4H
#% (Day87. MO X TOIRBRIEEMEGHIED 20 HZ) | #BRE IXRRMEOEH
PRREAKR O MM IR LDV BABE LTz, B+ #F v A FURE, b MTE
TNT I VR EICKDEREAT o1, BIRROUEPBD bR oTolod, R
F1¥ Day 90 (TR COEBRIRMEE GO 23 BE) IEYEOFFR (F 1 ¥4
7 N ORFFEME DO BE MR L O 2 VA 7 )V OFEMELF P ERD) 12X 0 IRERE
ik U7e, IRBREEGBMGD 95 Ath (T X COEBRIEEKEE GHIG0 28 Atk) 12,
7 L— R 3 OIFMREMEFEE (BEAR) B3 L, BRREMFIX, 7oE=7
122.7 pmol/L  (EYEHIPH : 12~47) . 747 I 03gdL, #E VL E Y 1.5mgdL
(JLHEHIPH : 6~8.3) . INR 1.83, AST 129 U/L X O ALT 82 UL ThHolz, 77V
B—AROFT I OFEGNRG S, 10 B, BEHMEOE#EO CT IZX KR
DEEDR I NI, FFEEITHEE L R GG O 118 A (T X TOIRBRE
AP G-BRMG 0 51 B#%) 12, #RE 1L L — F 5 OIEREVEIFEZEIC L v T Ls,
FEHIORE OB E UL E 1 31.6, INR X 245 Th o7z, 1GBRYERIX, T
DR KR 2 e & U FEFE M Ol B PERE IR I OFEREEPEIFIEZE & T Ao v~ 7,
FOLFIRIJRIE K ONRBR FIE & DR R BEfR 2 4 E LTz,

75 AR EE
R4 (L —1F4)
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o Jronrn wmEEs o] v ReicdT 5 citalopram,
BLMZHKT 54 7Y R &N megestrol acetate, 7 /b H U 7 4 A7 7 X —BHIANT %}
T DN T AT a— g essentiale, FFFEIMED INR EHACHT 57 4 b F Y
T, WRCFE LA AT TS =L Thol-, #REIL, Daydl (+XTD
BB 5B D 15 B#) 12, 7L — R 3OREAIE, 7 L— R 30WEHKEY
T L—R2OMAKIZE O ABE LTz, CT A% v A L0, MEH Y > Ei K O G
TOJFIEBOEENZED H7z, ECOG PS 1T 3 ([ZHE L L7z, MiEHR#AE TiX, ALP
10.99 mkat/L. (0.88~235mkat) . 7 L7 F =2 121 pmol/L (55~96 umol/L) K ¥
INR 1.48 (0.8~12) Th oz, MMICLV RKBEROKSEZMG Lz, WA
Day 41 (T X CTOBBRIERMELEL GHLAO 15 BH#) 12, FURROBEEIZ L v iEBRE |
IE U7z, ABEHRIC, —BPEOWENRD G-, R GG 48 B, 22D
ABED 7 B#IZ, FA2OEl, £ REOEMLOFEAREI L, EE L, 4
HOBEMREMIZ, mP ey ey 793 umol/L, Il /R 25.1 umol/L, ALP
12.23 pkat/L LTV INR 1.77 Th o 7=, IRBREYEMIL, SR Z R RO X D )F
Al L, REQROFRKIIB W BET TH D RIENRE NI &b, KEL L
TR, AV T H R F— AT A 5-FU KORBRTFIE & o K BB
AE LT,

T L— R4 OFEREE, VL — R4OEEL NS L— R 5 OE2MHTFRE
o 527421651 (FI7REEOT L —F 4 OFFMIE) 1T 5 (#HBREEE
382-3823) .

274216102 HFX2/FEE (JVCB. JVBH R U JCDB i#ER)

JVCB, JVBH ]} JCDB #RBRDIRERIK & ORISR Z b2 WA 4/ IR E DI B
BB OVEIA 23 2.7.4.2-41 1ZR T,

JVCB R BRD 7 Lo~ 7 HETIE, IS/ HFHEEIL 225 61 (8.0%) I[ZRBELLTZ, »
ThHZ7L— K1 I 20EHTH-T,

JVBHRERD 7 L~ 7ETIEL, RS/ FREIT 6/48 ] (12.5%) I%BLLT-, £
K7 VL—FK1 XTI 20EHTHY [3/48 5l (63%) 1 . 7 L— K 3 OFEGT 2/48
(42%) . 7L —F 4L 50HEEG y-IVF IV T A7 27 —8HN) 1% 1/48 i
(2.1%) IZFIH LT,

JCDB 7 ® Ram+mFOL6 #f CTl&, AL JFHEEIE 9/52 61 (17.3%) I[ZHBL L=, 7
L— R 1 XiE 2 0FLI1F 752 6] (135%) . Z7V—F3DOHER (TANNTIF BT I/
FTUAT7 2T —PHEMEOm P E UL #N) 1% 152 B (1.9%) I[C3E8 L1,
mFOL6 #Tl%, HAS/JFHEEG 2 5B L 72951 7/49 B (143%) Th-olz, 7 L—
1 3UE 2 OFRT 549 6] (102%) . ZL—K3DOFEG (TARNTXUBRTI /) T
VAT 2T —PEEIR O E Y L BN X 2/49 6] (4.1%) 1ZEEL LT,
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LY3009806 2.7.4  WERMZ M
AT LY EREERER G - B

% 2.7.42-41 FARE /FEEOERBHH KX UVEE (JVCB., JVBH R U JCDB k&)

JVCB JVBH JCDB
(Solid Tumors) (CRCO) (CRCO)
Ramucirumab + | Ramucirumab Ramucirumab
FOLFIRI + mFOLFOX-6 | + mFOLFOX-6 mFOLFOX-6
N=25 N=48 N=52 N=49
Grade n (%) n (%) n (%) n (%)
R4/ IF 5 2 (8.0) 6 (12.5) 9 (17.3) 7(14.3)
Grade 1-2 2 (8.0) 3(6.3) 7 (13.5) 5(10.2)
Grade 3 0 2(4.2) 1(1.9) 2(4.1)
Grade 4-5 0 1(2.1) 1(1.9) 0

Abbreviations: AE = adverse event; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid,
and 5-fluorouracil; mFOLFOX-6 = modified FOLFOX-6 (folinic acid, 5-fluorouracil, and oxaliplatin);
N = total population size; n = number of patients in category.

Note: At each level of summarization, a patient is counted once according to the AE with worst grade.
Source: sis5aeli.rl.

274216.103 WF£/FEE (JVBF HER)

JVBF g CId, HEREZG0FEEOFERE LT, A2/ IFHEEZ 30 L 7=,
JVBF R THFAM L 724 Pooled AE term |27 £41 5 PT — %1% JVBF REBRIABRRIEH 5 &
(% 5.3.5.4.2 TH) O Table JVBF.14.4.46 (278 L7=, JVBF RBR ClZ, JVBBREBR LV |
KV IRFFHIZD 72D PT & W TIHFAR A/ IR DR BLEIE R OEI & % 35 L 7=, JVBF
RO VR & ORIREBIR 2 D72 WAL/ TFRE OB BBIE L OEIE % K 2.7.4.2-42

W,

JVBF BRVEER M FHE S 5.0 CARE, FFREZEIC K 2 IFPERMIE & O S B E B i
DHTACRBE LT 5A, FLAVAST T I8 ROFKHEERIETHZ L L LT,

FARA/ R (BAE R B K OB R AR O L, 27 L — R) ORBEE
. TAVN~THTT TR TERDR T2 [T L3v~ T EE 140277 5
(50.5%) . 77 AR 103276 il (37.3%) . LAFEINA] . BREEHIfE T Lo FAe
SIFHEED 100 NMEH T2 0 OFBLET, WG TRETH 72 (1319, 1293) , 7L
— N3 T4 0FEGORBEIGIL, MG CRETCH 72 [53277 6] (19.1%)
62/276 il (22.5%) 1 . 7 L— R 5DHEZIE, 7L~ TRETSRITH (1.8%) . 77
BARRET 3276 B (1.1%) IZFBL LT,

R AREAR B (RRR AR A PEE LASN) DIFA2/ ITFHREORBEISITT Lo~ TR
T T BRI TE 272 [102277 ] (36.8%) . 67/276 #i (243%) 1 . 7 L —
K3 X% 4 OFROFBE G, WG TRETH 72 [30277 1] (10.8%) . 31/276
B (112%) 1 . ZL—F5DOFERIL, TN~ TRETRTIH (18%) . 77 AREE
T 3276 B (1.1%) IZHB L7, TAVILTHETORAENEN T TERELY 5% -
Eo EERREREEDFHS (27 L — ) 13, FFEMER OB TH - 7,

BRI A RE (AR 2 Ehev) O AR2 /HHEE (271 —F) OoXIEE
X, W GEE TR CTH -7 [38277 B (13.7%) . 36/276 B (13.0%) ] . AEFHT
K7 w7 2 i [33/277 B (11.9%) . 13/276 65l (4.7%) ] A@E I T\ [F
2.7.6.3 10 (ffgk) 1 Ko, K7 L—F (FL—F 1 XE 2) OERT VT I U fE D%
BEIAIX, TN~ THETT 7R TEN o7 [33277 B (11.9%) . 13/276
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Bl (47%) 1 ., ZV—F 3 XX 4 0OFR20ORIAEET, MKEGEHETREETHH- -
(13277 B (4.7%) . 19/276 5l (6.9%) 1 ., ZL— R 5 OFGET, WG E LITRD
SR o T,
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LY3009806 274 BRIRAYZ AN
A T LRI (R - B
R27TA2-2 T2/ HEGORBHBRVEE (ZEMBTHREH) JVBFHER)
Ramucirumab + BSC Placebo + BSC
N =277 N =276
n (%) n (%)
Any Grade  Grade3-4 Grade5S | Any Grade Grade3-4  Grade5
FrRL/FEE Liver failure/liver injury 140 (50.5) 53 (19.1) 5(1.8) 103 (37.3) 62 (22.5) 3(1.1)
Patients with >1 clinical term 102 (36.8) 30 (10.8) 5(1.8) 67 (24.3) 31 (11.2) 3(1.1)
Patients with >1 laboratory term 78 (28.2) 26 (9.4) 0 72 (26.1) 44 (15.9) 0
Patients with only laboratory terms 38 (13.7) 13 (4.7) 0 36 (13.0) 19 (6.9) 0
e BRE R EE Clinical terms:
AP R4 Acute hepatic failure 1(0.4) 0 1(0.4) 0 0 0
K Ascites 74 (26.7) 13 (4.7) 0 40 (14.5) 11 (4.0) 0
(] A A 7 I B Asterixis 1(0.4) 0 0 0 0 0
fEH 5 o Cholestasis 1(0.4) 0 0 0 0 0
FHF M 5 Coma hepatic 1(0.4) 1(0.4) 0 0 0 0
T E RS H 1 Gastric varices haemorrhage 1(0.4) 1(0.4) 0 0 0 0
RPN Hepatic cirrhosis 3(1.1) 2 (0.7) 0 2 (0.7) 2 (0.7) 0
B i Hepatic encephalopathy 18 (6.5) 8(2.9) 0 3(1.1) 2 (0.7) 0
A4 Hepatic failure 7(2.5) 3(1.1) 4(1.4) 9(3.3) 7(2.5) 2 (0.7)
FFH fe B w Hepatic function abnormal 3(1.1) 0 0 2 (0.7) 1(0.4) 0
k4 =35 Hepatic pain 1(0.4) 1(0.4) 0 2 (0.7) 0 0
AFREE Zy% B Hepatobiliary disease 0 0 0 1(0.4) 1(0.4) 0
a4 5 Hepatocellular injury 1(0.4) 0 0 1(0.4) 0 0
FFRE K Hepatomegaly 6(2.2) 0 0 8(2.9) 0 0
B (e B Hepatorenal syndrome 3(1.1) 3(1.1) 0 3(1.1) 3(1.1) 0
ot Jaundice 12 (4.3) 2 (0.7) 0 14 (5.1) 2 (0.7) 0
REH 5 o P Jaundice cholestatic 0 0 0 2 (0.7) 1(0.4) 0
il Liver disorder 1(0.4) 1(0.4) 0 0 0 0
e IR Ocular icterus 2 (0.7) 0 0 1(0.4) 0 0
£ e R H afn Oesophageal varices haemorrhage 3(1.1) 2 (0.7) 1(0.4) 10 (3.6) 93.3) 1(0.4)
) REymeana Portal hypertension 1(0.4) 0 0 1(0.4) 1(0.4) 0



LY3009806 274 FRIRW)ZE 2
A T LRI (R - B
Ramucirumab + BSC Placebo + BSC
N =277 N =276
n (%) n (%)
Any Grade  Grade3-4 Grade5 | Any Grade Grade3-4 Grade5
PR R TO 1 s Portal hypertensive gastropathy 0 0 0 1(0.4) 0 0
B Varices oesophageal 3(1.D) 1(0.4) 0 2(0.7) 0 0
B PR R 2 (8 B S Laboratory terms:
TI7=rT 2 NI UAT =T —EHIN ALT increased 13 (4.7) 4(1.4) 0 21(7.6) 10 (3.6) 0
T e =T AN Ammonia increased 0 0 0 1(0.4) 1(0.4) 0
TARSGEUT I ) NFL AT =2 T— AST increased 30(10.8) 15(5.4) 0 39 (14.1) 23 (8.3) 0
get: =yl
M7 A7 3 R Blood albumin decreased 8(2.9) 0 0 1(0.4) 0 0
M ey e s Blood bilirubin increased 19 (6.9) 5(1.8) 0 24 (8.7) 14 (5.1) 0
Y= NNEIN T AT =T — B GGT increased 3(1.1) 2 (0.7) 0 6(2.2) 4(1.4) 0
BT =T ME Hyperammonemia 1(0.4) 0 0 2(0.7) 0 0
EE UL mE Hyperbilirubinemia 9(3.2) 3(1.1) 0 16 (5.8) 13 (4.7) 0
BRI AT I F—PHLE Hypertransaminasemia 4(1.4) 3(1.D) 0 1(0.4) 0 0
ET7 A7 3 v ImiE Hypoalbuminemia 33(11.9) 3(1.D) 0 13 (4.7) 0 0
[FE] B 2 4 b 48 ) INR increased 2(0.7) 0 0 2(0.7) 0 0
FFHS R s B Liver function test abnormal 3(1.D) 3(1.D) 0 2(0.7) 0 0
=R = B g i Prothrombin time prolonged 0 0 0 1(0.4) 0 0
PR g Liver infection 1(0.4) 1(0.4) 0 1(0.4) 0 0
A FFT 45 Hepatitis A 0 0 0 1(0.4) 0 0
FE s Liver abscess 1(0.4) 1(0.4) 0 0 0 0

Abbreviation: ALT = alanine aminotransferase; AST = aspartate aminotransferase; BSC = best supportive care; CSR = clinical study report; GGT = gamma-glutamyltransferase;
INR = international normalized ratio; N = number of randomized patients; n = number of patients in category; NCI-CTCAE = National Cancer Institute Common Terminology
Criteria for Adverse Events; TEAE = treatment-emergent adverse event.

Note: TEAEs with missing grades are counted in 'Any Grade'. Specific grade (eg, Grade 3) represents worst NCI-CTCAE grade.

Note: At each level of summarization, a patient is counted once according to the TEAE with worst grade.

Source: REACH CSR, Table JVBF.14.4.57.
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LY?3009806 2,74 ERIRAIZ M
YA T LV EWEER GG - B

T LV TRETIE, BAE/ HHREEZRI L 140 HlO> BT 1L —R 5 ODFEREHR
WLIWEBREIL SpITHY., 7T7BRBETIZ. RS/ IFHEEEZRE L 103 HloH b
TL—R5OFERERILIHRFILIFATHoT- (3£2.7.4.2-42)

T LIV TRE
AT E (FL—F5)

o PuEonimn gmEss 7 > o mrEo RS L e
PR, 2 BUHEIR . AR, JWE. AL G T 5mE Th oo, 7 ERTMIY
FEOZWHR, EAFEOEH IR, ¥ 77 x=7 [IF#kFERFIE

(transarterial chemoembolization : TACE) 7 ¥ =/3 h] (2L %5 TACE, Y77 ==
7/ RE Ve OIS X DA bR E L i L Tuvic, #BRE X, Day 207

(RBRIEEEE S0 7 HR) 7 V— R 5 O AREZ BB LT, HBRE ITEMR
P N LA 2 U, WK OEER IR R o R B RG22 1 5 IUE 2 & 0F 42 7 L
— 2 OIFHERIED T2 ABt, R HET L7z, IRBREYEMIIAFESZRE T L0~
7 EDORRBAREBE L EEH O LW LT,

FR4 (ZFL—1F5)

o Prororintt wmuas oo rEE. e s RO REL
JEAZ AT HWRE ThHo7-, Dayl57 127 L —F 4 OFFRE2EFBL L, Day 167 (27
L— R SIZE o7z, IRBRERGGD 55 A, CTICTHEBESHL N0 | #
BB IIABE LT, BERIFIRE NL ) — V21T o7, IBBIED CT & THlERN I
EAIORH AR b, MENOERISEOMENE 2 b1/, Child-Pugh 43 %8 O HEIE
FIZZ7L—RCThh, Zb—F4DFAELBM S, MRS EIIARESR
ET LUV~ T EOREEZREBE DL BHEH D L Lo, 1BBREYERIC X D
EL BB ITRIERS A Z RN E LZIGEROBERRH Y, AT hEEELT
Wiz, RIBERE IS X D IEE 28 B ONRBRIEIC X 29 A OB IR ORIK T 5
LR, TRRE DR L-1X Day 139 ThH > 7=,

Fre (ZL—FR5)

o Pt wmEEs o3 vy i3 s —r s oEERLE%
BlUTz, WRII A TH o 7o, #EBRFITIRBERE G, #0 IR UJEKITE 2589,
EEE 2RI 2 fi A T PR R QU BEDT (X g b, MIERTRERER L) @
Wil L Z 2 b, RBREREKERG O 15 B, KK Z LS Mg ES 2 >
7 DRz, BBRE I AR L., #REF AL 2l snFBETC L, 18
BRIYERNIARER L T L~ T7 LORREREZBZ & < BhEZR L &HEr Lz,
1RBRE O R 5-1X Day 99 Th -7z,

EFcEHm (71— K 3)
o Prororant wmEES T : Day21 v —F 3 omERBIRE
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i 258 L7z, BEFIEREEEITV., FH, B e Lz, GBS EIX
RKERL I LV N~T7 L ORREAGZBEZ U &I Lo, BAR B ARS R I,
Child-Pugh 2 27 11 OFEEREE CThHh -7 («X—A T A L FFD Child-Pugh A2 =2 7 |%
6) . O3 HRBICHWREIIFAREICLVIET Lz, GRS EMIT. FRELIRR
e DRRPREREEZ L &R LT, BBREIZIAREPTHY . JFHE (DY
JHLEANVKBET NI L, ~EaT7 7 T7—8, AFT R/, UrhE—§,
Uik, NIRFHABENsaLrrawl 7 e ) — AT XY VR B
Hanh T,

Fre (ZL—1F5)

Amoror ame wesgs 4 - semrorEL 2 E 2 ERE
Toholz, Dayl9, 7L — R 4 DFAEZFRBLL, Day24 27 L — R 5ICE 572,
BEBRAE X7 b 2 — VA FFICEEL TV o7, Child-Pugh 227 1% 6 Tholz,
IR 580D 18 A% (IRBRIEEKEEE G O 4 BH#) ICHEBRE I3ANE O F) a2 ¢
ABE LTz, 727y m—AGEGBHIC L VIR Leay, BIRIREE 2 /R TR AR B R OV
RIS, [FIE LRy o T, =0 5 B, HBRE I AE2O-OIZET L,
BB Y EMIIT R TOELR LT LA~ LOREEGZEEBZE O EEH Y & ¥
Wr L7, AT, FRBOMEL GREH Y Ll s,

75 B AR EE
R4 (/L —1F5)

Pmoarat: @wmsEs 14 pay2scrv—r3omrarwRL,
Day51 (27 L— R 5(ZFE o7z, Day51 12, #ERFIZIALL L, LT L7z, RS E
ik, ZL—FR 3 K05 DEZRLT IR EORREEROLEE LT, FRROHEE
DT= ORI D It 2 513 Day 15 Th o 72,

Fre (ZL—1F5)

Prirooamn smEss I - 7= EmEm GEE 0 gR) ROR
B (7L —K2) 28T 5% E CTHo7=, Dayl71 I/ L — R 4 DR L%
FHEBLL, Day 172127 L— K 5ICE o7z, CRFRHUBIIGETH -7, EEMEMIR
MARSE Z £ 5 IR 2 & 0F L Tz, Day 172 ICHBRF 1T LT, SERNIFAR
BLEWME I, AR EOREEIGR Lo /RS R b @2 o 7o, TREREY
ERiZ. WIThoFRGLE T IR EOREEELGE LT, 1RBREO KRG 1T
Day 155 Th -7z,

REFE I (71— R 5)

Pmo7ro7 e @wmass : o2 - pay20s w7 L —F 3 ok
g 2 R B L, Day 300 (Z[A11E L7245, Day302 [ZF % L, Day307 (/' L—F 5
IZE 57, Day307 IZHBREIZIABE L, 1 L, WRBREYEMIZ, T XTOHRS
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LY3009806 274 FEIRWZ M
AT LY EREERER G - B
ETTEREDORNEBBRIIBELSEES Y W L7z, EFFIEH LoDz
TRBRIE D & e 513 Day 294 ThH - 72,

27421611 w#E%REEKAEEIREE
274216111 AI#MHREEREERE (JVBBRR)

A R MEE R 2 I LR X 2 Bl Th 0 . FERERETEREN 1 HC
HKH LT, WTNOFERL I L—FR 2 Thy, HERAERG LW SN (JVBB R
BREBRAe F5 1 5 # Table JVBB.14.3.29, % 5.3.5.1.1 IH)

AR FVE IR SE R R 2 UL R ISR T 5,
S LIV TR
A A EREREERE (71— R 2)

o Pronaktt @EmEEs 23 : Dayso (FRCoBBERKE G
D 8 H%) \TEEELOTZD ABE LT, #EBRE X EE, S50L. REK T, Bl IR
K OEREALDOIERZ 2 L, WPTICit S vz, #BRE T, B oS s I & O
FE~PREOEMEZFENRDS S 1 #8EZ 20T TIRA ICRENREBEE LB L, 7
YUK T v B MARER L E RN S &7z, DayS1, M MRI &%, IR B
EROESEGERE DG & — B Lz, M g AERMIEERETLRONS
generalized slowing Z 7872720, MOMIEDEIZIZ L2 DO TR WNE Sz,
HEZRNOFEFRIZIESR Th 72, Day55, TR COREBRICESE, AWtk AE
MIEREGERE L 2 &, HBRF X T > 7 u e 25 S, Days59 (Flitkd A
ERMIESEERERBLO 9 HiR) ([CHERMM MRI Z 1T L. EI{RHT RIE Day 51 2Rk L
72 MRI 2> 6 8038 UEH R LTz, 81X Day 61 (Rlfith % (VB MIESE BERERR BLOD 9

B#., TXCORBPIEEKEEE G5B 17 B#%) ZEBRE P IE U, BB 5ib
@845%(7 PEE HEMEEE AR B 34 %) | #BRFIIAFER N OREIE L

ECHIBr S ATz, TRBRAHM AT, AT MR RE R RE & TR T OIRBRIE L O
KRBEFREZSESET . IBRFIEE ORREBEGREZGE Lo, Sk OFEM 72 #%iE
3276428 (fk) 12T,

7T AR
ALWVER B REIEBERE (L — K 2)

o Prororiny wmass: o  muEzarsumEchH o,
Day412 (8 28 4 70 1 HH) | #EBRFIIHREY A 7 LV OIRBRIEO B G % Blih L
oo BUEDWY A 7 L TOIRERIER HRE (Day 429) (27 L— K 2 OFHEREEAZ
& ¥ FOLFIRI LD & GAE ] S v, #RBRF 130 10 A RIZ 37°C ORE OV L —
R 2 OMEOEITFTEEZFATIO, IWRELEMITIT 7 B RORE HIEH LT,
Day 434 (T _XCORBREREZGBMEO 22 BH) | WRBRE OFZEN R Y EAIC
%%@%L\ﬁﬁ@%\ﬁ%ﬁ@\@E@rﬁ#@%um@%ﬂékﬁibﬁo
H1% (Day436) . FHEB MRIZ CRif&BEIEIC HEMIED RO biv, IMEEBILEE O
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LY3009806 274 BRIRAZ 2N
YA T AV RTER GEW - B
T BEBEO®RG 2k Ue, #RBRE IR, e B EIMESERRE & DO YIEIZH
ZszlF, ABE LTz, Mg M OYER D & B 22 B8 M@%nﬁwiilﬁH#ﬁL
L7, ARRAVEHEIZRT L MRI MG 2 34l L. AR AR ZE O 5 d .\l
WS AERMEEREREIC G L 2WNWZ L h RFERIE i%EEMﬁE@#T
e K WFEZETH D[RR W E Il L7z, L L, IMEEDOFERZRET 5 2
T TE T ZWNIBAME TIXR 2o 7o, NER OSSN OMMRRANEHE DL S D
IR O Z 2 Z B & O MThiv Tz, 1RBRIEH R bRt I
AUz MRI B e OBRERF DR IE 2 51l U 7ot . M2 B TR D3 DF 38 L 7=l
% EVEMNIEREERED D . IRAICINFEIE 2 R B U 72 & w1 7o, TRBRHE Y EAR X
AEFAM K OVt am (2 (R U 7e (B R RTE A 400 [ v Ko OV R adfi P 1% 1 b RE S fige A 0D 32 Wi 0D
5 # A% ETHBEBITZE L Tz LSz, HAESE, R4 aEEE R OGRE
JBORITER T 5 LW S7e, BRI EANIIASER & 77 2R LT FOLFIRI
EEDRRBEREEE LRI o7,

274216112 AEMEERAEREERS (JVCB. JVBH XU JCDB &)
JVCB. JVBH & UF JCDB & T, nlfiPhfk A ERMAERE A IERR 0 DR~ 72,

2.7.421.6.11.3 Tw#FEMEZOENEERE (JVBF RER)
JVBF iR Clx, mIfitEs% B EREE R IER O b o T,

27421612 MHEMMESE (JVBB KR

JVBB 3R O [V VEMT R B DI BLHIE K OB G 2 K 2.7.4.2-43 12T,

BV PERIR B DR BLEI G 1L, W58 CRIERICIK D o 72 [T L v~ T HE 4/529 B

(0.8%) . 77 EAHE 4/528 5 (0.8%) ] .

T LV TRETIE, 7 L— K 5 ORVEMEMZEESOIMIRE AR B U= g5E 1 2 6
ThHY, MFEFREL, FLAVAYT EORRBEAKREGESNRN>To, 7T 8RBT
JU—R4F7L— K5 BEE) OMEEMERIIRS Lol
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LY3009806

YA T LY REEIR (R - EE)

274 FEIRWZ M

= 2.7.4.2-43 BB MMEE (Pooled AE term R U PT) DHIRFIH KR UVEIS (JVBBEH

ER)
Ramucirumab + FOLFIRI Placebo + FOLFIRI
A EFLRIEBLHIE) (N=529) (N=528)
n(%) n(%)
Pooled AE Term | Pooled AE Term Any | Grade | Grade | Grade | Any | Grade | Grade | Grade
FEARGE Preferred Term Grade 3 4 5 Grade 3 4 5
FE R PR % Interstitial lung disease 4(0.8) | 1(0.2) 0 |20.4)|4(0.8 | 1.2 0 0
fifilige Pneumonitis 2 (0.4)|1 (0.2 0 0 |2 (0.4 0 0 0
R P Al A Interstitial lung disease | 1 (0.2) 0 0 1.2 |2 (0.49)]1 (0.2 0 0
Jiti Lung infiltration 1 (0.2) 0 0 |1 (0.2 0 0 0 0
Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—-fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.
Source: s106¢cten.rl.
T L—R5DEREZUTICENT D,
F LAV TR
MEMEMZEE (FL— R 5)
o Prrorarn @mEEs S o R ENE RS O HERE R

% et

%9 2.7.4.54.7.12 HIZRT,

i (71— F5)
o Prmonrmtt wmEES 3

H ORI

BRIk (Rka DIEIE) % 3F 2 THREL L7203,

DS (1 B 1 A6 15 AR Y oML
&) MOWEBE AT 2HRE Th -7, IBBREERE 2 B,

CT A5 % > CHfif

SROLNRD ST WEREITIRRBINOBAM & /o7, B, #%
FKEGEB Do T, PERE I,

WEND L EIDOBD T L~ TR EE S, § 134 27V Day 12 O 4f RER#E 3
1% 1000 (7' L— R 2 OAFHPERBANEICFY) Tho7z, % 191 7 )L Day 1412,
B FIEEOREM RS, [ RRREZRE Lerolz, 3 H (Dayls) .|
7 L— R 3 OWMMEMREOT-D, Atk rolc, 77 I OffRfEIL 1.8 g/dL
Tholo, FERAEHEIIFEFR AR A0 D Y GEMEMRR) ORWH b Lk L7,
JRBHUAER (AVT 7 A RFH Y= bV A NTYLRRI AT 7 oF S Y
L) OB ZEBRB L, § 1Y% A 70 Day 151203, Bz R0 5 b, KX
o de, MEREEEO DI HFIEBNHIRIN T L) Thoto, Y, b
L < X FOLFIRI J{E KL O/ UTIRBRIRIC L 2 HAWEDO W nic kb LS,
4 FlOFEWEERG 2MGE L= b OO, M X BRITITERRBD Dk hoT-,
Day 30 (ZXMEN 7 L— K 4 (EmzE&nhTLHlrani) STHEL, ETICE
STz, FERITAMEMEMEMR CH 2 L E Ihiz, HIMOFEE, mAttoZ ot
FATOVE AR S 2 £ 5 eV B MR & —8 L Tuie, JRFSME R O R
E—H LRI OB RRE S, IEEE TR b, TRBRIES ERX, SR
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LY3009806 274 BRIRAZ 2N
YA T LY R EEIR (R - )
HECHRNMEEEMRE ESNTHWD OO, MEMEREIC LD @EREORERE N
fiti % FBL LT VRIL & 72 o T2 7o DI, ﬂmﬁ%#%ﬁ‘fﬁbfzk%iko TR Y = AD
E. FERNIIHEMERE CTH L LRI Lz, Mg oM it 2R 2.7.6.4-28
(k) (=7

274217 JVBY#RER (R&MRHBENEN)

JVBY #RBiZ., BANBF IR HED T L2 L~ 7 L FOLFIRI #ik % A& 5
L. BRACTOHIEHAEZHERT D7-0OICT VA S8 b HEBEKRABR ThH- 72, &
BRHEAR S i &I FR 3 (dose-limiting toxicity : DLT) Z 381792 HARANEE 2 6 il 1
BILL T DA, WS TOHEERE [ 53 10~7 (8 mgkg) & FOLFIRIFEIEDHH] 1
BANCOHEIGAREE T2 2 & & L,

BRI T 1 #1T DLT 238 bitle, HEEBRE L. 7 L — R 4 D4R E &
7 L— R 2OEARPFEE L7 Z LKV, DLT FHl#HIE HICIREBRIEDO L 5-28 2 JH[H
P2 TIEH S =72, DLT &l S,

AR CRO NI AEEFROL X, ETHE - B EEIC FOLFIRI L, 7 A
IV T DEEEN B G LB OBEM, T TS ZeE T e T AV ERBETH
ST, Thbb, RO LA MERBAE (FriZhFh kA E) | TR O R RO,
HA%&IE FOLFIRL FEIC K 2 FHFFL, HAK, mEXORBINMZR E1XT L0~ T
L OAEFERLEZ NI,

HEESOEIEEIITICIL—F 1 T2 ThHo7i, 71— 3 Xt 4 DEEREIC
RBELAEFRLAD LN, RBRHBHICRES DN CERNICEERGERRIL. 7
L— R 3 X% 4 o mEREAE FRAFERBDE) KOV L— K 3 OEARTH -7,
BRI AN T W OHERE 5 FIFR 4 I T7 L— K 3 X 4 OMERBUENFEBL L 72
2. EBRIKEE X, 5 I H OFBRE OMAANZITIRRERA B ELLGT L, 6 3
A 7 )V® Day 1 T FOLFIRI J{E & ErlRE & Lz (SGTHINLES 4 A 7 /v Day 1)
1 BRI E L2 BT 5 A 7o A H R L OV B R BRI E 1338 D B L o 7203, 1
B2 7 L — R 3 OhFFEREAMEIZ K FOLFIRI A Z Hik L7z,

RBHIM I C R OZOMOEERAEFGIIBD DRI 5T,

274218 EIfER (EHBRIZEDC)

A=AV V= TR BoR_=—AKRA =TV ) —Aatix, ULTFOEHE
ZHWTIVBBRBOFGEREGRT —F 52 A7 J—=27 L=, JVBBRBRTIE, W
DI LT-FRE, "NV T XV VT TFUROT b)) I VU Rm¥
FNC £ D —RIGFH UL Z OB ICHEE U - e RS - B R & %82 FOLFIRI J%
HBEPFRLIZSHRAE DT Ly~ T OBENZENER (BRI ES) & LTHHMEL
77
o TAVNASRTEETORIEIGD 10%LL LT, 22O 7 BREETORIAEIGL
o TAVNASTRETORBEGN 1~10%T, o7 7 2RETORIAEED 2 L4

b O T AU~ TRETORIGIED 4 HILLE
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A=AV V= TR BoR_=—AKRA =T A4V ) —KAEtIL, "NV X<
T AXHV T ITFUROT ALY 2 VU REENC LD IR X D% I E
U 7= i RGNS - LIRS R & /812 FOLFIRI JRIE L R L= Ba D, T3 L<=T7 0D
LM A BINCRHMEI9 5 72, JVBB BR D &MET — Z 12 A TLLF ORBR % M L
77
o HRRBMERENG - EIGE A 2 XBICT A YL~ 7 % FOLFIRI Jik & OF A#5- L7255 1b
FREG IR RBR : JVBY Bk

o [HIBEERE ZXRICT AL~ T % FOLFIRIRIE & PR #E U728 ARG R R
JVCB Bk

o HRBMERLNG - EIBEABE ZRRICT AL~ T % mFOLFOX-6 #ikE L fFHE S L1z
55 11 FHERR AR © JVBH 3Bk

o AV ITHUEELRIBFEPICHEL-SEBERE - ERRREE2RICT Y
)b~ 7 % mFOLFOX-6 #iE & OF H#5- L7255 AR EEIREUER « JCDB 3R

A=AV V=T R BoN_"=— /AR =TV U —AStiZ, — kA
—= U TR o TRIE SN ITERI R BIER (B2 HIlric K5 <) ofEfilc>n»T, #
FHIROEZHEICESE 1) FRET LAV T L OREBEREZFMM L, 2) %%
FEANERNICEETH L0, EFNICERDHDL1ICONT, BLFTOREBZBE L Tk
E LT,

e JVBB B K O LR oiRER (F 2.7.4.1-1 ([Z7TRER) 12802 FLORIEA KO
HE

o EWITFHIE Y

o RIRAYEZEME

o LM EH A EFER TR T / 7 v —F A Huk & OBER o B

WAV V== T OREREICHEY LIEFER KD/ UIEFRICER &SV | BRI
HELHW SN FEGE, INVAYT | XV TITFURRT b ) I VR
FINC L2 —WRIBHE P L2 OB ICHE LB - EREEE LRI Y 27 h
Y. RV T I T LS VREY F— I AR 5-FU (FOLFIRI #ik) & ff
MLESEDT LN~ 7 ORWER (EEHAWICHESL) LER LT

JVBB R D 7 AT L~ THETORBLEIG D 5%, EORIEA (B3I ESL<) %
7 2.7.4.2-44 (2”7,
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F2742-44 SLYUNITHTORBIEN 5% LU LEDEIER (DEHIBRICEDLC)

CRBREZRESNE=TRTOHREKRE)

2.7.4  FERAZE 2

(JVBB &%)

Ramucirumab plus

Placebo plus

FOLFIRI FOLFIRI
(N=529) (N=528)
All Grades| Grade >3 | All Grades| Grade >3
Toxicity | Toxicity | Toxicity | Toxicity
BRI System Organ Class Frequency?2 =3 Eventb (%) (%) (%) (%)
i LY > <% | Blood and Lymphatic System | Very Common fF BRI NeutropeniaC 58.8 38.4 45.6 233
s Disorders (FizE
Very Common /MR I A 9 Thrombocytopeniad 28.4 3.0 13.6 0.8
G
= R Gastrointestinal Disorders Very Common | = il i iy 58 g 45 Gastrointestinal 12.3 1.9 6.8 1.1
Haemorrhage Events¢
Very Common N2 Stomatitis 30.8 3.8 20.8 2.3
—fy - &% L | General Disorders and Very Common MY M v i Peripheral Edema 20.4 0.2 9.1 0
O BE i e Administration Site Disorders
H fg
ReEtEs L OvsskRsse | Metabolism and Nutrition Common E7 V7 2 v ME Hypoalbuminemiaf 5.9 1.1 1.9 0
Disorders G zE
4Ty ==
B3 | OVR B i Renal and Urinary Disorders Very Common EUREE RS Proteinuriagh 17.0 3.0 4.5 0.2
MERL S fgERds Jo8 | Respiratory, Thoracic, and Very Common S HA 1 Epistaxis 335 0 15.0 0
GRS Mediastinal Disorders
FZ &35 L OV F#fLgk | Skin and Subcutaneous Tissue | Very Common | i « A R 01 Palmar-plantar 12.9 1.1 5.5 0.4
b Disorders A e Erythrodysaesthesia
i + Syndrome
58 s 22 Vascular Disorders Very Common L R Hypertension! 26.1 11.2 8.5 2.8

Abbreviations: CTCAE = Common Terminology Criteria for Adverse Events; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; MedDRA = Medical Dictionary for
Regulatory Activities; N = number of treated patients.
a Very common >10%. Refer to National Cancer Institute CTCAE (Version 4.0) for each grade of toxicity.
b MedDRA preferred term (Version 17.0).
¢ MedDRA preferred terms included neutropenia and neutrophil count decreased.

d MedDRA preferred terms included platelet count decreased and thrombocytopenia.
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e MedDRA preferred terms included anal hemorrhage, anal ulcer hemorrhage, diarrhea hemorrhage, gastric hemorrhage, gastrointestinal hemorrhage, hematemesis,
hematochezia, hemorrhoidal hemorrhage, esophageal varices hemorrhage, large intestinal hemorrhage, lower gastrointestinal hemorrhage, rectal hemorrhage, small intestinal
hemorrhage and ulcer hemorrhage.

f MedDRA preferred terms included blood albumin decreased and hypoalbuminemia.

g MedDRA preferred terms included proteinuria and protein urine.

h Includes 3 cases of nephrotic syndrome (ramucirumab plus FOLFIRI arm).

i MedDRA preferred terms included blood pressure increased, hypertension, hypertensive crisis and prehypertension.

Source: t ae_ csi.rtf.
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JVBB iREBRD T LA L~ TEETORBEEN 1%LL 5% O i KA EE 22 IVER
(2 EES<) 13, LB R (T30~ T8 1.7%. 77 BREE 0.6%) DX
TohoTz,

27422 [EANEEEFROXEICL DA
274221 FOLFIRI & & Dt AROEBELRE Il HERRFER (JVBB iER)
T LI~ T EDORREREGETE RV (JRBREY EAEWICES L) SETRTE
DO EE 7RG EFERFRPIEEL L - S HERF OFE 423K 2.7.6.4-28 (1) ([ZREHT 2,
JVBB iR T L, TOMOHEERAERFZMONLOMOEHERGFERZEZIREL L2
FH R Ok 4 JVBB BRInER R E F (5 5.3.5.1.1 1) @ Section 14.3.3 27”7,

274222 FOLFIRI XI¥ mFOLFOX-6 #&ix & DGt ABFDEHE || FBERREAE (JVCB.
JVBH B U JCDB #8%) . #itKICZDhDREE (JVBY R U JVBF &
%)
JVBY RBA ClE, AT K OZEDOMOEE A EFRITRO bR o7,
JVCB. JVBH, JCDB K& U JVBF ik O &4 F Offlh 2 S 1B iEwE S (2hth
95533418, %5 53521, % 53541 HE O 5.3.54.21H) ([IRT,
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2743 EREKBREEDTH

27431 FOLFIRIEZ L DHAROERLRESE Il FHEEKEKER (JVBB HER)

BRIRMR A D > 7 7 — 7 v (JVBB ABRIRRIRFE @ 53 Table JVBB.14.3.49,
53511 H) TROONTEEREHB L, AEFROT—ZL—HL TV, FrlC, IR
MEED Y7 b T — 7 VTR S I PR O MR D> . WS AST, ALT M
OE UL EAEOHRINCET 2 REHR T, AFFER Th D4 BB/ E K OV M
WDIE, WNCHFICIER TREFEERTH R REMBEDO AL/ FHEE O R B E
A& —HB LT\ (JVBBRERIRRATEH A Table IVBB.14.3.49, % 5.3.5.1.1 1)

EEHRITABRIC L 2BETRE I, BRKT 24D ER RIS 24 FEfE
RICEVEFRINTZ, FICHEB T REAEFERTHLIEARMEFERIZONTE
2.7.42.1.63.1 HIZFEM Z 7~ L=,

AGREBRE R, BBR S A E OWKETRC, IVBB RBROERE & xf % & Li- HRR R
R A NE  ORE BN E Tz, FARIRAEIE AR VE » ORAER DG O N HBRE 1T
T LYV~ TRET 130/529 5 (24.6%) . 7T EAREET 124/528 il (23.5%) ThH oo

(JVBB iBRIEBR L H 5 & Table JVBB.14.3.50, %5 5.3.5.1.1 TH) , WM& RN G DL
WERE DS B, FIRIBELALVE  OEDN, RN—2 T A VEFZIEH TIRBRER 5% 125
LR BRE OEIGIT, 77 2REED 4/528 5] (0.8%) 1Tk L, T AL~ TRET
53/529 i (10.0%) Th > 7z, HUARBRHEREIL TAE DR BTG X, WG TE - -
[T L= T RE 14/529 B (2.6%) . 77 & AREE 5/528 61 (0.9%) 1 .

B, BRMICEELRBABREMO R IIAEFR L L CRtESNn, & 2742 HTH
ERHGBO—HE L TR LT,

2.74.32 FOLFIRI XI& mFOLFOX-6 &% & DA DB || FHEGKREAE (JVCB.
JVBH % U* JCDB i#E&)
% I AHERAR R TR O N BRREEOMRA T — X I X D 0W T E Lo iz,
JVCB, JVBH &1 JCDB 5D Eﬁ.ﬂ?*ﬁﬁﬁo)ﬁﬂﬂﬁ IE BB OBBRBFEREEICORL
77
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2744 NAZ)LYA L, BEHNFARRVLZEMICEET 20 ERIER
2.7.4.41 FOLFIRI &£ & D ABOEEERESE I FBERKRSER (JVBB AER)
il x ORI RITAEFESR L L CERESN., F2742HTHRF LT,

274411 NRABLYAY

KPEZ L DAL BT A (MEEET) KOR—2T A b0 bE% JVBB
BRiGBiaiEm S E (55 5.3.5.1.1 TH) @ Table JVBB.14.3.52 [Z/R T, 73 X WA UfER
T, B 2742 HICR LEAEFGZOBRTHONTZAMRE B2 D X5 il R aix
RO BRI T,

274412 IDEX

HEAEZAEIMAT 28 HUAN, BB TR R OEIRAYIC A2 & Bl S - 550 12 3
LM A E LT,

OEXOIERME (BEFRLIT, BMANEROAFEHELZET) OfR% JVBB R
IR FE A E (55 5.3.5.1.1 TH) O Table JVBB.14.3.53 (27”7,

R EROAEZ DRV LEROREHT AR 6N HRE ORIEET, ~N—X
TA L (T LIS THE 31.7%., 77 B AREE 352%., LATREIE) M OGBS TEE (37.5%.
38.1%) OWVWThb, WEGHTRETHo T, 2095, RBREYSERMIC LV KD
ICEBRN® D EHE SN REFTRANRD D HHRE OB G 1L, m&kGHE bITED
S (R=RAT A :08%., 02%, R TE : 1.9%, 0.5%) .

DEMOERHE T, AEFROMBRTHONTZMAL R D X5 REITRD 5
niginole (3527425 .

WERHE L oLBEXOFTRIL JVBB REBIGBRAFEHREE (5 53511 H) O
Demographic Data appendix {27~

2.74.42 FOLFIRI XI& mFOLFOX-6 #&i% & D6t AR DMEHVE | FBERREER (JVCB.
JVBH R U* JCDB &#8%)
JVCB, JVBH KT JCDB #ERD /SA XA 2 BUEERYET R R OV A2 B3 5 fil
OBIZEE ORI, FRBROBBRAFEREEIOR LT,
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2745 HIGBREBKRARUKETIZETSREH

HTHER (FRERIX4y. B, AFE, KRAS ZFREEKR M) BlOFEFFEROEN %
JVBB iBRIGBRAAFE S (55 5.3.5.1.1 1)  Table JVBB.14.3.11 |2/~

M EF O EFRSG (PT KW AFE) & CTCAE OREZ L — RillOFHEELR
(PT X Ot & 7H) % JVBB iBRIGERRIL IS E (56 53.5.1.1 ZH) @ Table JVBB.14.3.12
& O Table JVBB.14.3.13 12/~ 7,

27451 HNEMEER [FOLFIRI &% & D ABOEMRLRSE I HBEERHAE (JVBB
HER) ]
274511 FHEH B
WG RO FERERT 0T 7 A VI 65 WA & 65 mk L Loy HIM CEERICE
BOHDEWVITRO NIRRT,

HI

274512 143
M GHOAEERT 07 7 A VI BN & MO EFHH TRETH - 12,

274513  AiE3l

JVBB &R AFER] (B 802 5,/ 7 7 N 213 5, /& Oftioo AFiE 35 Bi) OfFFFHG
DERZFR 2.74.5-1 [ZRT, o, EAFET, 7L TR TORBEEGH 20%2L E
TholAEFESG (PT) ORBWFIBKLOEEGEE 27452177,

NFERIOFTER O 5 6 [Z Do ATl 1 TEERE DD 72hoTc, EDI2D, H
NET VT NOEHERE. ROEGHEH THEFROFBBEG K OVEIEL % i L7,

mE, FPERBAELREAREZRE, AHEFES (27— F) OoBBFEGIET. A
NSOV VNI W (N WE@#TH%T&OKO7V%F3ui®ﬁ%$%@%
BEIRIZ, TVT7TATAAMCHERTEP TR, TVTATET 7 B REETHRAE S
DEmolelzd, 7VT ANTRO Nl GHOEE, AANTRO bl 5O
ZEIFRETHDL LEX LN (£F2.745-1) .

TEBRIE O £ H OB RS & 5% 30 HBUUNORET (FL— K 5) LB HEFEHE
SORBEEITZ. AAKRTT T AOWTRL, MBS CREICEK, -7 (F
2.7.45-1) .

BARMICEE L EX DNHAFEFRTH 2 EME, FHERBAE G KOEAR
JRIZOWT, BHAROQT U7 N TOHRERZ LIS LT,

iy

i
mIE (27 L—FR) OFIEEGIZ, AAET VT AOBTEVWSRL LN, @i
(&7 L —F) ORBEEIL, T2V~ TRHETEH, 7VTATAHANCERXTE T
N [T7YT N 43/110 il (39.1%) . HA 90/400 fil (22.5%) . LAFRENE] . 77 B2 REE
TiE, 7VT ANEHAATREETH 72 [11/103 6] (10.7%) . 32/402 fil (8.0%) 1 (F*
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27452) o FLAUNARTEETIE, 7VTAKRCAAE S, BIEDEZ T L—R1X
%2 TH o7z (JVBB RBRIABRFRIG A & Table JVBB.14.3.13, %5 53.51.11H) , 7/ L —
F 3 omifEDRERIEEIT. 70~ T7 8 [16/110 B (145%) . 39/400
(9.8%) ] Tix., 7T ANEBHATREETHY . 77HREE [3/103 6] (2.9%) . 12/402
Bl (3.0%) 1 IZHERTENoTz, 71— R 4 OFMEITRD SNRho720, HAD 1
BICEMEZ V—E 8RB Lz GEILE 27421621 THEM) , 7VTATIH, 7L
— N4 DOFELIIRD N7,

A BRIV E  GREEEE)

IFHERDE (EEFE. &7 L—F) ORBEAL, WEHHEE L, 7T ATHA
IR TE P o T, FHERBE (AR, 227 L—FK) ORBEIAIZ, 77 AT
T LU= TRET 88/110 1] (80.0%) . 7 EAREET 61/103 Bl (59.2%) THYH., AA

TIET LYV~ TRHET 214/400 5 (53.3%) . 77 BAREET 174/402 B (43.3%) ToH -
7o ZV— R 3 OAFPEKEADIE (HEE) ORBEEL., 7V7 AN [TV~ TR
51110 f5l (46.4%) . 77 & AREE 27/103 ] (26.2%) . LAFREINE] THEHA [96/400 fi
(24.0%) . 48/402 il (11.9%) ] IZH~_TE L, BEEEGORGHMEIX, 7V T AT
FAANICHARTRENSTZ, 7 L—F 4 OAFPEREAE (FiEFE) ORBIFIGITONTE,
77 N [19/110 Bl (17.3%) . 15/103 Bl (14.6%) ] THA [33/400 f (8.3%) .
29/402 Bl (7.2%) 1 ITHARTEMNA -7, BEREGORGHMEIX, 7T AEHAAT
Ebobigholz,

7' L— K 3 DL EOGFHERBUMED, BRI EE 2R R AER & £ o 7o B & il
L7, FEMEL P BRI E (MedDRA PT) K OY MedDRA SOC @ [EEYLEFs L OV Ak
HUE] ICS T 2 A EFROBBIEIG Z5Hm L7,

FEENVELF FERIBUVDIE DR BLEI A 1Z, BAKROT U7 AOWThd, Wi bR CRRIC
Ko7 [HA 1 13/400 # (3.3%) . 7/402 B (1.7%) . 77 N : 5110 f5] (4.5%) .
7/103 Bl (6.8%) 1 . [EYWER ZOFAEHRNE] (SOC, &7 L—FR) ORBEIGIX, A
ANEOT 2T ADONTFRE, TLV AT HTT TR TELS, BHREGOHK
HRMZEOREIXIAANE T U7 ATHREETH 72 [HA @ 148/400 1 (37.0%) . 118/402
Bl (29.4%) . 7T N 42/110 B (38.2%) . 32/103 f5l (31.1%) ] (JVBB iBRIGER#
fE# A E Table JVBB.14.3.12, Table JVBB.14.3.13 } (O} Table JVBB.14.3.14, % 5.3.5.1.1
H)

U E (MedDRA &AZRE) (C& N5 PT ik, BumiE, @ifiE, BuiEEs 2 v 7 &
OVE RIS 2R B RIIE T - 72, REM TORUIMWE (WAE, 27 1L—K) ORBES
X, WG TCRERICIEK D o7z (85 : 7 AL~ TRE 1.5%, 77 '8 RE 1.5%) .

=
HR (&7 L—F) OoRBEEEL, WEGHEL, 7T ATHAMIEXTE»-
7. BAR (&7 L —F) OFBBHEFIT, 7TOTATIET LI L~ TRET 42/110 f

(382%) . 7 EBAREET 117103 # (10.7%) . HATIEIT A< T7HET 45/400 4

il

i

i
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(11.3%) . 77 BAREET 117402 ] (2.7%) THo7-, BAIZERXTT VT A TEHIR
DRBEIGNE P> T-HRIT, FiIC, ZL—F 1 XL 2 OFLRORREENEN-T-2
LICER LTV, ZL—F 3 OEAROEBEIGIL. BAKROT V7 AONTNTSH,
WG TR o 72 [TV T AN T3~ T8 7/110 4] (6.4%) . 7T & REE
0/103 %1 (0%) . LAFIENE, B : 8/400 #1 (2.0%) . 1/402 5] (0.2%) ] . 7Y T AT
I, R 7 o —VBREBERN 3HICRBO B, 2025 LTI AV~ THETRE LY
L' — R 4 (CTCAE Version 4.0 TR 7 B —BEFEHD 7 L — RIZER I THRY) OFE
RTholeo BADT LV~ TRETIE, *7 v —BREBRIEITEO b o7z (JVBB
ABR VBB FE 15 & Table IVBB.14.3.15, % 5.3.5.1.11H)

FICHER T REAEEZ TOHOLIEARDOEM (7 0 —BREGRZ BB L2 gkiE o
BUR & ETe) 1, 552.7.42.1.63.1 HIZRT,

AR O @, G EREAE (B EE) M OVE R %ﬁ%A®ia@

b X5, @mimE, Pl iE (e AOEAROEBEE S (27 1L —
R) 12k, 7YV T AEAANTERRD BT, %W%;iﬁk%z%héﬁﬁﬁﬁ¢
BBAEORBEGIZ, ANET T ADOWTNRG, MG TRETH- T2, £72.
71— F 3 UEOEMERDVEARICONTIE, AARRT T ALY, BIHEIAO#K
BRI ZEIT N S o Tz,
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R 27451 BEBROEN (ZE&MBTRERER : BA/ 7 OT7A/ZDOMDAFE) (JVBBEER)
White Asian Other
Ramucirumab Placebo + Ramucirumab Placebo + Ramucirumab Placebo +
+ FOLFIRI FOLFIRI + FOLFIRI FOLFIRI + FOLFIRI FOLFIRI
N =400 N =402 N=110 N=103 N=17 N=18
n (0/0) n (0/0) n (0/0) n (0/0) n (0/0) n (0/0)
Patients with >1 TEAE 394 (98.5) 393 (97.8) 110 (100.0) 103 (100.0) 16 (94.1) 18 (100.0)
Patients with >1 TEAE Grade >3 307 (76.8) 246 (61.2) 97 (88.2) 72 (69.9) 12 (70.6) 9 (50.0)
Patients with >1 TE-SAE 146 (36.5) 128 (31.8) 37 (33.6) 27 (26.2) 5(29.4) 7 (38.9)
Patients with TEAEs leading to any study drug 297 (74.3) 250 (62.2) 98 (89.1) 76 (73.8) 12 (70.6) 9 (50.0)
dose adjustment?2
Investigational drug dose adjustmenta 245 (61.3) 201 (50.0) 86 (78.2) 54 (52.4) 12 (70.6) 8 (44.4)
Chemotherapy dose adjustment?2 295 (73.8) 242 (60.2) 97 (88.2) 76 (73.8) 11 (64.7) 9 (50.0)
Patients with TEAEs leading to any study drug 101 (25.3) 47 (11.7) 50 (45.5) 22 (21.4) 1(5.9) 1(5.6)
discontinuation
Investigational drug discontinuation 14 (3.5) 6 (1.5) 5(4.5) 1(1.0) 0 0
Chemotherapy discontinuation 92 (23.0) 44 (10.9) 47 (42.7) 21 (20.4) 1(5.9) 1(5.6)
Patients with a TEAE with outcome of death 16 (4.0) 16 (4.0) 4 (3.6) 2(1.9) 0 0
Patients with a TEAE leading to death up to 30 13 (3.3) 15 (3.7) 1(0.9) 2(1.9) 0 0
days after last dose of study drug

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; N = total population; n = number of patients in category; TEAE = treatment-emergent adverse event;

TE-SAE = treatment-emergent serious adverse event.
a Includes dose delays, reductions, omissions, and discontinuations.
Source: s106sae2.rl.
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R27452F LV THTORBREEN 20%ULDFEFTROERJBRVEES (R2UBTRRER : A/ TOTA/ZOMDANE) (JVBB
HER)
White Asian Other
B EFLIEBHIE) Ramucirumab + Placebo + Ramucirumab + Placebo + Ramucirumab + Placebo +
B e 54 System Organ Class FOLFIRI FOLFIRI FOLFIRI FOLFIRI FOLFIRI FOLFIRI
. (N=400) (N=402) (N=110) (N=103) (N=17) (N=18)
L Preferred Term n(%) ) n() n() ) n(%)
Patients with any TEAE 394 (98.5) 393 (97.8) 110(100.0) 103(100.0) 16 (94.1) 18(100.0)
T Wl Gastrointestinal disorders 351 (87.8) 342 (85.1) 102 (92.7) 95 (92.2) 15 (88.2) 14 (77.8)
T Diarrhoea 236 (59.0) 212 (52.7) 68 (61.8) 46 (44.7) 10 (58.8) 10 (55.6)
L Nausea 189 (47.3) 199 (49.5) 66 (60.0) 66 (64.1) 6 (35.3) 5 (27.8)
AWK Stomatitis 101 (25.3) 73 (18.2) 57 (51.8) 36 (35.0) 5 (29.4) 1 (5.6)
A Vomiting 113 (28.3) 109 (27.1) 33 (30.0) 29 (28.2) 7 (41.2) 6 (33.3)
{5 R Constipation 110 (27.5) 102 (25.4) 33 (30.0) 15 (14.6) 8 (47.1) 3 (16.7)
JER Abdominal pain 96 (24.0) 81 (20.1) 15 (13.6) 26 (25.2) 7 (41.2) 4 (22.2)
— - BREFEE SO G | General disorders and 306 (76.5) 273 (67.9) 81 (73.6) 76 (73.8) 13 (76.5) 9 (50.0)
PEDIRRE administration site conditions
W T7 Fatigue 189 (47.3) 171 (42.5) 47 (42.7) 41 (39.8) 10 (58.8) 6 (33.3)
AR PV N Oedema peripheral 81 (20.3) 40 (10.0) 24 (21.8) 7 (6.8) 3 (17.6) 1 (5.6)
HERLDJAE Mucosal inflammation 83 (20.8) 48 (11.9) 327 4 (3.9 6 (35.3) 0
FEEN Pyrexia 53 (13.3) 43 (10.7) 24 (21.8) 13 (12.6) 2 (11.8) 0
(e Malaise 14 (3.5) 5 (1.2) 24 (21.8) 31 (30.1) 1 (5.9 0
D25, 204 JOWERRREE | Respiratory, thoracic and 214 (53.5) 144 (35.8) 65 (59.1) 45 (43.7) 10 (58.8) 5 (27.8)
mediastinal disorders
S Epistaxis 125 (31.3) 61 (15.2) 45 (40.9) 16 (15.5) 6 (35.3) 2 (11.1)
M1 PENE SRR Oropharyngeal pain 12 (3.0) 15 (3.7) 5 (4.5) 5 (4.9) 4(23.5) 0
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White Asian Other
B EFRFEEHE%) Ramucirumab + Placebo + Ramucirumab + Placebo + Ramucirumab + Placebo +
P System Organ Class FOLFIRI FOLFIRI FOLFIRI FOLFIRI FOLFIRI FOLFIRI
P i (N=400) (N=402) (N=110) (N=103) (N=17) (N=18)
FEARGE Preferred Term (%) (%) %) (%) (%) (%)
J & 8 KOV T ik b o Skin and subcutaneous tissue 185 (46.3) 178 (44.3) 80 (72.7) 67 (65.0) 10 (58.8) 2 (11.1)
disorders
Wi =i Alopecia 97 (24.3) 113 (28.1) 50 (45.5) 50 (48.5) 6 (35.3) 1 (5.6)
i R A A2 Investigations 169 (42.3) 138 (34.3) 88 (80.0) 69 (67.0) 8 (47.1) 3 (16.7)
I HrER SRS Neutrophil count 62 (15.5) 63 (15.7) 72 (65.5) 52 (50.5) 3(17.6) 0
decreased
RANY 8 e e Platelet count decreased 53 (13.3) 23 (5.7) 25 (22.7) 12 (11.7) 0 0
RE A Weight decreased 49 (12.3) 29 (7.2) 15 (13.6) 11(10.7) 4 (23.5) 0
F ifn BRI D White blood cell count 21 (5.3) 32 (8.0) 26 (23.6) 18 (17.5) 0 1 (5.6)
decreased
MRBL O R E Blood and lymphatic system 223 (55.8) 188 (46.8) 34 (30.9) 29 (28.2) 6 (35.3) 10 (55.6)
disorders
i HR BRI E Neutropenia 164 (41.0) 116 (28.9) 18 (16.4) 9 (8.7) 4 (23.5) 6 (33.3)
A PSRN SE i Metabolism and nutrition 181 (45.3) 155 (38.6) 66 (60.0) 63 (61.2) 14 (82.4) 8 (44.4)
disorders
BHRIRGE Decreased appetite 130 (32.5) 86 (21.4) 59 (53.6) 57 (55.3) 9 (52.9) 1 (5.6)
TR R P Nervous system disorders 148 (37.0) 125 (31.1) 44 (40.0) 37 (35.9) 10 (58.8) 6 (33.3)
GEJ Headache 56 (14.0) 32 (8.0) 15 (13.6) 8 (7.8) 7(41.2) 0
1fn. A2 e Vascular disorders 122 (30.5) 76 (18.9) 52 (47.3) 19 (18.4) 6 (35.3) 4(22.2)
= I £ Hypertension 90 (22.5) 32 (8.0) 43 (39.1) 11(10.7) 3(17.6) 2 (11.1)
BB L ORI Renal and urinary disorders 82 (20.5) 31 (7.7) 45 (40.9) 15 (14.6) 4 (23.5) 4(22.2)
EHEPS Proteinuria 45 (11.3) 11 2.7 42 (38.2) 11(10.7) 2 (11.8) 2 (11.1)
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Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; AE = adverse event; MedDRA = Medical
Dictionary for Regulatory Activities; N = total population; n = number of patients in category; TEAE =
treatment—emergent adverse event.

Note: Consolidated terms are included.

MedDRA Version 17.0.

Source: s106aeu.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_92_sum_ae_teae_ge20_raise.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas
Data: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIEEHEEE

147

2.7.4 BERM



LY3009806 274 BRIRAZ 2N
YA T LV SRR GEN - B
274514 KRAS ZTEIKEE

FTAVINSTRETIL, BEFLOLEM T 07 7 4 013 KRAS 25 FORAE DN B A7 L 75
HARIOE Y EMM TR CTh - 72,

27452 S\EAMERE [FOLFIRI &% & D ABOEMRELFSE I FBEERHAE (JVBB
HER) ]
274521  thig

HEHE (27 1—F) OFRIHEAIT, WTHhotl bk BIN 2 O o Hil)
Th, MFREGHTRETH-T-, —FH. ZL—F 3 U LoFEEZORRESIT, W
NOHBLTE, T AV THTT IR TEN T,

TAVNAYT O IEIBRGERICE S HEEROBBES T, WTHORIKTY
Ak CTH -7z,

BB S B LRE, T—% « By hATZ7HETIZHRHLE (FL—FK 35) ITE-TFH
EERT, T LAV TRETIIACK T 3/138 B (22%) . BRMIT 8/233 Bl (3.4%) . &
OO ML T 3/158 B (1.9%) . 77 B RBETIEHACK T 3/139 ] (22%) . BRI T
11/232 i (4.7%) . T OfOHIET 4157 F] (2.5%) [TZNENFHIL LIz, 1EERIEYIHE
PG H LI, TR 0 5 30 HE TOMICHTICE>T-AEFS L, ML)
B GBI TR CTd o 72,

I DT LA~ TRETHRIEIGH 20%LL EORIEHOAEESLR (PT) ORIFIEK
LOEIA %3 2.7.4.5-3 1277,

MEKREORIN ) & TZofoill] TH LA FEEROFBIEIG O R5FER 21T,
ANERIOBANET VT AN THONTHGHBELFRK TS (8 274513 1)
[Z DO OBERE DK 2/3 1. 7T AN TH-7= (JVBB ikBRIGBRAIE ws &
Table JVBB.14.3.22, % 5.3.5.1.1 1) .
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2.7.4  FERAZE 2

£27453 5LV ITETORBREEMN 20%ULOEETERORRFAURVEE (REMBMRARER - L/ B ZOtotE) (VBB R
&)
North America Europe Other Regions
HEFGRILBIE%) Ramucirumab + Placebo + Ramucirumab + Placebo + Ramucirumab + Placebo +
FOLFIRI FOLFIRI FOLFIRI FOLFIRI FOLFIRI FOLFIRI
BEAIRTR System Organ Class (N=138) (N=139) (N=233) (N=232) (N=158) (N=157)
HAGE Preferred Term n(%) n(%) n(%) n(%) n(%) n(%)
Patients with any TEAE 136 (98.6) 136 (97.8) 230 (98.7) 227 (97.8) 156 (98.7) 156 (99.4)
H Bk Gastrointestinal disorders 125 (90.6) 120 (86.3) 206 (88.4) 197 (84.9) 139 (88.0) 139 (88.5)
il Diarrhoea 83 (60.1) 68 (48.9) 142 (60.9) 122 (52.6) 91 (57.6) 81 (51.6)
L Nausea 64 (46.4) 66 (47.5) 114 (48.9) 111 (47.8) 84 (53.2) 94 (59.9)
A% Stomatitis 27 (19.6) 18 (12.9) 71 (30.5) 51 (22.0) 65 (41.1) 41 (26.1)
A Vomiting 43 (31.2) 36 (25.9) 66 (28.3) 65 (28.0) 45 (28.5) 43 (27.4)
{5 R Constipation 43 (31.2) 37 (26.6) 70 (30.0) 62 (26.7) 38 (24.1) 21 (13.4)
J Abdominal pain 43 (31.2) 40 (28.8) 52 (22.3) 44 (19.0) 23 (14.6) 28 (17.8)
e B FEER IO GIALOIRAE | General disorders and administration site 113 (81.9) 95 (68.3) 177 (76.0) 159 (68.5) 112 (70.9) 108 (68.8)
conditions
% Fatigue 88 (63.8) 77 (55.4) 96 (41.2) 87 (37.5) 63 (39.9) 55 (35.0)
RAH VTR Oedema peripheral 32 (23.2) 15 (10.8) 46 (19.7) 20 (8.6) 30 (19.0) 13 (8.3)
SRR D S AiE Mucosal inflammation 33 (23.9) 13 (9.4) 49 (21.0) 25 (10.8) 10 (6.3) 14 (8.9)
T )IE Asthenia 13 (9.4 6 (4.3) 55 (23.6) 43 (18.5) 9 (5.7) 14 (8.9)
R ECN TIPSR O 7 ] Respiratory, thoracic and mediastinal 84 (60.9) 55 (39.6) 125 (53.6) 83 (35.8) 81 (51.3) 58 (36.9)
disorders
£ Epistaxis 49 (35.5) 17 (12.2) 73 (31.3) 41 (17.7) 55 (34.8) 21 (13.4)
55k Cough 28 (20.3) 18 (12.9) 23 (9.9) 18 (7.8) 15 (9.5) 6 (3.8)
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North America Europe Other Regions

HEHRGRILBIE%) Ramucirumab + Placebo + Ramucirumab + Placebo + Ramucirumab + Placebo +

FOLFIRI FOLFIRI FOLFIRI FOLFIRI FOLFIRI FOLFIRI

FRE IR System Organ Class (N=138) (N=139) (N=233) (N=232) (N=158) (N=157)

JEAEE Preferred Term n(%) n(%) n(%) n(%) n(%) n(%)

J & 8 KOV T ik b o Skin and subcutaneous tissue disorders 71 (51.4) 62 (44.6) 115 (49.4) 100 (43.1) 91 (57.6) 86 (54.8)
Jit e Alopecia 31 (22.5) 31 (22.3) 66 (28.3) 73 (31.5) 58 (36.7) 61 (38.9)
R DR A A Investigations 60 (43.5) 44 (31.7) 102 (43.8) 84 (36.2) 104 (65.8) 83 (52.9)
A ERE A Neutrophil count decreased 18 (13.0) 16 (11.5) 40 (17.2) 37 (15.9) 79 (50.0) 62 (39.5)
MK L O o R fEE Blood and lymphatic system disorders 86 (62.3) 65 (46.8) 122 (52.4) 106 (45.7) 57 (36.1) 56 (35.7)
A BRI E Neutropenia 65 (47.1) 45 (32.4) 88 (37.8) 62 (26.7) 35 (22.2) 24 (15.3)
/IS D iE Thrombocytopenia 39 (28.3) 18 (12.9) 30 (12.9) 16 (6.9) 8 (5.1) 5 (3.2)
(A ESENO i Metabolism and nutrition disorders 84 (60.9) 62 (44.6) 103 (44.2) 86 (37.1) 75 (47.5) 78 (49.7)
BAEGR Decreased appetite 55 (39.9) 27 (19.4) 77 (33.0) 52 (22.4) 66 (41.8) 65 (41.4)
TR R P Nervous system disorders 70 (50.7) 53 (38.1) 80 (34.3) 72 (31.0) 52 (32.9) 46 (29.3)
GBIV Headache 29 (21.0) 15 (10.8) 28 (12.0) 13 (5.6) 21 (13.3) 13 (8.3)
. 7 Vascular disorders 39 (28.3) 28 (20.1) 73 (31.3) 45 (19.4) 68 (43.0) 26 (16.6)
& I Hypertension 27 (19.6) 9 (6.5) 55 (23.6) 23 (9.9) 54 (34.2) 13 (8.3)
BB L ORI Renal and urinary disorders 37 (26.8) 18 (12.9) 48 (20.6) 15 (6.5) 47 (29.7) 17 (10.8)
EAR Proteinuria 20 (14.5) 10 (7.2) 27 (11.6) 2 (0.9 42 (26.6) 12 (7.6)

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; MedDRA = Medical Dictionary for

Regulatory Activities; N = total population; n = number of patients in category; TEAE = treatment—emergent

adverse event.
MedDRA Version 17.0.
Sources: s106aeu.rl.

Report: V:/StatProg. G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_93_sum_ae_teae_ge20_raise.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas
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Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/L.Y3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE
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P A T L ERER (R - EE)

27453 $HALEFEARWKRETICEITS5REM [FOLFIRI XI& mFOLFOX-6 #&
EEOBRABEOENSE || FHERREAER (JVCB, JVBH R U JCDB iER) . it
YIZZDtDRER (JVBY RER) ]

FOLFIRI X (¥ mFOLFOX-6 #&{% & O fFHIRF g s 1 AHER KSR (JVCB, JVBH KO
JCDB #R) ToOESEM (MR, FlnXs (65 ARl 65 il k) BILKTAR (A A
SEBNSTIT NS EOMDNFE) B DR AT LT,

JVCB. JVBH KU JCDB iBROHE LM (MR, X 05 k AT R]] O~X—2F
A RO ELK) % Safety Statistical Reports for CTD (55 5.3.5.3.1 IH) @ Table 6 |2, #H/05E
(PERIL, AEm X Bl e VAR oA FHSL (CTCAE &H#E 7 L — FHIL T PT Bl) %
Table 29. Table 30 K X Table 31 IZZENEIRT,

JVBY B ClE, #BRE I 6 Bl & D=, SRS O TN LT,

27454 BARANEHROZ2M [FOLFIRI A L QG ARKEOERRLESE Il BERR G ER
(JVBB & ER) ]

JVBB Bk CHEMELEIMT SN I-ERE 1072 10 95, HARABERE L 136 il TH -7,
TARTOHARANEERE D, BT bl s 1 B RG-Sz, BARADOL S
PERRHTXIGERNE, 7 AV~ T RN 74 B, 77 BREEDN 62 flTh o7, BARANEER
FHIZRONL TV D DO, AHE T, REHTOREE & R A ARANERICE T2 T
LUV~ TREE T T 2RO 2VERGE %2 FF0 L7z,

274541 BARAKHATOEBMGBRZRR [FOLFIRIEE EDHRAFOERLRE
I #EEGEREAER (JVBB HER) ]

T—X Ay AT7H Q0144 7H 17H) ORRT, 4136 6 [T L~ THE 4/74
Bl (5.4%) . 77 BREE 062 B (0%) . LLFEINE] 2385 2k L T, #BRE o
2 <X, FEROMEO-OREEZ Ik L [52/74 ] (70.3%) . 53/62 5] (85.5%) 1 .
AEFRGODRRE P IE LIEBRE OFIGILT Lo~ T T 1174 6] (14.9%) . 7
T AREET 5/62 B (8.1%) Thol-, RBRFILICEST-FEFEFGIT, MIEMEMEE
[1/74 B (1.4%) . 2/62 B (3.2%) 1 . ¥55 (WAEEE) . M/ REAE e . &
fro BiEE. HLEZL., x7 e —BREGEN, SEHI0EH D, RAR, EEE LK)

MESEIE (4 174 B (1.4%) . 0/62 B (0%) 1 . KREWIRMEEE. wIfiPE#% 1 B A e 1ok
FEROEGPHZE [%& 0/74 61 (0%) . 1/62 641 (1.6%) ] Th-ol-,

2.7.454.1.1 ERMTERERRT

JVBB il H AR NSEH TOBRBEE DRI 2 £ 2.74.5-4 (T Lo N~T /7T kR)
F O3 2.7.4.5-5 (S-FUROAT Y 27 2) IZRT,

T LV N=T /T T2AR, KO FOLFIRL kO 5 HH (F 5 B0 R fiixm#& 5
BECHRRCTHo7 [T ~T7RE 2388 (9.0H) | 7Z7AEE 1918 (9.0[H) ]
T LN~ T 7T /R D relative dose intensity FHRAEIE, T AL THET 82.9%, 7
FERARBET93.0% ThH -7, 5-FU KA VU /7 12 D relative dose intensity FHHRAE X, 7
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AN~ TRECTT TR TE» > 72 (5-FU : 56.83%, 75.09%., AV /T h
63.79%. 79.62%) .

TAIN T ORFELEGEPREEOZNIHHEE T 27 7RO Lo Rk &
B LW P G5B CRIBETdH - 72 (69.36 mg/kg, 68.62 mgkg) (F 2.7.4.5-4) , Ei-.
AV TR ORBEREETRES, BEHB CTHRAAETH > 72 (1166.35 mg/m2,
1199.09 mg/m2) , 5-FU ORFEHE G- &FRAEIX, 7 20~ 7 8 (16079.64 mg/m2) T
7B REE (18242.64 mg/m2) (2T - 72,

R27TA54BBREDBEZERR (SLVILTT  T5tR) (REMBHANRER: BX
A) (JVBB &tE&)

Ramucirumab + FOLFIRI Placebo + FOLFIRI

Parameter N="74 N =62
Duration of Treatment (weeks)

Mean (SD) 29.1 (24.3) 26.4 (20.8)

Median 23.8 19.1

Range 2-107 2-85
Infusions Received

Mean (SD) 12.2 (10.7) 11.8 (9.4)

Median 9.0 9.0

Range 1-49 1-42

Ramucirumab Placebo

Duration of Treatment (weeks)

Mean (SD) 26.8 (23.4) 25.9 (20.8)

Median 20.5 18.8

Range 2-106 2-85
Infusions Received

Mean (SD) 11.2 (10.19) 11.7 (9.44)

Median 9.0 9.0

Range 1-49 1-42
Cumulative Dose (mg/kg)2

Mean (SD) 85.68 (77.83) 92.67 (75.69)

Median 69.36 68.62

Range 7.6-384.9 8.0-329.3
Dose Intensity (weekly)
(mg/kg/week)b

Mean (SD) 3.3(0.58) 3.6 (0.41)

Median 33 3.7

Range 1.94.1 2.4-4.2
Relative Dose Intensity (%)

Mean (SD) 81.5 (14.61) 89.6 (10.26)

Median 82.9 93.0

Range 46.6-103.7 59.7-104.3

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; N = total population size; SD =
standard deviation.

a Placebo was administered at a volume equivalent to a dose of 8 mg/kg on Day 1 of every 2-week
cycle.

b Weekly Dose Intensity is calculated as cumulative dose / component-specific duration of treatment
in weeks, where component-specific duration = (date of last dose prior to discontinuing the
component - date of first dose of the component + 14)/7.

Note: Dose intensity and cumulative dose calculations for ramucirumab are based on mg/kg/week

dosing guidelines. Dose intensity and cumulative dose calculations for placebo are based on the

volume of placebo administered.

Sources: sjpnexpn.rl1, sjpnexp.rll, sjpndint.r11.
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R 27455 8REOBRERRT GFURVAI/ THY) (REMBHIFNEREH: BF
A)  (JVBB iER)
5-Fluorouracil  5-Fluorouracil Irinotecan Irinotecan
(Ramucirumab (Placebo + (Ramuciruma (Placebo +
Parameter + FOLFIRI) FOLFIRI) b + FOLFIRI) FOLFIRI)
Duration of Treatment (weeks)
Number of patients 74 62 74 62
Mean (SD) 28.0 (23.53) 25.5(20.81) 27.7 25.2
(23.52) (20.81)
Median 22.9 18.3 22.6 18.0
Range 2-107 2-85 2-106 2-85
Infusions Received
Mean (SD) 11.1 10.8 11.1 10.8
(10.42) (9.06) (10.42) (9.06)
Median 8.5 8.0 8.5 8.0
Range 1-49 1-40 1-49 1-40
Cumulative Dose (mg/m2)
Mean (SD) 22745.74 24687.09 1680.88 1681.97
(21204.183) (20654.856) (1668.662) (1385.841)
Median 16079.64 18242.64 1166.35 1199.09
Range 2704.7-123320.2  2809.4-91679.2 173.9-8710.3 181.0-5971.9
Dose Intensity (weekly) (mg/m2/week)a
Mean (SD) 850.55 999.62 60.84 68.37
(246.246) (263.329) (16.685) (15.455)
Median 795.57 1051.32 57.41 71.65
Range 361.1-1381.9 546.0-1419.4 27.4-92.9 39.8-92.6
Relative Dose Intensity (%)
Mean (SD) 60.75 71.40 67.60 75.97
(17.589) (18.809) (18.539) (17.172)
Median 56.83 75.09 63.79 79.62
Range 25.8-98.7 39.0-101.4 30.4-103.2 44.3-102.9

Abbreviations: SD = standard deviation.

a Weekly Dose Intensity is calculated as cumulative dose/component-specific duration of treatment in
weeks, where component-specific duration = (date of last dose prior to discontinuing the component
- date of first dose of the component + 14)/7.

Sources: sjpnexp.rll, sjpndint.r1l.

2745412 REZ®E

JVBB iR H A ANEM TOIRBRIE O G TR 23 2.7.4.5-6 (2R T,
WTNOOIRBRIEE B GER LR EOEGIL., 7LV~ THTT 7R
RCEL (T~ T 89.2%, 77 HREE 83.9%, LLFFNE) | 3FIEHOKGEHD
W TbHEm ol [TEIEH (79.7%. 72.6%) . & (703%. 56.5%) . IR3E
(37.8%. 32.3%) ] (F2.7.4.5-6) ,

TN T T TEREEGEELE L HEREOFHEIT, LAV THTT IR
BRI TED o2 (79.7%, 72.6%) o 12, TAIVA~T /TT7vROBEEFRERDOS
SIEHEGIHMICE 2D THo72 (77.0%, 69.4%) (3 2.7.4.5-6) .

5FU KOA U /T o e 5B LTEBRFER OFIGIL. 703V~ TFETT 7 AR
Il TE o7z (5-FU @ 87.8%. 83.9%. AV /77 :86.5%. 83.9%) . Z DML,
S5FUKROA U T H v OmEAIT, 3FHEOKEGEFONTNTHIRO b,
WTNDPDOIRBREOREEFICE>TEAEEROREUAEEGIT. 7LV~ THT
87.8%. T EREET 823% ThH o7 (F 2.7.4.5-10) ., WTNDDOIERILDO B HITEIC
BEoT-AEREZORBREEN, T2V~ THTT T BRI TEENIZIZE -
TbOD, TR TORIEG LENo T2, MEGHOET2EN EFRFEE S
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2oz, EEMTONWTNDLOIRBREOR GEBICE - HEEREHF 2.742.1.521H
W2,

K 27456 REDKRELERR (REMUBAIAREH : BAAN) (JVBBHER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI

N="74 N =62

n (%) n (%)
Dose modifications of any study drug 66 (89.2) 52 (83.9)
Patients with dose delay 59 (79.7) 45 (72.6)
Patients with dose reductions 52 (70.3) 35 (56.5)
Patients with dose omissions 28 (37.8) 20 (32.3)
Dose modifications of ramucirumab/placebo 59 (79.7) 45 (72.6)
Patients with dose delay 57 (77.0) 43 (69.4)
Due to any AE 54 (73.0) 32 (51.6)

Patients with dose reductions 12 (16.2) 4 (6.5)

Due to any AE 12 (16.2) 4 (6.5)

Patients with dose omissions 7 (9.5) 23.2)

Due to any AE 7 (9.5) 2(3.2)
Dose modifications of 5-Fluorouracil 65 (87.8) 52 (83.9)
Patients with dose delay 59 (79.7) 45 (72.6)
Due to any AE 58 (78.4) 44 (71.0)
Patients with dose reductions 52 (70.3) 35 (56.5)
Due to any AE 52(70.3) 35 (56.5)
Patients with dose omissions 24 (32.4) 18 (29.0)
Due to any AE 24 (32.4) 18 (29.0)
Dose modifications of folinic acid 64 (86.5) 51(82.3)
Patients with dose delay 59 (79.7) 45 (72.6)
Due to any AE 58(78.4) 43 (69.4)

Patients with dose reductions NA NA
Due to any AE NA NA

Patients with dose omissions 24 (32.4) 18 (29.0)
Due to any AE 24 (32.4) 18 (29.0)
Dose modifications of irinotecan 64 (86.5) 52 (83.9)
Patients with dose delay 59 (79.7) 45 (72.6)
Due to any AE 58 (78.4) 43 (69.4)
Patients with dose reductions 46 (62.2) 32 (51.6)
Due to any AE 46 (62.2) 32 (51.6)
Patients with dose omissions 24 (32.4) 18 (29.0)
Due to any AE 24 (32.4) 18 (29.0)

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; N = total
population size; n = number of patients; NA = not applicable; TEAE = treatment-emergent adverse
event.

A patient is counted only once within each row for each type of dose modification. Dose delays were
permitted for scheduling conflicts and AEs. Dose reductions and omissions were only permitted due to
AEs.

a Discontinuations due to TEAEs is presented in Section 2.7.4.2.1.5.1.1.

Sources: sjpnexpn.rl1, sjpnexp.rll, sjpnrda.rll.

274542 BARAKEHTOAOHEEHFERVZOMOYE [FOLFIRI L & D6
FAEBOERHRSE I HBERRHER (JVBB HER) ]
2.7.454.2.1 HEEFADAOFIZMNHFER T Z OO
JVBB ik 0 AR N TOZ MM R REM (136 #1) OFERANAREHFHIR O —
AT A R R 2.7.4.5-T 18T, FEEO R RAEIL 63.5 5% (FEPFF : 32~81 %) THY,
BBRFE D 53.7%70% 65 AT Tho7c, Flo. HEH D 588% N HMETH 7=, NBHGE
FLHIRFE B SRR TS LT,
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R 27457 FHLAOFMAFHRUR—R T4 U4 (REHBTNEER: BEAAN)
(JVBB E&)

Ramucirumab + Placebo + Total
FOLFIRI FOLFIRI
N=74 N =62 N=136
n (%) n (%) n (%)
Gender, n (%) 2
Female 36 (48.6) 20 (32.3) 56 (41.2)
Male 38 (51.4) 42 (67.7) 80 (58.8)
Age (years)
Mean (SD) 60.4 (10.04) 63.0 (9.45) 61.6 (9.82)
Median (range) 62.0 (32,77) 65.0 (38, 81) 63.5 (32, 81)
Age group (years)
<65 43 (58.1) 30 (48.4) 73 (53.7)
65 - <75 28 (37.8) 28 (45.2) 56 (41.2)
75 - <85 3 4.1 4 (6.5 7 (5.1
Weight at baseline (kg)
Mean (SD) 57.71 (10.725) 61.46 (10.388) 59.42 (10.699)
Median (range) 56.55(38.5,87.8) 60.10 (41.9, 87.4) 58.05 (38.5, 87.8)

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; N = total population size; n =
number of patients; SD = standard deviation.

a Percentages are based on the total population size (N).

Source: sjpndemo.r21.

2745422  RiRE

JVBB il H A NEF] T S U7 AT K O A OFifE 2 # 2.7.4.5-8 ITRT,

AR A 1 BIDL B L7215 A L~ TRET 62/74 1] (83.8%) . 7T BAREE
T 56/62 il (90.3%) T o7z, AIEIEOMEMIL, WEGH CTRETH -7z, Hilrk3E [Z
LYV~ TRE 54174 B (73.0%) . 77 RAREE 48/62 B (77.4%) . LAFEEA] | B
BATaA R [58/74 5l (78.4%) . 49/62 5l (79.0%) 1 . ILiE3E [9/74 B (12.2%) .
4/62 41 (6.5%) 1 OEMENEGIT. WMKGHETHRKETH 72 (£ 2.74.5-8) ,

R27TA5-8RHIREDERDIELE (Z&MHETFERER : BAA) (JVBBRHER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI

N="74 N =62

n (%) n (%)
Patients receiving at least 1 62 (83.8) 56 (90.3)

pre-medication

H1 antagonists 50 (67.6) 44 (71.0)
Anti-emetics 54 (73.0) 48 (77.4)

5-HT3 antagonists 53 (71.6) 47 (75.8)

Other (including NK1 antagonists and 7 (9.5) 9 (14.5)

phenothiazines)

Propulsives 0 1(1.6)
Corticosteroids 58 (78.4) 49 (79.0)
Antidiarrheals 9(12.2) 4(6.5)

Atropine 9(12.2) 4(6.5)
Acid suppressants 3@4.1) 4(6.5)

H2 antagonists 3@4.1) 4(6.5)
Paracetamol 0 1(1.6)
Benzodiazepines 1(1.4) 0

Abbreviations: 5-HT = 5-hydroxytryptamine; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil;
H2 = histamine 2 (receptor); N = total population; n = number of patients in category.
Source: sjpncm1.r11.
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JVBB &k AN TR O GBI &k O 5% 30 B TR sz E
7RPF R (i e OSEAD) 25K 2.7.4.5-9 1277,

AARNEMO2FIR, JFHEZ 1B EEH L (3% 2.7.4.59) .

W O FHEE A1, WG RECRIERICE N o 72 (T ATV~ TRE 41%, 77 2R
3.2%) .

FRIZHEE 3 _RE3EH) (G-CSF Al GM-CSF #Al, =V 2o R=F 8| k3K,
PUEMVE., BURIE. B, REERRBRE) 056, A L BRE OBIE N &)
STEOEHEIL, BEKTH 72 [TV~ TRE 56/74 6] (75.7%) . 77 ©REE 33/62
Bl (53.2%) . LAFREIA] o FrICEE T E AL TR L2 #BRE ORIEG R & o
TOFHEIT, BIEREAT A RThote [49/74 61 (66.2%) . 40/62 5] (64.5%) 1 .
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27459 XLGHRAEE (ZeHBANRER : BAA) (VBB RAER)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N=74 N =62
n (%) n (%)
Patients receiving at least 1 concomitant medication 74 (100.0) 62 (100.0)
Patients with any concomitant medication from the 74 (100.0) 61 (98.4)
selected list
Antihypertensives 56 (75.7) 33 (53.2)
Calcium channel antagonists 43 (58.1) 20 (32.3)
Renin-angiotensin agents 40 (54.1) 24 (38.7)
Diuretics 21 (28.4) 3 (4.8)
Potassium sparing diuretics 8 (10.8) 0
Beta-blocking agents 1 (1.4) 3 (4.8)
Other antihypertensive agents 0 2 (3.2)
Peripheral vasodilators 0 1 (1.6)
Corticosteroids 49 (66.2) 40 (64.5)
Antiemetics and antinauseants 44 (59.5) 42 (67.7)
Serotonin (5-HT3) antagonists 38 (51.4) 34 (54.8)
Other antiemetics, including NK1 antagonists 12 (16.2) 15 (24.2)
Analgesics 41 (55.4) 32 (51.6)
Other analgesics 30 (40.5) 22 (35.5)
Opioids 22 (29.7) 16 (25.8)
NSAIDs 5 (6.8) 7 (11.3)
Antidiarrheals 36 (48.6) 25 (40.3)
Antipropulsives, including loperamide, 30 (40.5) 19 (30.6)
diphenoxylate and cimetropium
Atropine 11 (14.9) 10 (16.1)
Racecadotril 1 (1.4) 1 (1.6)
Somatostatin 0 1 (1.6)
Antibiotics 30 (40.5) 19 (30.6)
Antiepileptics 9 (12.2) 18 (29.0)
Anticoagulants/antithrombotics 7 (9.5) 4 (6.5)
Vitamin K antagonists 5 (6.8) 2 (3.2)
Heparin 2 (2.7) 1 (1.6)
Anti-platelet agents 0 1 (1.6)
G-CSF/GM-CSF 6 (8.1) 6 (9.7
Bone modifying agents 6 (8.1) 1 (1.6)
Bisphosphonates 6 (8.1) 1 (1.6)
Antifungals 4 (54) 2 (3.2)
Antidepressants 2 (2.7) 1 (1.6)
Antivirals 2 (2.7) 1 (1.6)
Patients receiving at least 1 transfusion?2 3 (4.1) 2 (3.2)
Platelets 1 (1.4) 0
Red blood cells 2 (2.7) 2 (3.2)
Packed red blood cells 2 (2.7) 2 (3.2)

Abbreviations: 5-HT = 5-hydroxytryptamine; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil,
G-CSF = granulocyte colony-stimulating factor; GM-CSF = granulocyte macrophage colony-
stimulating factor; N = total population; n = number of patients in category; NSAID = nonsteroidal
anti-inflammatory drug.

a Patients could have received more than 1 type of transfusion.

Note: Concomitant Therapy includes any therapy received between treatment start date and 30 days
after treatment end, including therapies that may have started prior to treatment start date; patient is
only counted once in each category.

Sources: sjpncm2.r11, sjpnsscm.r11, sjpnst.ril.
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REtER (JVBB RER) ]
2.7.4.5.4.3.1 AEEROEN
JVBB it H K NERI TORFEEFRDOER 2K 2.7.4.5-10 (TR 7,
AARNEMATORFEEGORBAEEGIT, WMEGHE D 100%Th-o7c (F 2.7.4.5-10) .
T — R 3UEOHEEFLZLORIAEEGIL, FLVNATHETT T 2RBICHETEL
[T LY~ THE 64/74 Bl (86.5%) . 7T &REE 48/62 B (77.4%) . LA F[FEIE] . &=
EBRAERESZORRENE LT LV TRHETT 7B RBICEXTE - [23/74 B
(31.1%) . 14/62 f5] (22.6%) 1 , LEICE > A ERHLOFREISIIE K 58 CREE
Ko7 [2/74 B (2.7%) « 1/62 il (1.6%) 1 . WTNDOIRBRED LG ILICE
THEEFRZORIFNGIT., JLI NV THTT T BRI TE -T2 [38/74 i
(51.4%) . 17/62 B (27.4%) 1 ., Wi#HEEE . % <X FOLFIRI #iEOF G 1ETH
v [36/74 B (48.6%) . 16/62 il (25.8%) | . 7L N~T7 L7 7 vARDEKLGHIEIZ
o AERFRRORBBE G LW & G CTRERIZIE2 > 72 [4/74 1 (5.4%) . 1/62 1
(1.6%) 1
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R2745-10 FEEZRDELN (ReMBHAXEER : HEAAN) (JVBB HER)

Ramucirumab + Placebo + Total
FOLFIRI FOLFIRI
N="74 N =62 N=136
Treatment-Emergent Adverse Events 2 n (%) n (%) n (%)
Patients with >1 TEAE 74 (100.0) 62 (100.0) 136 (100.0)
Possibly Related to Any Study Drug b 73 (98.6) 62 (100.0) 135 (99.3)
Possibly Related to
Ramucirumab/Placebo 69 (93.2) 54 (87.1) 123 (90.4)
Possibly Related to FOLFIRI 73 (98.6) 62 (100.0) 135 (99.3)
Patients with >1 TEAE Grade >3 64 (86.5) 48 (77.4) 112 (82.4)
Possibly Related to Any Study Drug b 63 (85.1) 45 (72.6) 108 (79.4)
Possibly Related to
Ramucirumab/Placebo 44 (59.5) 25 (40.3) 69 (50.7)
Possibly Related to FOLFIRI 56 (75.7) 45 (72.6) 101 (74.3)
Patients with >1 TE-SAE 23 (31.1) 14 (22.6) 37 (27.2)
Possibly Related to Any Study Drug b 15 (20.3) 10 (16.1) 25 (18.4)
Possibly Related to
Ramuci};umab/Placebo 12 (16.2) 7(13) 19 (14.0)
Possibly Related to FOLFIRI 11 (14.9) 9 (14.5) 20 (14.7)
Patients with TEAEs leading to
discontinuation of any study drug b 38 (51.4) 17 (27.4) 55 (40.4)
Ramucirumab/Placebo discontinuation 4 (54) 1 (1.6) 5 (3.7
FOLFIRI discontinuation 36 (48.6) 16 (25.8) 52 (38.2)
Patients with TEAEs leading to any study
drug dose modificationb 65 (87.8) 51 (82.3) 116 (85.3)
Ramucirumab/Placebo dose
modification 55 (74.3) 34 (54.8) 89 (65.4)
FOLFIRI dose modification 64 (86.5) 51 (82.3) 115 (84.6)
Patients with TEAEs leading to deathc 2 (2.7) 1 (1.6) 3 (2.2)
Possibly Related to Any Study Drug b 2 (277 1 (1.6) 3 (22
Possibly Related to 2 (2.7) 0 2 (L.5)
Ramucirumab/Placebo
Possibly Related to FOLFIRI 2 (2.7 0 2 (1.5
Patients with TEAEs with outcome of 1 (1.4) 1 (1.6) 2 (L.5)
death up to 30 days after last dose of study
drug
Possibly Related to Any Study Drug b 1 (1.4) 1 (1.6) 2 (1.5
Possibly Related to 1 (1.4) 0 1 (0.7)
Ramucirumab/Placebo
Possibly Related to FOLFIRI 1 (1.4 0 1 (0.7)

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; N = total
population size; n = number of patients; TEAE = treatment-emergent adverse event; TE-SAE =
treatment-emergent serious adverse event.

a Patients may be counted in more than one category.

b Any study drug = ramucirumab/placebo or any component of FOLFIRI.

¢ Includes deaths that occurred up to 30 days after the last dose of study drug.

Source: sjpnsae.rll.

2.74.54.3.1.1 HEBEHELCRONSGFEER

2T L—F

JVBB R H ANEM T, 7 AT~ TRETORBESGD 10%LL EOR R Z R b
ROWAEFEES (PT) ORIBFIE K OEIEG 2% 2.7.4.5-11 1ITR-T,

AARANEH TR N2 L— FORREEBREMDORWAEERZD I L, T LV
<~ T RETORBEIEDN 20%LL LT, 2O F T RBELY 5%l E@no-ER1%, iHh
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EREQEAD [T L~ T 5574 B (743%) . 77 B AREE 40/62 il (64.5%) . LLTIA
T . R [48/74 B (64.9%) . 32/62 #i (51.6%) ] . FINZ [44/74 B (59.5%) .
27/62 il (43.5%) 1 . & [37/74 6] (50.0%) . 15/62 f5 (24.2%) 1 . EHIR [36/74

B (48.6%) . 11/62 451 (17.7%) 1 . mifJE [34/74 5] (45.9%) . 9/62 f5il (14.5%) 1 .
W gy [34/74 B (45.9%) . 23/62 B (37.1%) 1 . HMEREED [25/74 B (33.8%) .
17/62 5l (27.4%) 1 . KRIEPERE [22/74 ] (29.7%) . 6/62 B (9.7%) 1 . 1 [21/74

| (28.4%) . 8/62 fil (12.9%) 1 . dL/NkEEAD [20/74 6 (27.0%) . 10/62 fi

(161%) 1. BN [2074 B (27.0%) | 8/62 f5i] (12.9%) ] KOVFE - BEFRRHMT A
IEMRE [18/74 61 (24.3%) . 5/62 %1 (8.1%) ] ThH -7z,

27 L — FORREEAKREZMDRVWEEREZO I L, 7LV~ THTOREEEN
10%LL ET, o7 T REED 2 UL ETH o7 FRI1T, S [37/74 1 (50.0%) .
15/62 5l (24.2%) 1 . EER [36/74 ] (48.6%) . 11/62 61 (17.7%) 1 . it [34/74
Bl (45.9%) . 9/62 Bl (14.5%) 1 . FEN [20/74 ] (27.0%) . 8/62 il (12.9%) 1 . K
REVERIE [22/74 B (29.7%) . 6/62 Il (9.7%) 1 . T3 « JEJECH MR AR AR 20E 6 B
[18/74 B (243%) . 5/62 # (81%) 1 . ER [21/74 B (28.4%) . 8/62 #i
(12.9%) 1 . BimiEE [14/74 61 (18.9%) . 1/62 ] (1.6%) 1 . B dzims [13/74
B (17.6%) . 0/62 Bl (0%) 1 . SWEsEZ [11/74 B (14.9%) . 3/62 #i (4.8%) 1 . ¥4
i [10/74 1 (13.5%) . 4/62 B (6.5%) 1 . ™uk [9/74 # (12.2%) . 2/62 f
(32%) ] . &0 [8/74 #il (10.8%) . 3/62 ffil (4.8%) 1 . XM [8/74 #i
(10.8%) . 2/62 Bl (32%) 1 MOMET7 A7 2 e [8/74 1 (10.8%) . 0/62 i
(0%) 1 THoiz,

THRIOFBHEEIX., TV~ TRHETT TR TEL (64.9%, 51.6%) . Ik
FROBHEAELG T AV~ THETT 7RI TEN- 72 [36/74 6] (48.6%) .
25/62 5l (40.3%) 1 (% 2.7.4.5-9) .

JLr—R3PE

JVBB il H ANEMTIL, 7L —F 3 U EOFEFEZORBEGIX., 7L 0~7
HCTT 7 BRBICHXTE 7= [64/74 B (86.5%) . 48/62 il (77.4%) 1 (&
2.7.4.5-11) , BARAEMTRDONZZ L—F 3 U EORREEFZEZMbRWEEHRSO
2B, DTN OEGHETRBIEIAN 10%L ECTh o= F51E, I hEkEE), A ek
B R OEIETH-oT2, 2025, TLAVASTHTORIEEN TS T REELY
5%LL E@ o T mRIT, R ERERI D [41/74 B (55.4%) | 29/62 Bl (46.8%) 1 KOV
M [13/74 61 (17.6%) . 2/62 %1 (3.2%) ] ThoTo,

HANEM T, LAV~ THTT TR TZ L —F 3 U EOFEFSZD
FHBLEI G N E Lo TR KX, 7 AV VS TRETT L— R 3 OFEFEZORIEIE D&
ST Z EICERLTEY (L —F 3:649%, 58.1%) . ZL—F 4 Xt 5 OFEES
DRFBEGIL, HEHB TR TH-7 (ZFL—F 4:189%, 17.7%., 7L — K 5:
2.7%. 1.6%) . 7L — K 4 OFEFRGOL 1L, W G5# CHPERBAE (E5E)

(16.2%. 17.7%) K OGFHEREGRD (16.2%. 14.5%) Tholz, HARAEMTIEZ, 71
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BB, MEILEST-HEFRIL, MEGHEL, FEAOHEEIZLDZLONRE -7
(AEARNEM OIS HIOFEMILE 2.7.4.544 THSHE)

K2745-1M1 SLUINITEHTOERBRIAN 10%ULDAEESR (PT) ORBRHHRE
VElE (REeMEAEKER: BXAN)

(JvBB

ER)

Ramucirumab + FOLFIRI

Placebo + FOLFIRI

HEEGREIE %) (N=74) (N=62)
n(%) n(%)
Bl E| System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3
FEAGE Preferred Term
Patients with any TEAE 74(100.0) 64 (86.5) 62(100.0) 48 (77.4)
5 ke Gastrointestinal disorders 68 (91.9) 12 (16.2) 58 (93.5) 8(12.9)
] Diarrhoea 48 (64.9) 5 (6.8) 32 (51.6) 3 (4.8)
L Nausea 45 (60.8) 0 43 (69.4) 3 (4.8)
AN Stomatitis 44 (59.5) 2 (2.7 27 (43.5) 2 (3.2)
R Fik Constipation 21 (28.4) 1 (1.4) 8(12.9) 0
g - Vomiting 18 (24.3) 0 23 (37.1) 2 (3.2)
R IR Investigations 63 (85.1) 45 (60.8) 49 (79.0) 33 (53.2)
IR ER B> Neutrophil count 55 (74.3) 41 (55.4) 40 (64.5) 29 (46.8)
decreased
H i BRI White blood cell count 25 (33.8) 8 (10.8) 17 (27.4) 6 (9.7)
decreased
M IR E D Platelet count decreased 20 (27.0) 3 (4.1) 10 (16.1) 0
R Weight decreased 10 (13.5) 0 7(11.3) 0
R R L O PRk Skin and subcutaneous tissue 62 (83.8) 1 (1.4 46 (74.2) 0
disorders
i BE Alopecia 35 (47.3) 0 36 (58.1) 0
FE R ERRIMEAE Palmar—plantar 18 (24.3) 0 5 (8.1) 0
SE{ERE erythrodysaesthesia
syndrome
B R 5 7 Skin hyperpigmentation 13 (17.6) 0 0 0
SIERR L JE Dermatitis acneiform 8 (10.8) 0 7(11.3) 0
— i RHEEBIOE G | General disorders and 59 (79.7) 5 (6.8) 48 (77.4) 4 (6.5)
PLODIRTE administration site conditions
it Fatigue 34 (45.9) 5 (6.8) 23 (37.1) 2 (3.2)
5 T Malaise 23 (31.1) 0 26 (41.9) 1 (1.6)
KA NE Oedema peripheral 22 (29.7) 0 6 (9.7) 0
FEN Pyrexia 20 (27.0) 0 8(12.9) 1 (1.6)
B I8 Face oedema 14 (18.9) 0 1 (1.6) 0
UL % BERFS L OMIERRERSE | Respiratory, thoracic and 52 (70.3) 2 (2.7 30 (48.4) 1 (1.6)
== mediastinal disorders
S Epistaxis 37 (50.0) 0 15 (24.2) 0
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Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=74) (N=62)
n(%) n(%)
PER PN | System Organ Class
. Any Grade Grade>=3 Any Grade Grade>=3
FEARGE Preferred Term
AN Cough 9 (12.2) 0 2 (3.2) 0
Rt Lo # = Metabolism and nutrition 46 (62.2) 7 (9.5) 46 (74.2) 4 (6.5)
disorders
AARIHIE Decreased appetite 43 (58.1) 3 (4.1) 43 (69.4) 2 (3.2)
(K7 V7 I fLE Hypoalbuminaemia 8 (10.8) 0 0 0
I R Vascular disorders 43 (58.1) 13 (17.6) 15 (24.2) 3 (4.8)
& I+ Hypertension 34 (45.9) 13 (17.6) 9 (14.5) 2 (3.2)
BB LOUR B PR Renal and urinary disorders 37 (50.0) 8 (10.8) 14 (22.6) 1 (1.6)
HER Proteinuria 36 (48.6) 6 (8.1) 11 (17.7) 0
AR R E Nervous system disorders 33 (44.6) 3 (4.1) 24 (38.7) 3 (4.8)
R Y Dysgeusia 10 (13.5) 0 9 (14.5) 0
Eb ) Headache 10 (13.5) 0 4 (6.5) 0
Y AEENMEAE R Cholinergic syndrome 9 (12.2) 0 6 (9.7) 0
KRR =a—a/F Peripheral sensory 8 (10.8) 2 (2.7 4 (6.5) 1 (1.6)
— neuropathy
JEIRE F6 L OVA AR HUE Infections and infestations 32 (43.2) 6 (8.1 23 (37.1) 2 (3.2)
LN EIED S Nasopharyngitis 11 (14.9) 0 3 (4.8) 0
B R IBLORE GRS | Musculoskeletal and 18 (24.3) 0 10 (16.1) 0
= connective tissue disorders
bR Back pain 8 (10.8) 0 3 (4.8) 0
MERB L REEE Blood and lymphatic system 16 (21.6) 6 (8.1) 16 (25.8) 8 (12.9)
disorders
1 Anaemia 9 (12.2) 1 (1.4 8 (12.9) 3 (4.8
Bk, RS X OGEMARB @ | Neoplasms benign, malignant 10 (13.5) 0 2 (3.2) 0
HrAY (EIB L OYRY—7 | and unspecified (incl cysts
ate) and polyps)
JEEEE R Tumour pain 8 (10.8) 0 2 (3.2) 0

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; MedDRA = Medical Dictionary for
Regulatory Activities; N = total population; n = number of patients in category; TEAE = treatment-emergent

adverse event.
MedDRA Version 17.0.
Source: sjpnteae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a 274 46_sum_ae_teae_jppop_gel0 raise.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—

Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg P/Single—Use—Statistical-Program/Mdstat_ ADS/LY3009806/CRC_JCTD/JVBB/ads

Date: 20 HIHIEE
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2T L—F

JVBB R H ANEMTO, 7 AVN~TETORIAEEN 10%LL EORBRIE (7 A
V=7 /7 TR NI FOLFIRL JREOWT ) & ORREREFRE R ETERVWEES
% (PT) OFBIFIE L OVEIE %3 2.7.4.5-12 1R T,

HAANEHTRD AT WTINOIERE L ORREBREGETCERVWAEEES (R
BRAH Y EATEIWIC S <) ORBESIX, MREHCRETH-72 [TV~ TR
73/74 Bl (98.6%) . 77 BAREE 62/62 5l (100.0%) . LAFREINA] (% 2.7.45-12) , &7
L— FORRBEABRESETERWVWEEES (RRIEYEMEEICESS) 096, 74
VL TRECTORBEIGHN 20%LL LT, o7 T REELY 5% EEh o ERIT
I R EREED [55/74 B (74.3%) | 40/62 il (64.5%) 1 . T [42/74 B (56.8%) .
30/62 5 (48.4%) 1 . LNZE [43/74 61 (58.1%) . 26/62 f5il (41.9%) 1 . &t [37/74
B (50.0%) . 14/62 # (22.6%) ] . "HAR [35/74 ] (47.3%) . 10/62 B (16.1%) ] .
mE [32/74 5] (43.2%) . 8/62 f5il (12.9%) 1 . %55 [32/74 #i (43.2%) . 21/62 {4
(33.9%) ] . AmERFEAD [25/74 5] (33.8%) . 17/62 B (27.4%) | . KHYPEEEE
[19/74 B (25.7%) . 5/62 5l (8.1%) ] . M /IMREGEA [20/74 61 (27.0%) . 10/62 fi
(16.1%) 1 . {HFA [15/74 B (20.3%) . 5/62 Bl (8.1%) ] M OVFE « EIEFEFRME A
IEMRE [16/74 61 (21.6%) . 5/62 61 (8.1%) ] ThH -7z,

JLr—R3PE

JVBB Rt H ANEMTOZ L— R 3 U EOKREBEFREZEE T RVWEEESR (65K
Y EAHINTICIES L) ORBEIRIL, TLAVLTHTT I RBICHXTE,»- 2
[63/74 5] (85.1%) . 45/62 f5l (72.6%) 1 . 7L — F 3 LLEDOREFEBEZGETE 20
AEFRR (RBRIEYEMERICES) 025, WTIoRGHTERBEIG D 10%2
EThoTFRIT, PEREED . AMEKEEAD R OEIETHST, Z0H9H, T4
VN THETORBABEGN T 7 REELY 5% L@ o - FSIE, PR
[41/74 1] (55.4%) . 29/62 # (46.8%) 1 M OwmME [13/74 B (17.6%) . 2/62 Hi
(3.2%) 1 Thotz, HFHERERED K OEMTE TR GEMICEITA LN, Z0ER
FRIZ, ZL—FK 3 OFEROREBEENEN->T2OTHY (PR D7 1L —F
3:39.2%, 32.3%, AIMJEDZ L—FK 3:17.6%, 32%) . 7L —F 4 XX 5 DFERDH
BRI, MG E b ITE o7 UFRERERED (7L —F 4:162%. 14.5%, 7L
— RS5O¥BRL) | |miE (FL—R4KO50%EBRL) ],
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R274512 S LV THTORIREEN 10% L LEDEBRELORRERBEFZEEZEETE
HOWAEER CARBUEMMFMICEDC)

K&H : BXAN)

(PT) DEBRFIHRVEEG (REMHET

(JVBB & 8%)

Ramucirumab + FOLFIRI

Placebo + FOLFIRI

HE RGO %) (N=74) (N=62)
n(%) n(%)
Bl N R E| System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3
FEAGE Preferred Term
Patients with any TEAE 73 (98.6) 63 (85.1) 62(100.0) 45 (72.6)
related to Any Study Drug
5 ke Gastrointestinal disorders 63 (85.1) 10 (13.5) 56 (90.3) 5 (8.1)
L Nausea 44 (59.5) 0 39 (62.9) 1 (1.6)
RN Stomatitis 43 (58.1) 2 (2.7 26 (41.9) 2 (3.2)
i Diarrhoea 42 (56.8) 5 (6.8) 30 (48.4) 2 (3.2)
g - Vomiting 18 (24.3) 0 20 (32.3) 1 (1.6)
155K Constipation 15 (20.3) 1 (1.4) 5 (8.1) 0
R iR AT Investigations 62 (83.8) 44 (59.5) 48 (77.4) 33 (53.2)
fif- rRER AR e Neutrophil count 55 (74.3) 41 (55.4) 40 (64.5) 29 (46.8)
decreased
H i BRI White blood cell count 25 (33.8) 8 (10.8) 17 (27.4) 6 (9.7)
decreased
M IR E D Platelet count decreased 20 (27.0) 3 (4.1) 10 (16.1) 0
R Weight decreased 10 (13.5) 0 6 (9.7) 0
RGBS L O PRk Skin and subcutaneous tissue 58 (78.4) 1 (1.4 40 (64.5) 0
disorders
i BE Alopecia 35 (47.3) 0 36 (58.1) 0
FERERRIMEA L Palmar—plantar 16 (21.6) 0 5 (8.1) 0
SE{ERE erythrodysaesthesia
syndrome
B R 5% Skin hyperpigmentation 12 (16.2) 0 0 0
— i RHEEBIO G | General disorders and 54 (73.0) 4 (5.4) 42 (67.7) 4 (6.5)
PLOIRTE administration site conditions
%t Fatigue 32 (43.2) 4 (5.4) 21 (33.9) 2 (3.2)
5 T Malaise 22 (29.7) 0 23 (37.1) 1 (1.6)
A v R Oedema peripheral 19 (25.7) 0 5 (8.1) 0
B I e Face oedema 13 (17.6) 0 1 (1.6) 0
FE N Pyrexia 12 (16.2) 0 4 (6.5) 1 (1.6)
RO % BERFS L OMIERRERE | Respiratory, thoracic and 46 (62.2) 2 (2.7 24 (38.7) 1 (1.6)
== mediastinal disorders
S Epistaxis 37 (50.0) 0 14 (22.6) 0
Rt L Ok E Metabolism and nutrition 43 (58.1) 5 (6.8) 41 (66.1) 2 (3.2)
disorders
BARHR Decreased appetite 40 (54.1) 2 (2.7 40 (64.5) 2 (3.2)
(K7 V7 I fLE Hypoalbuminaemia 8 (10.8) 0 0 0
1L Vascular disorders 39 (52.7) 13 (17.6) 13 (21.0) 3 (4.8)
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Ramucirumab + FOLFIRI

Placebo + FOLFIRI

B EFGIEHIE ) (N=74) (N=62)
n(%) n(%)
2B RIS S System Organ Class
. Any Grade Grade>=3 Any Grade Grade>=3
FEARGE Preferred Term
& I+ Hypertension 32 (43.2) 13 (17.6) 8(12.9) 2 (3.2)
BB L OUR K IRE Renal and urinary disorders 36 (48.6) 7 (9.5) 12 (19.4) 0
HER Proteinuria 35 (47.3) 6 (8.1) 10 (16.1) 0
AR R FEE Nervous system disorders 28 (37.8) 2 (2.7 19 (30.6) 1 (1.6)
WRTE S E Dysgeusia 10 (13.5) 0 8 (12.9) 0
A AR M AR Cholinergic syndrome 9 (12.2) 0 5 (8.1) 0
Eb ) Headache 8 (10.8) 0 4 (6.5) 0
MK IO R EE Blood and lymphatic system 14 (18.9) 5 (6.8) 16 (25.8) 8(12.9)
disorders
1 Anaemia 8 (10.8) 1 (1.4 8 (12.9) 3 (4.8

Abbreviations: MedDRA = Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in
category; TEAE considered related to Any Study

Drug (ramuricumab, FOLFIRI therapy, or ramuricumab+FOLFIRI therapy) by the investigator.

MedDRA Version 17.0.
Source: sjpnteae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-

Program/1.Y3009806/CRC_JCTD/Output/a_274_48_sum_ae_teae_jppop_relany_gel0_raise.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—

Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas
Data: V:/StatProg._G/StatProg P/Single—Use—Statistical-Program/Mdstat_ ADS/LY3009806/CRC_JCTD/JVBB/ads

Date: 20 HIHIEEEE

27454313

MAaEICk DK

JVBB il H R NEEM TOAEEFRSR (e

—d—O

PAN=: %
S M=

) OFRBIBIE I NEIE AR 2.7.4.5-13 1R

HARNEM TR, 7LV~ TRETORIFEED 20%LLE, O FT78ARRELD T A
VIS TRECORBEIEDN 5% L@ o AEESE (MAEE

7 LV—1F)

FNE] KOy (ZFv—FR 3LIE)

L —R)

X, AP EREAE (2
[T L~ TRE 61/74 B (82.4%) . 77 BAREE 46/62 Bl (74.2%) . LAF
[44/74 5] (59.5%) . 32/62 Bl (51.6%) ] . &% (&7
[34/74 5] (45.9%) . 23/62 B (37.1%) 1 . M/MRBAE (£ 1 —K)
[21/74 B (28.4%) . 10/62 f5 (16.1%) W NI HMEREAE (£ L— K)

[27/74

(36.5%) . 19/62 #5] (30.6%) ] TH o7z, TALI N TERETOREEEDN 10%LL ET,

PAN=: VAN

WOTTHRED 2 (BEUETH-T-HEES (HAE.

myE [8/74 # (10.8%) . 0/62 1 (0%) 1 Th o=,
Rl _EAEFR (WEE) Tb D4 PEkEAE,

%5 27454314 2R LT,
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R27A45-13HEER (HAHE) ORBHVKRVIES (REUBITHRER - BEAN)
(JVBB §5%)

2.7.4  WERMZ M

Ramucirumab + FOLFIRI

Placebo + FOLFIRI

A HEERFEHGIE%) (N=74) (N=62)
n(%) n(%)
i Consolidated AE Term
A Preforred Term Any Grade Grade>=3 Any Grade Grade>=3
Uf BRI E Neutropenia 61 (82.4) 44 (59.5) 46 (74.2) 32 (51.6)
Uf HER KD Neutrophil count 55 (74.3) 41 (55.4) 40 (64.5) 29 (46.8)
decreased
B BRI A E Neutropenia 6 (8.1) 3 (4.1 6 (9.7 3 (4.8)
H i BRI fiE Leukopenia 27 (36.5) 8 (10.8) 19 (30.6) 6 (9.7)
H i BR % sk White blood cell count 25 (33.8) 8 (10.8) 17 (27.4) 6 (9.7)
decreased
F Bk E Leukopenia 2 (2.7 0 2 (3.2) 0
/NI E Thrombocytopenia 21 (28.4) 3 (4.1 10 (16.1) 0
AN %~ el Platelet count decreased 20 (27.0) 3 (4.1 10 (16.1) 0
/NI E Thrombocytopenia 1 (1.4 0 0 0
a1 Fatigue 34 (45.9) 5 (6.8) 23 (37.1) 2 (3.2)
a1 Fatigue 34 (45.9) 5 (6.8) 23 (37.1) 2 (3.2)
% Rash 13 (17.6) 0 10 (16.1) 0
i RINITRZ N33 Rash maculo—papular 7 (9.5) 0 6 (9.7 0
R Rash 6 (8.1) 0 4 (6.5) 0
R B2 Rash pustular 0 0 1 (1.6) 0
28 Abdominal pain 11 (14.9) 0 12 (19.4) 0
g Abdominal pain 7 (9.5) 0 8(12.9) 0
R Abdominal pain upper 5 (6.8) 0 4 (6.5) 0
2 1fn Anemia 10 (13.5) 1 (1.4 9 (14.5) 4 (6.5)
A Anaemia 9(12.2) 1 (1.4 8(12.9) 3 (4.8)
~NEZ T R Haemoglobin decreased 1 (1.4) 0 1 (1.6) 1 (1.6)
Za—aNTF— Neuropathy 9 (12.2) 2 (2.7 4 (6.5) 1 (1.6)
AR =2 — /3T Peripheral sensory 8 (10.8) 2 2.7 4 (6.5) 1 (1.6)
— neuropathy
SRR Hypoaesthesia 1 (1.4 0 0 0
(K7 V7 I fLE Hypoalbuminaemia 8 (10.8) 0 0 0
(K7 V7 I fLE Hypoalbuminaemia 8 (10.8) 0 0 0
{BRAVD A fiE Hypokalaemia 2 (2.7 0 1 (1.6) 0
{BRAVD A fiE Hypokalaemia 2 (2.7 0 1 (1.6) 0
1KY i iE Hypophosphataemia 2 (2.7 2 (2.7 0 0
{RY g i iE Hypophosphataemia 2 (2.7 2 (2.7 0 0
EEULE U IGE Hyperbilirubinaemia 1 (1.4) 0 1 (1.6) 0
ey LE s Hn Blood bilirubin increased 1 (1.4 0 0 0
EEVLE U MLE Hyperbilirubinaemia 0 0 1 (1.6) 0

167




LY3009806

YA T LY REEIR (R - EE)

2.7.4  WERMZ M

Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=74) (N=62)
n(%) n(%)
AR Consolidated AE Term
. Any Grade Grade>=3 Any Grade Grade>=3
FEARGE Preferred Term
BV A ILE Hyperkalaemia 1 (1.4) 0 1 (1.6) 0
BV A ILE Hyperkalaemia 1 (1.4) 0 1 (1.6) 0
B~ 3T ALE Hypermagnesaemia 1 (1.4) 0 0 0
B~ 3T ALE Hypermagnesaemia 1 (1.4) 0 0 0
(KT NI Al fiE Hyponatraemia 1 (1.4) 1 (1.4) 2 (3.2) 1 (1.6)
(KT NI Al fiE Hyponatraemia 1 (1.4) 1 (1.4) 2 (3.2) 1 (1.6)
N PH2E Intestinal obstruction 1 (1.4) 1 (1.4) 0 0
M PH2E Intestinal obstruction 1 (1.4) 1 (1.4) 0 0
TEIFRS Urticaria 1 (1.4 0 0 0
SEIFRE Urticaria 1 (1.4 0 0 0

Abbreviations: AESI = adverse event of special interest; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil;
MedDRA = Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in

category.

a Note that preferred terms included in single categories of AESIs are not included in this table

Note: Each patient is only counted once for each consolidated term; a patient could have had more than 1 TEAE
reported. This table does not include consolidated terms for which only the consolidated term and no clinically
synonymous preferred terms were reported.

MedDRA Version 17.0.
Source: sjpnae.rd1

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-

Program/LY3009806/CRC_JCTD/Output/a_274_47_sum_ae_teae_jppop_ct_raise.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—

Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas
Data: V:/StatProg. G/StatProg D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 2

27454314 BT REHEEZR
JVBB RBR M CTRE SN T REAERESR (5§ 2742124 H) OKHEBIZD
WT, LR, BARANEM TORMGEZ RT,

2.74.54.3.1.4.1 WFehERRAE . (FEEVE AT PR AME & & O 5D

JVBB Bk H AR NSEF T 6 aFh ki AE (UG X, mEGHEE IR bRBEG
WEWERTHY, TFLAVNSTHTORBABEN T T ERHLIV@roTe [TAL
~ 7HE 61/74 ] (82.4%) . 7T v AREE 46/62 B (742%) . LATFREINE] (3 2.7.4.5-13) .
7 L— R 3 DL LG EkiEAE (G eE) ORBEEG S, 7LV A~ THETT 7R
[T Tz [44/74 B (59.5%) | 32/62 Bl (51.6%) 1 . J&EELE T ERIBE D %
B G 1 Z W & 5B ClRBRIAER 2 o 72 [2/74 61 (2.7%) . 2/62 65 (3.2%) ] &

R ERE (FREEE) 0% <IiE, MEGHEL 7L —F 3 X 4 0DFERTH-T-,
7 L— R 3 OFFEBAE (EEE) OXRBEGIET L~ T HTT 7 2R~
TEhoTz (43.2%, 33.9%) . 7 L— K 4 OFPEREUME (FARE) ORBLEIG 1L
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YA T NP R G - )

HEECRBRCTH o7z (162%, 17.7%) . 7 L— K 5 OLFHEREE FEEE) T8 5
Nnignoiz,

HARNSE TIL, G-CSF/GM-CSF Off HEIA 1%, Wi G5 CRRITIK > 72 [6/74 4
(8.1%) . 6/62 %1 (9.7%) 1 .

SOC @ NEYIER L OVFARE] IZ4THAHEFE (271 —F) ORBIEEIL
T LIV TRET 32/74 B (432%) . T T RAREET 23/62 B (37.1%) THoto, Eiz.
7 L— R 3L EORBEIGIX., 7LV~ T7RETO614H] (8.1%) . 77 vAREET 2/62 f
(3.2%) Th oz,

FAWEOHEAEAEL, FLAVA~THTT 7 BRBICHXTENL- = [(HAEDE -
30/74 B (40.5%) . 19/62 fl (30.6%) ] . HFIEEKOMEHEEG X, Wk 58 TR
molo [HIERESE 47461 (5.4%) . 2/62 61 (3.2%) ] (3 2.7.4.59)

FEBMEAF BRI A EIC K0 ABE L 72 B OB S I3 WK 5L IR (2.7%.
1.6%) . 7 L= T RETOMFERBIE (FEAFE) OHMNIC X 2 IR R8T/ NE
WeBzx b,

HFHERIAE GREEE) 12XV W TR OIRBREEZ P IR L HREOE AT, 74
N~ TEECTT T2 RBCH_TE o7 [24/74 B (32.4%) . 13/62 B (21.0%) 1 ., =
O O ITWT b FOLFIRI EDOHE G- 21 L TR Y | FPERBAE (Fh i)
WCED TV T IIT TR EZFIE LERE TN - T,

FHPERBAE (AEE) 1Tk, FAVAST IS T REBEGEET (BELEH,
WE TR E) LB I, T A~ TRET 38/74 5l (51.4%) . 7T REET
20/62 i (32.3%) . FOLFIRI ${E % B 5 LIoBRE X, 7 L3 L~ T BT 57/74 Bl
(77.0%) . 77 BAREET41/62 %] (66.1%) ThH-o7=,

274543142 I’ F

JVBB B H AR NEFITIE, 9 (EHE. 271 —F) ORAHEILT LV L~T
BCTT 7RI TE -T2 [T A3V~ TRE 34/74 B (45.9%) . 77 BREE
23/62 1 (37.1%) 1 (F 2.7.4.5-13) , WEHHEE ITEY (EE) 0%<1E, 71—
F1XZ2DERTHHoT-, ZL—K3LUEDOWES (HEE ORBRESITIT LV~
THET 6.8%, 7T BRETI2%ThH o7z,

W GRAEHE) WLV VTN rOBEREOR G P IRICE > - gBrE L, WRGHEE b
DI TV THT 16, 778FRBHETOHITHoTe, TLIATRHO 1 HIR
Hik U7236401% FOLFIRI JEIE CTh o 7o, 197 (FAFE) ICE W Wi oipEs k5
B (BB EH . R TREE) Le#BRFE ORI GIL., T AV~ TRET 8/74
(10.8%) . 77 wREET 462 %] (6.5%) ThH-oi,

274543143 /MR A FE

JVBB i H AR NEFCIE, f/MOIBAE (EFE. 27 L —F) ORREEGIET A
VN THETT T BRI TE NPT [TV~ TFE 21 ] (284%) . 77 &R
BE106) (16.1%) ] (% 2.7.4.5-13) . WGHEE ICl/MOIBAIE (AR OZ<I0%
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P A T L ERER (R - EE)
JU—R1XiF20EHETH-o7-, 7'L— K 3L EOM/NIEAE BiadE) OIBLE
AEMER G L IR o2 (41%, 0%) . BARANEHTIE, 7 L—F 4 O/ Mg e

(FAFE) IO N7,

M/ E (FEAEE) 1K 0 WA OIRBRIEOH 1 I HE 5 E LI E - 7o gRE
DEIGIE, TN~ THTT 78RBS TEN 720 (8.1%, 1.6%) . /MK
DIE (G ICE D W T OIRBRIEOER G PRI E - I lBRE ORI IL. Wk 5
TEM-> 72 (2.7%, 0%) , BARANEMO T Ay v~ TRETIE, /B IE A RE
WL DR IEICE T2 BRF X 1l Th -7,

274543144 FE - EERFANEF SRS

JVBB i H R NEFITIX, FE - BEBFMEADIEGRERE (227 L —F) ORBE
BT AV N~TRHETT TR TEDP o [T~ T R 18 6 (24.3%)
7T RAREESH (8.1%) 1 (F 2.74.5-11) . WFEGHEE BICFE - BERRMTRDIE
BEREE, 7L — R 1 XL 20FELTHo7c, HRAEMATIEK, ZL—F 33U EOFE -
JREFE RN LA DIE BRI SR E B ICRO Lo T,
AARNEMT, FE - BEBRMEADIEFEIEC LD DT ROLOIRBRIEE Pk L7g
BREII N R oo, T BERRMEASEBREIEC LD W TR OIBBREEZ ik XX
B GAE T U= R 1T 7A/w?7ﬁf2ﬁ(fmﬂ\77ﬁTﬁTOW(Wﬂ?%
ST, TAVINRTRETIE, BE - RIERFRARE A SIEGERIC X0 BB Ik Ui
EAYA RN

274544 E=

IRBRIE D 5o SUTF A BE 5% 30 B LAPNIZAE T L7 OEIA 1T, i 58 TR
ot [TV <78 1174 B (1.4%) . 77 8FREE 1/62 # (1.6%) . LATIA
JIE] (% 2.7.4.5-14) , HEFRICL VLT LE-EHRE OB SIE, &G L bREICK
ote L1746 (1.4%) . 1/62 61 (1.6%) ] .

HARNEMTIE, FURBOBEIC X 5101% 82/136 #i (60.3%) [44/74 #1 (59.5%) .
38/62 5l (61.3%) | THYH ., BEERIZELDIHTIT 3/136 B (22%) [2/74 I (2.7%) .
176241 (1.6%) 1 Th o=,
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R2745-14RTCDEHN (RE2M@BARER : BARAAN) (JVBB HHER)

Ramucirumab Placebo + Total
+ FOLFIRI FOLFIRI
N=74 N =62 N=136
Primary Reason for Death n (%) n (%) n (%)
All Deaths 46 (62.2) 39 (62.9) 85 (62.5)
Disease Progression 44 (59.5) 38 (61.3) 82 (60.3)
Adverse Eventa 2 (2.7) 1 (1.6) 3 (2.2)
Any study drug related AEs 2 (2.7) 1 (1.6) 3 (2.2)
ie}lir:umrumab/placebo related 2 2.7) 1 (1.6) 3 (22)
Procedural Related AEs 0 0 0
Other Cause AEs 0 0 0
Deaths Up to 30 Days after Last Dose
of Study Drug 1 (1.4) 1 (1.6) 2 (1.5
Study Disease 0 0 0
Adverse Event 1 (1.4) 1 (1.6) 2 (L.5)
Any study drug related AEs 1 (1.4) 1 (1.6) 2 (L.5)
i%r;lumrumab/placebo related 1 (1.4) 1 (1.6) 2 (1.5)
Procedural Related AEs 0 0 0
Other Cause AEs 0 0 0

Abbreviations: AE = adverse event; CRF = case report form; FOLFIRI = irinotecan, folinic acid, and

S-fluorouracil; N = total population; n = number of patients in category.

a Derived from the death CRF page and hence includes both treatment-emergent and non-treatment-
emergent adverse events.

Source: sjpnds.rll.

JVBB B A ARANEHToHO, RBHBFPTOWTANOESICHE SN, RBRIEL D
HRBREZMDRVWECIZESTAEFEFR (FL—F 50 PT, JEFIREEFEDOHEFFRIC
BT o _X—II2Ho5<) ORIFEKLOEIG 2K 2.7.4.5-1512R-7F,

AERFRZICIV T LIEEREORISGIL, MEEHTCRKR TH-T- [T LV~ TR
2/74 B (BuffErE s = v 7 RO EMEMERE, £ 1 6) . 77 BRE 1/62 # (HRAE
&) ]

pemsEtks 2 v 7 (mEE S 43 RomErmiR s GEBREE S 430-
B . s ERRIC L 0 5 A v b~ 7 RO FOLFIRI S8 i 0 67 & 0[] S BIR A AT
EEnkrot, aReH EREELT Ao <. wmEREmET IRk
OF FOLFIRI #&1E & DR RBEfR AW T v & Lz,
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2.7.4  WERMZ M

(JVBB &5%)

A EFGIEHIHL )
Ramucirumab +
ZEBIRSHE System Organ Class FOLFIRI Placeb&tg;?LFIRI
FEAGE Preferred Term (N=74) o
n(%)
n(%)
Patients with any TEAE Leading to 2 (2.7 1 (1.6)
Death
JEGE B L OVE A HUE Infections and infestations 1 (1.4) 0
W e a2 Septic shock 1 (1.4 0
2 &N TE PSRN ] e Respiratory, thoracic and mediastinal 1 (1.4) 0
disorders
R Al £ Interstitial lung disease 1 (1.4) 0
FEhbEE Psychiatric disorders 0 1 (1.6)
B & Suicide attempt 0 1 (1.6)

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; GI = gastrointestinal; MedDRA = Medical
Dictionary for Regulatory Activities; N = total population; n = number of patients in category; TEAE =
treatment—emergent adverse event.

a Patients may be counted under more than one term.

b Includes only treatment—emergent Grade 5 events.

MedDRA Version 17.0.

Source: sjpnae3.rll

TRBRIEO IR 5 B LA, Bl 5430 B ETICRBL L FLOLRGT | Gk 51430 B LIEICR B L F 55 5 T,
2 TDGradesDH FFLREZWI,

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_49_sum_ae_tedth_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg P/Single—Use—Statistical-Program/Mdstat_ ADS/LY3009806/CRC_JCTD/JVBB/ads

Date: 20 HEHIEN

274545 BELAEEEZR

JVBB &R H R ANEM T, WINNOEGHETORIAEEN 1%L LOEERAEEFS
(PT) OHEBHIE KL OEIG (BRI L ORREFEEZMDT) 2K 2.74.5-16 1T77,

HAANEM T, BERAEFRE (27— FEORIL—F 3 L) oFHAELIT,
TAVNTTRTT 78RR TENS T (&7 V— R T AV~ THE 23/74
(31.1%) . 77 &Rt 14/62 ] (22.6%) . LLFEIIE,. 7 b— K 3 2Lk 20/74 i
(27.0%) . 11/62 B (17.7%) 1 . L2>L. WINOFROREIEIA & i & 58 TR
& o Te, 2095, IRBRELORREAREZEETERVEERFERFRITI. 27 L
— RTIET LV NATHET 203%, 77 EAREET 16.1%, 7L —F 3 L ETIET AL
<~ THETI189%., 7T HREETI13% TH -7,

TLUNTHET 3 BILLEICERD DN EE LA EFRIL., 7 v —BREER [3/74
Bl (4.1%) . 0/62 fil (0%) ] Th oz, BELRAFEZOFEIEGIIM LR CTRERIC
1&hr o 7=,

3BICH 7 m—RIRBEREDS B LT (TTTava~T ., #EES 06|
22 o 4 i .+ 7 m—PREBERNT CTCAE TEH STV R0, 1AR
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274 FEIRWZ M

BETHEISNEINODOEGIZOWT, #2742.1.63.1 HICERKYT 5,

£ 274516 WIhHhDEEETHRIREEN
EZ (PT) OXBRHHRVEES (REHEHEINERER : BXAN)

Fa4DFGLHESNTZ, T
R L7, AL~ T

1% U ELDRARERZEMOLGVWERELGHSE

(JVBB &5%)

Ramucirumab + FOLFIRI

Placebo + FOLFIRI

A EFLRIEBLHIE) (N=74) (N=62)
n(%) n(%)
Bl NA R E| System Organ Class
A Preforred Term Any Grade Grade>=3 Any Grade Grade>=3
Patients with any Serious 23 (31.1) 20 (27.0) 14 (22.6) 11 (17.7)
TEAE
H R Gastrointestinal disorders 6 (8.1) 6 (8.1) 4 (6.5) 4 (6.5)
] Diarrhoea 2 (2.7 2 (2.7 1 (1.6) 1 (1.6)
ALTA lleus 2 (2.7 2 (2.7 1 (1.6) 1 (1.6)
&K Ascites 1 (1.4) 1 (1.4 0 0
HLE 2R IL Gastrointestinal 1 (1.4 1 (1.4 0 0
perforation
ZEES Intestinal obstruction 1 (1.4) 1 (1.4) 0 0
Ao FR AR H i Oesophageal varices 1 (1.4 1 (1.4 0 0
haemorrhage
PHEEME B~V =T Inguinal hernia, 0 0 1 (1.6) 1 (1.6)
obstructive
SV Nausea 0 0 1 (1.6) 1 (1.6)
A% Stomatitis 0 0 1 (1.6) 1 (1.6)
Mg Vomiting 0 0 1 (1.6) 1 (1.6)
Y 3 JOVE AR BUiE Infections and infestations 6 (8.1) 5 (6.8) 3 (4.8) 2 (3.2)
V25 P A5 o P e Device related infection 1 (1.4 1 (1.4 0 0
RS Lung infection 1 (1.4) 0 0 0
(RIS Pelvic infection 1 (1.4 1 (1.4 0 0
JiiiZe Pneumonia 1 (1.4 1 (1.4 1 (1.6) 0
TS Pyelonephritis 1 (1.4 1 (1.4 0 0
P S = Septic shock 1 (1.4) 1 (1.4 0 0
ARG Wound infection 1 (1.4 0 0 0
JEEIbE ¢ Cystitis 0 0 1 (1.6) 1 (1.6)
RN R Herpes zoster 0 0 1 (1.6) 1 (1.6)
BRI OIREREE Renal and urinary disorders 4 (5.4) 4 (5.4) 1 (1.6) 1 (1.6)
37 a—BiEERE Nephrotic syndrome 3 (4.1) 3 (4.1) 0 0
KB E Hydronephrosis 1 (1.4 1 (1.4 0 0
iR Haematuria 0 0 1 (1.6) 1 (1.6)
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Ramucirumab + FOLFIRI

Placebo + FOLFIRI

A EFLRIEBLHIE) (N=74) (N=62)
n(%) n(%)
Bl NAR e System Organ Class
A Preforred Term Any Grade Grade>=3 Any Grade Grade>=3
— i ELFEE B LU G5B | General disorders and 3 (4. 1 (1.4 1 (1.6) 1 (1.6)
ARYIN: S administration site conditions
a1 Fatigue 1 (1.4 1 (1.4 0 0
PR Malaise 1 (1.4 0 0 0
FEER Pyrexia 1 (1.4 0 1 (1.6) 1 (1.6)
BB LU E Metabolism and nutrition 3 (4.1 3 (4.1 1 (1.6) 1 (1.6)
disorders
ARER Decreased appetite 2 (2.7 2 (2.7 1 (1.6) 1 (1.6)
& I Hyperglycaemia 1 (1.4 1 (1.4 0 0
LRI ESEROVNPATA Blood and lymphatic system 2 (2.7 2 (2.7 1 (1.6) 1 (1.6)
disorders
FEENE LT BRI E Febrile neutropenia 2 (2.7 2 (2.7 1 (1.6) 1 (1.6)
JIFRELIE S b Hepatobiliary disorders 2 (2.7 1 (1.4 4 (6.5) 4 (6.5)
RE5E % Cholecystitis 1 (1.4 0 0 0
RS o HH Jaundice cholestatic 1 (1.4 1 (1.4 2 (3.2) 2 (3.2)
RAAE 2% Cholangitis 0 0 1 (1.6) 1 (1.6)
i Liver disorder 0 0 1 (1.6) 1 (1.6)
ML 2R, B ERIs L OMGERRPE | Respiratory, thoracic and 2 (2.7 1 (1.4 2 (3.2) 1 (1.6)
& mediastinal disorders
VR At R Interstitial lung disease 1 (1.4 1 (1.4 2 (3.2) 1 (1.6)
W] Pneumothorax 1 (1.4 0 0 0
e SR B Nervous system disorders 1 (1.4 1 (1.4 1 (1.6) 0
AR Optic neuritis 1 (1.4) 1 (1.4 0 0
AL A R M Posterior reversible 0 0 1 (1.6) 0
i encephalopathy syndrome
B2 B KO T AEkbE = Skin and subcutaneous tissue 1 (1.4 0 0 0
disorders
i Skin ulcer 1 (1.4 0 0 0
bruiliaes Psychiatric disorders 0 0 1 (1.6) 1 (1.6)
SRR Suicide attempt 0 0 1 (1.6) 1 (1.6)
i 8 f s Vascular disorders 0 0 1 (1.6) 1 (1.6)
KB RAREE Aortic dissection 0 0 1 (1.6) 1 (1.6)

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; MedDRA = Medical Dictionary for
Regulatory Activities; N = total population; n = number of patients in category; TE-SAE = treatment—emergent

serious adverse event.
MedDRA Version 17.0.
Sources: sjpnae3.rll.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_50_sum_ae_tesae_jppop_gel raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use—Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_P/Single-Use—Statistical-Program/Mdstat_ ADS/LY3009806/CRC_JCTD/JVBB/ads

Date: 20 HIEHIEE
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274546 EBELHEEZZR

2.7.45.4.6.1 BREDIEICE->EBEEER

WTNADIERIE (T L b~T /7 F AR NiE FOLFIRIEEFR O 1 #ILLE) oS5
HIRIZE -T2 A EES (PT IHARE) OBIBIFIE L OVEIS %K 2.7.45-17 ITR-7, 7
¥, JVBB D TG FIRICE > o AEFSR) (13, WBP k2 B < BB iz vy
T DOIRPIE (T L)~ T/7 78R XL FOLFIRUEIED 9 H—AKILL E) of bk
DFRK Lo HHFEFEGEZIBELTEY . RBRPILEOFKEE oo AERERIIZTE LWV
FBRPILICE ST FEFRIT, F274541HESR)

WTFNDDOIRBREOF ILICE ST AERERORIE AL, FLAV AV THETT IR
BRIZHE R TE oz [T A v~ TR 3874 B (51.4%) . 77 BAREE 17/62 #l
(27.4%) . LAFIRNA] . F£7-, FOLFIRI %L (1 FILA L) oG HILICE > A EFES
DFRBEAT, FLVNV~THTT TR TED» -T2 [36/74 6] (48.6%) .
16/62 1l (25.8%) 1 . —Ji, FLINA~TXIET 7 ROEGEHILICE ST FEHELRD
FKBENG KD o7 (4746 (5.4%) . /626 (1.6%) ] .

FOLFIRI %% (1 HILLE) O ILICE > HERERIT, HFHPERBAIE (EARE)
[24/74 ] (32.4%) . 13/62 51 (21.0%) 1 . AWK [3/74 6] (4.1%) . 0/62 %1 (0%) ] .
M/ E GReaas)  [2/74 B (2.7%) . 0/62 451 (0%) 1 . T [2/74 Bl (2.7%) .
0/62 Bl (0%) 1 . #97 (BEadm) [1/74 1 (1.4%) . 0/62 5] (0%) 1 . MPAZE (W&
i) [1/74 41 (14%) L0625 (0%) 1 . ==a—mF— (EEE (17461 (1.4%) .
0/62 5l (0%) 1 . Fi%k [1/74 B (1.4%) . 0/62 il (0%) 1 KOG EE [1/74 Hi
(1.4%) . 0/62 1 (0%) 1 Thotz,

TAVNT TN T T EROPILICESTAEFRIIEARDOATH 7= [4/74 Hi
(5.4%) . 1/62 %1 (1.6%) 1 .
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(HARPLUFZERC) ITES-FEER (PT XIEHH
PRITARER : BAAN)

AEH
[=N-[=]

2.7.4  WERMZ M

) DRBEFHRVEEG (K&K
(JVBB &5%)

Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N="74 N =62
n (%) n (%)
Patients with any TEAE leading to discontinuation of:
Any study drug 38(51.4) 17 (27.4)
Ramucirumab/placebo 4 (5.4) 1 (1.6)
FOLFIRI 36 (48.6) 16 (25.8)
TEAEs leading to any study drug discontinuation
TP ERIBVE (e Neutropenia 24 (32.4) 13 (21.0)
i)
NS Stomatitis 3 (4.1) 0
EE R Proteinuria 4 (5.4) 1 (1.6)
M/ MRRVE A Thrombocytopenia 2 (2.7) 0
i)
T Diarrhoea 2 (2.7) 0
Wy (FE 6 8) Fatigue La4 5
IREA%E (MR EE) Intestinal obstruction 1 (1.4) 0
—a—nRF— (¥ Neuropathy 1 (1.4) 0
&%)
i Pneumonia 1 (1.4) 0
F7 &1 Skin ulcer 1 (1.4) 0
TEAE:s leading to ramucirumab/placebo discontinuation
BEHR Proteinuria 4 (5.4) 1 (1.6)
TEAE:s leading to FOLFIRI discontinuation
TP ERIBVE (e Neutropenia 24 (32.4) 13 (21.0)
i)
NS Stomatitis 3 (4.1) 0
M/ MRRVE A Thrombocytopenia 2 (2.7) 0
i)
T Diarrhoea 2 (2.7) 0
WS (B4 8) Fatigue La4 ’
IREA%E (MR EE) Intestinal obstruction 1 (1.4) 0
—a—nRF— (¥ Neuropathy 1 (1.4) 0
&%)
JiTis Pneumonia 1 (1.4) 0
F7 &1 Skin ulcer 1 (1.4) 0

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; MedDRA = Medical Dictionary
for Regulatory Activities; N = total population; n = number of patients in category; TEAE = treatment-

emergent adverse event.
MedDRA Version 17.0.

7¥ 1 : Consolidated terms are italicized.
W2 FHEFBICEEND T LU N~ T TORIEIEN 1%L O PTIXED 2T,
E3 AEFELRICLY, T XToOEBREOFIE GRBEFIE) ITIEZESRLoT2 00D, T A

V=7 MO XiE FOLFIRI &% 1 BILL E&2 IR Lo gisE 2 5T LTz,

Sources: sjpnae.r21, sjpnae2.rll, sjpnae2.r21.
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2745462 BEZBIZES-FEER

BREOBRGEFICEST-AEHES (PT IIHAE) ORBRHIEK OEA 2%
2.7.4.5-18 12”7,

WTADDOIRBRIEOREAER (EEH, BEXIIKRE) CESTAEFROFKIE
AEEELGEE bICEP o7z, WThDORBREOR AR (FHIEY ., HE LR
) ICESTAEFEZORRAEEGIL., T2V THTT I BRBEICHEXThTNICE
Mole [T hv N~ 78 6574 B (87.8%) . 77 &AREE : 51/62 (823%) . LLFIAE
JED o

WTFNDOIERIEOEELETICESTEHHFERE (T LV THTORIEEDN 5%
PLE) &, i EREAE (BEERE)  [57/74 B (77.0%) | 41/62 f5il (66.1%) 1 . 5
(aim)  [8/74 B (10.8%) . 4/62 5 (6.5%) 1 . A% [7/74 B (9.5%) . 2/62 i
(3.2%) 1 . T [5/74 B (6.8%) . 7/62 #l (11.3%) 1 . M/MRIEAE AR .
[6/74 f (8.1%) . 1/62 5 (1.6%) 1 . EEIR [5/74 ] (6.8%) . 1/62 #l (1.6%) 1 .
L E [5/74 B (6.8%) . 1/62 Bl (1.6%) ] K OMEREE [4/74 1 (5.4%) . 2/62
(32%) ] ThoT,

TAINTRIET T ROBEEGEFICESAERESRE (T LV~ TRETORAE
B 5%LLE) 1. G EREAE (FEERE)  [38/74 B (51.4%) . 20/62 5l (32.3%) ] .
B (ERE) [8/74 B (10.8%) . 3/62 5l (4.8%) 1 . M/MRIBAE (FEAFE) .
[5/74 B (6.8%) . 1/62 5 (1.6%) 1 . HEEIR [5/74 5] (6.8%) . 1/62 fil (1.6%) 1 K&
OEiE [5/74 61 (6.8%) . 1/62 41 (1.6%) ] Th o7,

FOLFIRI 7% (1 AILL L) OBEAEFICESTHEER (T LV~ THTORIE
B 5%LLE) 1. G EREAE AR [57/74 B (77.0%) . 41/62 5 (66.1%) ] .
A% [7/74 1 (9.5%) . 2/62 5] (3.2%) 1 . &5 (FEah)  [6/74 1 (8.1%) . 3/62
Bl (4.8%) 1 . M/hBGEAE (BEAEE)  [6/74 B (8.1%) . 1/62 B (1.6%) 1 . T¥#i
[5/74 1 (6.8%) . 7/62 f5l (113%) 1 KOG [4/74 B (5.4%) . 2/62
(32%) ] ThoT,
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R274518 SLYVIIR ITHTORBEEN1%ULDAREORELEHIZES-FE
EZ (PTXRII#HEE) OXBRHAMRVEES (ReMEANEER : BAXA) JVBBEHR
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%)
Ramucirumab + Placebo +
FOLFIRI FOLFIRI
N="74 N =62
n (%) n (%)
Patients with any TEAE leading to dose modification of:
Any study drug 65 (87.8) 51(82.3)
Ramucirumab/placebo 55 (74.3) 34 (54.8)
FOLFIRI 64 (86.5) 51(82.3)
TEAEs leading to any study drug dose modification
TFH R E (A Neutropenia 57 (77.0) 41 (66.1)
i)
W GhAEE) Fatigue 8 (10.8) 4( 6.5)
NS Stomatitis 7(9.5) 2(3.2)
T Diarrhoea 5(6.8) 7(11.3)
MRV E A Thrombocytopenia 6( 8.1) 1( 1.6)
i)
EE T Proteinuria 5(6.8) 1( 1.6)
—,;J‘ﬂ']lr Hypertension 5(6.8) 1( 1.6)
1R 5L Malaise 4(54) 2(3.2)
F& A Pyrexia 3(4.10) 0
BLETE S Nasopharyngitis 3(4.10) 0
HE[ Nausea 2(2.7) 2(3.2)
C — KIS MEE [ HE C-reactive protein 2(2.7) 0
increased
15 Fib Constipation 2(2.7) 0
BB Osteomyelitis 2(2.7) 0
J: A5 R Y Upper respiratory tract 2(2.7) 0
infection
T . BERFME Palmar-plantar 2(2.7) 0
A ) erythrodysaesthesia
AR A syndrome
AN — S 1 Stoma site 2(27) 0
haemorrhage
TI=VTI N Alanine 1(1.4) 1( 1.6)
N = s aminotransferase
YAT =T BN increased
JiTis Pneumonia 1(1.4) 1( 1.6)
A% %% Cholangitis 1(1.4) 1( 1.6)
95 GEoEE) Rash 1(1.4) 1( 1.6)
IREA%E (MR EE) Intestinal obstruction 1(1.4) 0
—a—nRF— (¥ Neuropathy 1(1.4) 0
A7)
AR Gingival pain 1(1.4) 0
M Vomiting 1(1.4) 1( 1.6)
[iERTE R R Biliary tract infection 1(1.4) 0
[ J7% 4k B L8] i Y Device related 1(1.4) 0
infection
TR Y Lung infection 1(1.4) 0
BIE R Yy Wound infection 1(1.4) 0
* 70—V REERE Nephrotic syndrome 1(1.4) 0
FERIE Embolism 1(1.4) 0
F7 &1 Skin ulcer 1(1.4) 0



LY3009806
YA T L R REN - B

2.7.4  BERWZE

EEETS Cholecystitis 1(1.4) 0
AR IR Decreased appetite 1(1.4) 0
=ik Hyperglycaemia 1(1.4) 0
B Eating disorder 1(1.4) 0
AT Cough 1(1.4) 0
TEAE:s leading to ramucirumab/placebo dose modification
IR ERIRAE (e Neutropenia 38 (51.4) 20 (32.3)
Ez
1=
Jr (MaaE Fatigue 8 (10.8) 3( 4.8)
/IR Ea Thrombocytopenia 5( 6.8) 1( 1.6)
Ez
1=
e I £ Hypertension 5( 6.8) 1( 1.6)
HHER Proteinuria 5(6.8) 1( 1.6)
(IsNd Malaise 3(4.1) 2(3.2)
FEEL Pyrexia 3(4.1) 0
A% Stomatitis 2(27) 1( 1.6)
C — S HEE a i C-reactive protein 2(2.7) 0
increased
EAFERN Nasopharyngitis 2(2.7) 0
iR Osteomyelitis 2(2.7) 0
ARG Upper respiratory tract 2(2.7) 0
infection
A k= Stoma site 2(2.7) 0
haemorrhage
T Diarrhoea 1( 1.4 2(3.2)
7TI7=rT7I/) K7 Alanine 1(1.4) 1( 1.6)
VAT =T —BHN aminotransferase
increased
Jiti % Pneumonia 1( 1.4) 1( 1.6)
AN Nausea 1( 1.4 1( 1.6)
M - Vomiting 1( 1.4) 1( 1.6)
#% (HEHH) Rash 1( 1.4) 1( 1.6)
JIEL3 Je G Biliary tract infection 1( 1.4 0
[ S 2 A e e e Device related 1(1.4) 0
infection
it e G Lung infection 1(1.4) 0
R & G Wound infection 1( 1.4) 0
1 PR Gingival pain 1(14) 0
IEEAZE (HiARE) Intestinal obstruction 1(1.4) 0
FERRE Embolism 1( 1.4) 0
FE - RIERRIE Palmar-plantar 1(1.4) 0
AR ESEERE erythrodysaesthesia
syndrome
F2 SV 5 Skin ulcer 1( 1.4 0
JEAE 2% Cholangitis 1( 1.4) 0
fE5E 5% Cholecystitis 1( 1.4) 0
BB Decreased appetite 1(1.4) 0
e I Hyperglycaemia 1(1.4) 0
—a—uF— (§ Neuropathy 1(1.4) 0
BE)
HRREE Eating disorder 1( 1.4) 0
I K Cough 1( 1.4) 1( 1.6)

TEAE:s leading to FOLFIRI dose modification
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I R ERIBVE (FE 6
Fist

A%

I RAE
iR AE (B
=

T

5 5%

i

B GE 2%

LTI

C — RIUSHEE AN
i it

TR
FAGE &

FoE - RIEFERANT
NS BERE

TI=TI )T
VAT =T —EH

g, -

Jiii %%

AR 7%

%K

WPAZE (htarak)
JIELE JR G

= Pt B e S
Jhi J G

AIMG RS

B G5 35
fH3E 5%
BARIGR

e b

A b=

Za—uNF—
PANE: X

= rE

HREE

7 10— PIERRE

Neutropenia

Stomatitis
Fatigue
Thrombocytopenia

Diarrhoea

Malaise

Pyrexia
Nasopharyngitis
Nausea

C-reactive protein
increased
Constipation
Osteomyelitis
Upper respiratory tract
infection
Palmar-plantar
erythrodysaesthesia
syndrome

Alanine
aminotransferase
increased

Vomiting
Pneumonia
Cholangitis

Cough

Intestinal obstruction
Biliary tract infection
Device related
infection

Lung infection
Wound infection
Skin ulcer
Cholecystitis
Decreased appetite
Hyperglycaemia
Stoma site
haemorrhage
Neuropathy

Eating disorder
Nephrotic syndrome

57 (77.0)

7( 9.5)
6( 8.1)
6( 8.1)

5( 6.8)
4( 5.4)
3( 4.0
3( 4.0
2(2.7)
2(2.7)

2(2.7)
2(2.7)
2(2.7)

2(2.7)

1( 1.4)

1( 1.4)
1( 1.4)
1( 1.4)
1( 1.4)
1( 1.4)
1( 1.4)
1( 1.4)

1( 1.4)
1( 1.4)
1( 1.4)
1( 1.4)
1( 1.4)
1( 1.4)
1( 1.4)

1( 1.4)

1( 1.4)
1( 1.4)

2.7.4  WERMZ M

41 (66.1)

2(3.2)
3( 4.8)
1( 1.6)

7(11.3)
2(3.2)
0
0
2(3.2)
0

(=)

1( 1.6)

1( 1.6)
1( 1.6)
1( 1.6)
1( 1.6)

oS O

=NelBelol-Raol=

0
0

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; MedDRA = Medical Dictionary
for Regulatory Activities; N = total population; n = number of patients in category; TEAE = treatment-

emergent adverse event.
MedDRA Version 17.0.

7¥ 1 : Consolidated terms are italicized.
W2 FHEFBICEEND T LU N~ T HTORIEIEN 1%L O PTIXED 2o T,

W3 AEELICLD,

B, R SIRER) Lo pkERE AR LT,

Sources: sjpnae.r31, sjpnae4.r11, sjpnae4d.r21.
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2745463 AR
JVBB iR A AR ANEH T, WIN2OEBREL ORRBERESETERWVWAFER
TR ABELTBRE OEISILT Lo~ TR 15/74 6] (203%) T T EAREE 9/62 {4
(14.5%) IZHERTE 2o 72 (JVBB BRI IE @5 E & Table JVBB.7.3.70,
53.5.1.1 H) . #BRE 2 & o AR OFSE BEERA) (X, 7 A3~ TEET 40.2
B (60.6 H) . 7Z7&AREET 195 H (181 H) Thotz, ABRRHIMOPRIEIZT L v
~7HET 190 H (#iPH : 2~258 H) . I ARBET 120 B (#iPH : 5~67 H) Th o1,
PR Z L O ANBEEE OV REERZE) 137 L3 0~ 7 T L1 E (05E) . 775
TAREET 14100 (08[H]) THoiz,

HAANEHONFT DO GEET 2 GILL EICERI L ZARRICE>T-HEERIT. B
BOR, TR, FEMEAPERBAE, A LY AR T o —BIEBRRE Th 72, BAE0ER,
TR, B RERBUE R O L Rk D ABE LT IL, T AL~ T RET 2
B, 7IF7ERHET 1 flThole, 370 —BREMGICE Y AR LIEERE X, 74500
< THT2HITH T, 77 BREETIEHRE L 20 o7z,

2745464 Mz N E iE
JVBB i&B H AN Tid, e/ & EIZRD S o 7,

274547 HITEFEITRETHEERER
2745471 IRR BEE R

JVBB Bt H A NEM TO, RS & ORI BFR 2 b7 IRR BEFRO
FEHLBIE I OVEIS %23 2.7.4.5-19 127”7,

AT DR 2 5 2.7.4.5.422 IR T, RBRERGRTORTRIEOMAEISGIL, WkE
HECREETH T,

IRR BEFES (&7 L —FR) X, LI~ T7RET 71/74 B (9.5%) . 7T BREET
6/62 B (9.7%) IZHHL LTz, 7L —F 3 U EOFEZIHEGREE LITRO LR -T2,

T L~ 7 RET IRR BEERIT 7/74 B (9.5%) ([ZHBL L7z, 261 (27%) T L
N~ T L OREBRMS, 4 B (5.4%) T FOLFIRI ik & OREREGEAEE I e noiz,

IRR BIHEFEGIZ LD W TN OIRBRIED 1 IE IR 5 EFIZE o T2 fBRF 1LV 720>
77
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LY3009806 274 FEIRWZ M
AT LY EREERER G - B

# 274519 IRREEEZR (Pooled AE term U PT) OHFIRHIH R VEES (LM HE
Wx&R&ER : HAAN) (JVBB &EHER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=74) (N=62)
n(%) n(%)
Pooled AE term Pooled AE Term Any e 3 e 4 e 5 Any e 3 e 4 Gr 5
$Acan Preferred Grade T. T. T. Grade T. T. T.
Term
IRR B4 Infusion related 7 (9.5 0 0 0 6 (9.7) 0 0 0
reaction
MNITFED Infusion 6 (8.1) 0 0 0 6 (9.7) 0 0 0
e related
reaction
JEOE Hypersensitivi | 1 (1.4) 0 0 0 1 (1.6) 0 0 0
ty

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: sjpnsiae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_13_sum_ae_tesi_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIEHIR

2745472 BOEEEER

JVBB #Bk H AR NSE T, 1EERHE & o KSR 2 R 1o 72 v s i B a5 52 0 58 B 5|
B/ OEEG 2 FK 2.7.45-20 12777, @LEFEFZORBEGIL. 7LV~ THTT T
EARBICH AR TE NPT [T AT~ TR 34/74 ] (459%) . 77 B AREE 9/62 1
(145%) . LAFRENE] . BEROBEREEIE T 2o~ THTT 7 8RBT TH
Motz [56/74 61 (75.7%) . 33/62 %1 (53.2%) ] (£ 2.7.4.59) .

L —FK 3DEZOEREESL., FAVATHTT I HRBICHNTEI- -
[13/74 B (17.6%) . 2/62 5l (32%) | ., Z'L—FK 4 L EOFEGL, WEGRHELE HITR
D HNIRNho T,

T LIV T RECEIMEBLE R A FEEL L7 34/74 61 (45.9%) D H B, 32 4 TIXIRER
Y EMIZ LY WT N DOIRBRIE L ORRRPEE SR o7z, 32 fITT LV~
7 & ORI GEIFRAY, 10 5T FOLFIRI 1L & ORRBEGRAEE S L7e o7z,

e MR SR L0 W OIREBRIE 2 ik U7 BB 1R 722 0o 7, & i B
HBICEV T LN T NI T T EROBRELEFEICE S HBRE LT LV L~ TRHET
5/74 15 (6.8%) . 7T EAHREET 1/62 ] (1.6%) Toh o7z, FOLFIRIFIEDOEHATIZE
ST M EREFEG IR Lo T,
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LY3009806 274 FEIRWZ M
AT LY EREERER G - B

% 274520 EMEREEEZR (Pooled AE term U PT) ORIRFIK KR VEE (et
R RER : BAAN) (JVBB &RKER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
A EFLRIEBLHIE) (N=74) (N=62)
n(%) n(%)

Pooled AE Term || 00led AB Term as | o los | A | cos | ana | ons

- Preferred Grade r. r. r. Grade r. r. r.

Term

il EB#EE S | Hypertension 34 (45.9) | 13 (17.6) 0 0 9(14.5) | 2 (3.2) 0 0

e I Hypertension | 34 (45.9) | 13 (17.6) 0 0 9(14.5) | 2 (3.2) 0 0

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: sjpnsiae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_13_sum_ae_tesi_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE

2745473 EARBEESBEZR

JVBB Bk H AR NS T, 1B & O R SBRZ 720 E R BE 5 0 5B
B OEEZR 274521 1TRT, 5 2.742.1.63.1 HIIFH#H LB, EE&%$$
LITRBARIC L HRE CTRE S, R T 24D B RS 2561 24 RrREIRIC
D MR STz,

AARNERTIX, BEARBEFEZORBEAIX, 7LV THTT 7 BRFITHAS
Trnolz [T~/ 3774 B (50.0%) . 77 &AREE 11/62 ] (17.7%) . LLF
FIE] . ZL—F3DERYEL, 7LV~ TEHTIL 6/74 B (8.1%) IO NN, 7
Z B R CORBUL R0 o T2,

AARNEHTIEZ, 7L~ TRHET 3 6 (BBREE 7 4124134, 422-4221 KT 406-
4060) (27 —BREBRENAFEIL, 20955 1#ITIEZ L— F4 (NCI-CTCAE Version
40 TIIFA7 o —BIERKEDO 7 L— NIZEZSNLTWRY) LHlrSh, £/, 3 #ilL
b, BHERAEFRLAW I, AANEHOT AUV THTEIALIZINLDE
LOER % | %zwulmlﬁmﬁﬁo

B ERBEAEFERIZ IV T IT TR BRI LICHERE L, TAV L
TRET 4/74 6M®\77ﬁfﬁfﬂﬁﬁ (1.6%) T& ~>7=, FOLFIRI ## k% Ik
L7 BRE 1T W e o 72,

HARBEEFRIZEID ., WTFNLORBRIEOR GERICE>THRE L. T L0~
7#?@6m\77ﬂ$ﬁfmlmf@oko?Avafxmf?ﬁﬁ%&ﬁﬁﬁb
WA X, T AV~ TRETIE 5B 7B AREETIE 1 ], FOLFIRI ik % & 54 H
LIEBREIL., TV~ THETIHLIA., 7T RBETITOMTH -7,
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LY3009806 2.7.4  WERMZ M
AT LY EREERER G - B

% 274521 EEARBESESZ (Pooled AE term R U PT) ORIRFIHME VIS (REeH
BITXRER : BAAN) (JVBB RER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
B EFGIEHIEL ) (N=74) (N=62)
n(%) n(%)
Pooled AE Term || C0led ABTerm S A R 2 P N B
HohE Preferred Grade T. T. T. Grade T. T. T.
Term
HEARBEEES | Proteinuria 37(50.00| 6 8.1) | 1 (1.4) 0 11 (17.7) 0 0 0
EER Proteinuria 36 (48.6) | 6 (8.1) 0 0 11 (17.7) 0 0 0
FT7 1 —PYhE Nephrotic 3@ |2 @D 1304 0 0 0 0 0
ERE syndrome

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA

= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.
Source: sjpnsiae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/L.Y3009806/CRC_JCTD/Output/a_274_13_sum_ae_tesi_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—-Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIEHIEEE

2745474 MEELEEER
2.7454.7.4.1 BiRMizEREESER

JVBB i H AR NEFITO, JRBRIE & o KR BIfR & [ 10 72 W B R 42 JE #2 Bl 5 o
BB VEIA &K 2.7.4.5-22 10T, BIRMARERBEFER T, 7L 0~ 7T
ROOLNT, TTEREET 1/62 # (1.6%) OHITHBE L, BAAERTIE, Z1L—FK
3 UL Eo @RI e 224 BEFESIIFR O b o T,
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LY3009806 2.7.4  WERMZ M
AT LY EREERER G - B

= 2.7.45-22 HARMizEREEESR (Pooled AE term R U PT) ORIRFIH KR VIS
(REMMBITXRER : HAAN) (JVBBRE)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
A EFLRIEBLHIE) (N=74) (N=62)
n(%) n(%)
Pooled AE Term || C0led AB Term S A N I " P N
HohE Preferred Grade T. T. T. Grade T. T. T.
Term
BRMASZEREB] | Arterial 0 0 0 0 1 (1.6) 0 0 0
Pk %3 thromboembolic
events
BLME Angina 0 0 0 0 1 (1.6) 0 0 0
pectoris

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: sjpnsiae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_13_sum_ae_tesi_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIEHIEEEE

27454742 FIRMmAz EREEER

JVBB i H AR NEFITO, JRBRIE & o KR BIfR & [0 72 O B R 42 S8 42 B 5 o
HEGIE L OEIG 2R 2.7.4.523 1077, iR ZERBEERZOFEHEIGIZ. 7 LI00
~ 78 574 B (6.8%) . 7T EAREE 1/62 il (1.6%) Th oz, 7 b—F 3 L LDk
MR FEAR BE 5RO SN o Tz,

WP OIRBRIE D IR E - 7= AR MR R B FRIIFBO SN oz, T Ay
= TEETIE 1774 61 (1.4%) 28, BRIEICEV T LV~ TORE2EF LI, 7%
REETIE, BIRMARBIEFERIC L D B2 E L-lBRE I R o T,
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LY3009806 274 FEIRWZ M
AT LY EREERER G - B

%= 2.7.45-23 #IRMi2EREEESR (Pooled AE term U PT) ORIRFIH KR VIS
(REMMITXRER : HAAN) (JVBBRE)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
A EFLRIEBLHIE) (N=74) (N=62)
n(%) n(%)

Pooled AE Term Pooled AE Term Any Gr 3 e 4 e 5 Any e 3 e 4 Gr 5

e Preferred Grade T. T. T. Grade T. T. T.

Term
FrR LA FEF2BY | Venous 5 (6.8) 0 0 0 1 (1.6) 0 0 0
Pk %3 thromboembolic
events
FENRIE Embolism 5 (6.8) 0 0 0 1 (1.6) 0 0 0

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: sjpnsiae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_13_sum_ae_tesi_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE

2745475  HNOEEER

JVBB B H AR NEHITO, JRBREE & o KR BILR & i 20 72 v H i B #5520 FE BB 4K
K OVEIE %3 2.7.4.5-24 (TR T,

HimBERESR (227 L—F) OHEGIE. TN THTT T ERBEICHEATH
Motz [T Ly )b~ T8 43/74 5l (58.1%) . 77 B ARHE 19/62 i (30.6%) . LLFIAE
IE] . T AV A~TRECTHRALLES (&7 —F) 0% 3alimcd -7z [37/74 4

(50.0%) . 15/62 il (24.2%) ] . 7L —FK 3 Ll Eo&Himix, mEGHE HICRD 5
Niginoiz,

7 L— R 3ULEOHMBEFESOREE AL, TLINA~THT14% (FL—F 3D
1) . 7T BRBET1.6% (ZFL—F 3D 14]) ThHhotz, 7L —FR 4L EOEST
MG E IR Lo T

JVBB iR § I H il B 5 O FEBLFIE N O & 2 K 2.7.4.5-25 1277, B ME
HESL (2710 —F) ORBEEAL, JLV NV~ HCTT I BRI TEN- T2

[9/74 f5 (12.2%) . 1/62 #] (1.6%) 1 . Z'L—F 3 LA H 5 H i B 355 0 38 5 E|
Ak, WERERETRERICE» 72 (14%, 0%) , ZL— K 4Ll EoFEgx, mEEREE
HIZRO N7,

WD DOIRBRIEDO FIEIZE S 72 M BEHES L, WEGHE LIZRD LR o7,
BHREOBRGETICEST-HEEZIT, 7LV~ TEETIE 2/74 B (2.7%) 1IZHBLL,
T RARBETIE R ol TAVISTEETIE, TAVNS T OEGER (FHIEH)
WZESZ7 LV —F 1 OFESE (R b—<Hii) 2 1612, 7 5 3b~7 KO FOLFIRI J#
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LY3009806 2.7.4  WERMZ M
AT LY EREERER G - B

HEOTRTOEROREHER (FHHEH) ICE-727L—FK 2 0FEF (A h—<iil
i) A3 1 BHSFHBL LT,

% 274524 HIMREEESH (Pooled AE term BT PT) ORIRFIZKRVEES (XM
WRRER : BAAN) (JVBBRER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=74) (N=62)
n(®%) n(%)
Pooled AE Term || C0led AB Term ws | ona las | ™ | as | ooa | s

HohE Preferred Grade T. T. T. Grade T. T. T.

Term
HH 1 B Bleeding / 43 1 (1.4 0 0 19 1 (1.6) 0 0
hemorrhage (58.1) (30.6)
events
S I Epistaxis 37 0 0 0 15 0 0 0
(50.0) (24.2)

122 PN H 1 Mouth 7 (9.5) 0 0 0 0 0 0 0
haemorrhage

TP o, Anal 5 (6.8) 0 0 0 0 0 0 0
haemorrhage

Ah—<¥# Stoma site 5 (6.8) 0 0 0 1 (1.6) 0 0 0

1. haemorrhage

. Haemorrhoidal | 3 (4.1) 0 0 0 1 (1.6) 0 0 0
haemorrhage

it MR 1 Conjunctival 1 (1.4 0 0 0 1 (1.6) 0 0 0
haemorrhage

IR Haematuria 1 (1.4) 0 0 0 3 (4.8) | 1 (1.6) 0 0

B2 H I Haemorrhage 1 (1.4) 0 0 0 0 0 0 0
subcutaneous

AE R H Oesophageal | 1 (1.4) | 1 (1.4) 0 0 0 0 0 0

il varices
haemorrhage

MR EE H i Pharyngeal 1 (1.4) 0 0 0 0 0 0 0
haemorrhage

SEBE Purpura 1 (1.4) 0 0 0 0 0 0 0

AL i Post 0 0 0 0 1 (1.6) 0 0 0
procedural
haemorrhage

e HH afin. Vaginal 0 0 0 0 1 (1.6) 0 0 0
haemorrhage

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: sjpnsiae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_13_sum_ae_tesi_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE
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LY3009806 2.7.4  WERMZ M
AT LY EREERER G - B

%+ 274525 BiEHMEESES (Pooled AE term XU PT) OFRBRFABRUVEE (L
HEAARER : BAAN) (JVBBEKER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
B EFGIEHIHL ) (N=74) (N=62)
n(%) n(%)
Pooled AE Term || 0014 AE Term Ay | s ana | ans | A | ans | cea | s
HohE Preferred Grade T. T. T. Grade T. T. T.
Term
HIHHIM S | Gl hemorrhage 9(12.2) | 1 (1.4 0 0 1 (1.6) 0 0 0
% events
JIL P o, Anal 5 (6.8) 0 0 0 0 0 0 0
haemorrhage
. Haemorrhoidal | 3 (4.1) 0 0 0 1 (1.6) 0 0 0
haemorrhage
AE R H Oesophageal | 1 (1.4) | 1 (1.4) 0 0 0 0 0 0
il varices
haemorrhage

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: sjpnsiae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_13_sum_ae_tesi_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE

2745476 HILEZFAEERER

JVBB Bk H AR NS T, 1BERHE & O R SBRZ D72 0 H L 2R ALBEES D%
BUFIE e ORI G % 3% 2.7.4.5-26 1T~ T,

HILEBIEHEERIT, T LAV~ THO 1774 51 (1.4%) ORIZR DB, TR
HCTORBIIR o1, TLAVNSTHETHEICE > LB RIBEEFELIIRD 5N
o,

7 avn=7iokns GnEEs oo iz rr—1r 4 oweE L
HEGNEI L, FFERICONT, 5 2.742.1.66.1 HIZRHEHT D, /-, Yk
DFEM 72 E A2 R 2.7.6.4-28 (k) (TR T, SEBRE OHEIEZLEESES GHbE
ZEHL) IZHOWTIE, 7 Ay~ 7 EORBEKITEE ST FOLFIRI ik Kk IRRF
JIg & DR FBHRILAE E STz,
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LY3009806 274 FEIRWZ M
AT LY EREERER G - B

3+ 274526 Bt ERFEEESR (Pooled AE term RU PT) OFBHHBEVEE (R
SHETNERER : BAAN) (JVBB&HER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
B EFGIEHIH ) (N=74) (N=62)
n(%) n(%)
Pooled AE Term || 0014 AE Term Ay | s ana | ans | A | ans | cea | s
A Preferred Grade T. T. r. Grade T. T. r.
Term
WAL ZFLB9#E | Gastrointestinal 1 (1.4) 0 1 (1.4) 0 0 0 0 0
4 perforation
THALE 22 L Gastrointestin | 1 (1.4) 0 1 (1.9 0 0 0 0 0
al perforation

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: sjpnsiae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/L.Y3009806/CRC_JCTD/Output/a_274_13_sum_ae_tesi_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/L.Y3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEEE

2745477 S oMmELDAFALEESER
JVBB B A AR NEMTIE. 9 o ML AREEEFRRITZRO bR o T,

2745478 RIGARERESE

JVBB i H AR NEFITO, JRBRIK & o KR BILR & [ o 72 W AIHE TR I 5 0 F BB HK
FOEIEZR 274527 ([RT, AUBIREREEIX. 753 0~ T8O 2/74 5l (2.7%) O
B THBL LT,

HANEMN T, WIFNLOBBRED Ik TG EFIZE - - AGIEBEE LR O
LN o T,
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LY3009806 274 FEIRWZ M
AT LY EREERER G - B

3+ 2.7.4.5-27 BlE A% EE (Pooled AE term BT PT) OHFIBHHBREVEE (R
WRRER : BAAN) (JVBBRER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
A EFLRIEBLHIE) (N=74) (N=62)
n(%) n(%)
Pooled AE Term || 0014 AE Term Ay | s ana | ans | A | ans | cea | s
A Preferred Grade T. T. r. Grade T. T. r.
Term
B TEH RE Healing 2 (2.7 0 0 0 0 0 0 0
complication
B R Impaired 1 (1.4 0 0 0 0 0 0 0
healing
Pl Wound 1 (1.4) 0 0 0 0 0 0 0
dehiscence

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.

Source: sjpnsiae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/LY3009806/CRC_JCTD/Output/a_274_13_sum_ae_tesi_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIHIEE

2745479 i
JVBB ik H AR NEMTiL, EILITERO 5o Tz,

27454710 HAT-L2/HEE

JVBB Bk H AR NEHITO, JRBREE & DR RBER % [ b 2 WA 2/ TR 0 F8 Bl
B OVEIG 25 2.7.4.5-28 IT7° 7,

A4/ RS (BRARGERBE & ORI AR EHOFS, £7 L —F) ORBHEE
X, WEGHETREECTOH 72 [T AL~ T8 11774 61 (14.9%) . 77 BREE 10/62 f
(16.1%) . LAFRENE] .

7 L— R 3 OFRE/ RS EEARER B X OBR R A ERE O FS) OFRBEIS
X, WG RECRERICIR o 72 [7/74 1 (9.5%) . 8/62 B (129%) ], Z'L—K 4 X
X5 OFEZITRD N7,

B R B O FF A2 HFRE (1 UL Lo BERERBEEE S, 227 L —K) O%3H

B XMW SR CRBRICIER > 72 [3/74 B (4.1%) . 3/62 5] (4.8%) ] ., ZL—F 3D
HHORBLHET, MEGHETR—CTho7c [3/74 i (4.1%) . 3/62 fl (4.8%) 1 ., 7
L— R4 TS OFEZITRD L NR D272,

AR R A EREEOF AL/ HFHEE (1 L EoRKRE#BEERSR, 271 —R) @
FHEEIGIEL, WG CRETH -2 [8/74 i (10.8%) . 7/62 # (11.3%) ] . 7L —
R 3 OERBAMBEEOFROFEHEIG b, G TRMRICEI T2 [4/74 B (5.4%) |
56261 (8.1%) 1 . Z'L— R 4XL5 OEGIIFEO b7,
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LY3009806 274 BRIRAZ 2N
YA T NP R G - )

WPFROTEEGHETH, A2/ HEEDIE & A CIREEERZ DT, TR RAEE
DFH) ICHEET L EGETH T,

WD DOIRBRIEDOFIEIZE S T2 PR/ FHEEITFEO bikinole, FL3L~T
XF7T 7 ROBREERICE TR 2/ HHREZ BB L -HBREIX. FL50 0~ TR
T 17461 (1.4%) . 7T BHRBET 1/62 4] (1.6%) T ->7-, FOLFIRIFiE (1 AILL L)
DEGEEFICE - ZFARE/ FREEZ BB LWHRE L. 753 0~ TEETIE 1/74 61
(14%) . 77 R 1626 (1.6%) TTH-oT,
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& 274528 FTr£ / HEAGOXRFABEVEIE (REUBTHRER : BEA)

2.7.4  WERMZ M

(JVBB #5&)
Ramucirumab + FOLFIRI Placebo + FOLFIRI
B EFGIEHIHL ) (N=74) (N=62)
n(%) n(%)
Any Any
e Preferred Grade Gr. 3 Gr. 4 Gr. 5 Grade Gr. 3 Gr. 4 Gr. 5
Term
A4/ FFH | Liver injury / liver | 11 (14.9) | 7 (9.5) 0 0 10 (16.1) | 8 (12.9) 0 0
failure
Patients with 3 (4.1 | 3 4D 0 0 3 (4.8) | 3 (4.8 0 0
>=1 clinical
term
Patients with 8(10.8) | 4 (5.4) 0 0 7(11.3) | 5 (8.1) 0 0
>=1 laboratory
term
Patients with 8(10.8) | 4 (5.4) 0 0 7(11.3) | 5 (8.1) 0 0
only
laboratory
terms
Fife PR A bR B Clinical terms
FAR4a Hepatic failure | 1 (1.4) | 1 (1.4) 0 0 0 0 0 0
AEH-S - TE Jaundice 1 (14) | 1 (1.4) 0 0 2 (3.2 | 2 (3.2 0 0
THIH cholestatic
AE R H Oesophageal | 1 (1.4) | 1 (1.4) 0 0 0 0 0 0
il varices
haemorrhage
SRR E Liver disorder 0 0 0 0 1(1.6) | 1 (1.6 0 0
EEAR MR A B ESE | Laboratory terms
TI=TI/h Alanine 5 (6.8) | 2 (2.7) 0 0 1 (1.6) | 1 (1.6) 0 0
TUART = T— aminotransfera
BHE se increased
T ARTX R Aspartate 4 (5.4) 0 0 0 1 (1.6) | 1 (1.6) 0 0
TI/NT AT aminotransfera
=7 —EHIN se increased
v =LAV Gamma-— 4 (5.4) | 3 (4.1 0 0 6 (9.7 | 5 (8.1) 0 0
N AT 25 glutamyltransf
—Han erase
increased
meevrey Blood bilirubin | 1 (1.4) 0 0 0 0 0 0 0
BN increased
EEULE Hyperbilirubin 0 0 0 0 1 (1.6) 0 0 0
SiE aemia

Abbreviations: FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = Grade; N = total population; n =

number of patients in category; TEAE = treatment—emergent adverse event.

Note: Patients may have experienced more than 1 event term.

Source: sjpnlae.rll

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-

Program/1.Y3009806/CRC_JCTD/Output/a_274_53_sum_ae_teliver_jppop_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas
Data: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/data/jvbb/ads

Date: 20 HIEHIEE
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LY3009806 2,74 ERIRAIZ M
P A T L ERER (R - EE)
27454711 wAIH4E®RBEEREEERE

JVBB#BR H A NE D7 7 B ARBETIL, 7 L — N 2 O A EMIERE GRS 161
wemEE s s cxEL. BEEasERg L amEnE, BUEFROBERE
52742161 L1 HIZRT, WT I OIRBRIED FIE T HEET X2 o7z,

27454712 MEMHmMEE

JVBB B B AR NEM LR T U7 NEMTO, 1RBRIE L ORERERZ b ViE
PERTE BB O FEFRGIR R OB %3 2.7.4529 1057 T, H RN T O RVEPENGZE B O FH
B AL, MG CRERICE -T2 [T 23~ T8E 1746 (1.4%) . 77 BREE 3/62
| (4.8%) 1 o WilgRLISND 2 HRPHEERFGERER B I,
TLVNRTRETIE, Z7V—F 5 OMBEMEMEED 1 FICEBL, FLL~vT LD
KRBIRITEE S e o 7o, MEMEMEEFMERSOHER R L Z0RiEE L TIC
ZNCAN

7T REETIE, 7Vwﬁ2&03wﬁ FVERR RS 1 HNCRB L, Wi,
BBHYEMICL Y, IBRIE (7€) LoRRBRIIEEINR 72, Zih 2
Billz mf%ﬁgﬁm A Z B2 O ER R4 &% L FIZRT,
77?$#Tﬂ\7v%F4Xﬁ7V%F5(%t)®%gﬁ%%$ TR B L7 D

>77,

%= 2.7.45-29 & 4MEE (Pooled AE term R PT) OHEIHIM R VEIE (LM E
HRERER : BAA, BERZBRCE7V7) (VBB HER)

Japan
Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=74) (N=62)
n(%) n(%)
Pooled AE Term | Pooled AE Term
) Al Ges | G | ors | M | a3 | Gra | ors

FEARGE Preferred Term Grade Grade
R Al £ Interstitial lung disease 1 (1.4) 0 0 1 (1.4) |3 (4.8) |1 (1.6) 0 0

fifilige Pneumonitis 0 0 0 0 1 (1.6) 0 0 0

R At £ Interstitial lung disease | 1 (1.4) 0 0 1 (1.2 B.2)|1 (1.6) 0 0

East Asia (excluding Japan)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEFLHILBIE%) (N=27) (N=31)
n(%) n(%)
Pooled AE Term Pooled AE Term
) Ay olGes | Gra | s | MY | Ges | Gra | Grs

FEAGE Preferred Term Grade Grade
e i AR Interstitial lung disease 0 0 0 0 1(3.2) 0 0 0

L2 Pneumonitis 0 0 0 0 1(3.2) 0 0 0

Abbreviations: AE = adverse event; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil; Gr. = grade; MedDRA
= Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in category.
MedDRA Version 17.0.
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Sources: sjpncten.rll, sjpncten.rl2

MR G R B S OB ER % JVBB RBRIAHRIERSEE (5 53.51.13H) ©
Table JVBB.14.3.2.1 |Z/R 7,

FEREIR TI. FEHNFHE R D TV ME R B RYSE it R AR & OB IS ME I R 2 v 2 v D
EAEE L, BT nb 5, oo, JVBB @ <IN -
PRI & B RV ERI R BRI E B 25k L. EELMEMMEEEZRME Sz B AN
DHERE DITxE L, ZWr O, @A&%/@ﬂﬁ%ﬁoko

T, BARANDEEBHRE Z2xtRic, MEEMEETMERESOMNAMHEMEIC X 54
ERERE BRI E BT D,

Nl
RV MRS (7 L—R5)

o Pumorsan GmEEs s - EE GoEm) RONERORE
o oTe, H 119 A 27 )L Day 15 (JRBREE K Y FOLFIRI &1L DO 5-BRIG DK 5 » H
%) 1T, BREFEIZ L —F 3 ORNEE, 7L — R 3 OMEEMERER S L—F
1 OEBRIEEZFRBL Lz, ABith, 1~3L/0OBBEWARDNAT B A KL 2L
BdA L7z, Mo CT I CRIEMMER ORISR bz, & 11 %A 7L Day35
Colf 4 1 A 30 A) 12, F A2 v~ 7 KUY FOLFIRI i & 0 B 23 65 7 C© & 97
ﬁ%@%%i%bwtw KB ERIE L, 20 1 5 A%, HIEEEOE[L %
BLTo, N=Y A7 ORMXEOES, HERGOHEICHEMEMESEICE L, &
EMLEL STV D03, 2 422 HiZ, ZiaEE LT =Y a~Tokb5%
Bk L7, 3ﬂ¢@\ﬁgﬁmr%#ambto 3H 23 H, #EHE
MR RO DT Lz (FL— K 5) , BIEMEZEEGEMmE B2 045
BT, ﬂ$151<§%0>ﬁﬁ%ﬁﬁi£%ﬁ§E@%E%%Tf&b<>7tfqﬁ5ﬂtliiﬁ%ﬁ¢ U v & FR
L7z, £7-. IRBREIR T Ic 9 THRBL L 72 VMR BUX, TRIRIC X v [EE A
B, KL-6 (7 /ALFESHTUR) HIEFITIE T LTy, =IRRIZ K 0 SuHl
HAL L, FEICE ST A RBMEDN B 2 LD LGl i 7o, MEEHBRTT OFEM 7o fkim &
#2.7.6.4-28 (f+§%) 127,

7T AREE
FEPEMIR R (71— R 3)
o P monkrmn (wmErEs s ovwmE. e g g R
(COPD) K OISR HEDFIEIL 2 o 7o, BEBREICIZ, — R E L TRV A=
7 & O FOLFIRUgEE 3 e - s i, 2048 5 A 8 AL & 594 7 v othmrds s
Ihic (EEEGThoT) o IRBRERGHED 72 H: (R &E S50 17 H
%) . BBRE D SpOy 1X T6%IAK T L=y, B RARFESHERIZ /e 0y o 72, ST
J X B & OB CT % 9kt L7z, BB CT CHAM R VA EZEIZOFEAMEDT Y
BT AEREE K ORI, ERKERDT, BEERESR (FL—F 3) OO
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LY3009806 274 BRIRAZ 2N
YA T AV RTER GEW - B
e, AT aA REOHUAEMEORG 250 Ui, M X #RCRVE MR BIXSGE
L. PERCIREE & 0038 U 7o, MIEPERTE AR U 7o, VRBRHL S A, A5 (H
EPERER) ARV F— by T AL ORREBEEGE LN, ARESNE 5 3
AT NVRIZHBLL, MMOBERIT RN oT2Z b, RRE (F78R) . 4V /7
A KO 5-FU L ORRERESEET. KERLBRFIAE ORREKRES
Too Fio. BIEMERMEBFIZE B S I1IARE G 2 FA M M E %R B & 2 ﬁb\%w
IR & LT,

FUEMERR S (7 L— R 2)

o Shmonsanrt gmEEs 23 cre B 449 mgaL) wxv | &
10#47»@%%%&5(Hmmmﬁﬁ%ﬁﬁ)ﬁﬁﬁﬁ%éhKOW%%i Jiti
ROTZDITHREANLE LT, BIRRAE, X8 SCBR A K ORRIR PRI 2> 5 0B 1 i
R SNTAF R ERPE R 2% 1375 Eéﬂto%ﬁ$%f$®ﬁw®tb\3A7%%%w7
L R=yuarF NI vAKRORLRT7axh Kok b 2 L7E, X BRg
T, MiRkOBERDFED AL, PBRF ITREE U, [V M BT R & ]l S 7z,
77 AR KLU FOLFIRI AT IE Sz, FVEMEMZEIZETE Uz, 1RBRHE Y EA
XL AREG (HEMEMKRER) LB (771 AR) LT FOLFIRI #ik & DR REMR
EEELRDoT2N, KREZREERTIAE OREEFRETE LT, £7-. BB
PREFNZE B id, AFG A AR YNGR & 20 L, i3 & L7,

27455 EWHEEEA

WM AEEARBR (JVCB #BR) <TiX., FOLFIRI EE LTA Y /T h &2 AN,
FOLFIRI JIEZX BHM T T Lo~ T LG Lz, ZL30~T1E AV )T
B OV DR SN-38 DY BN BB L KT T Z Lo T,

27456 bEYR R UMRELEF D5
7 L= 7 ORERRER TITAER T SUIRA P O L2 BRI Lc /oo, FIHATRER T

27457 BELRS

55 1FH IR ﬁ%(n®Mﬁ%)f T L7 OB 1 [EIEE O MTD 1% 13 mg/kg &R
E ST, 2B 1 EHE SO MTD 3R E S 2o T,

BRAZ2BER G OLEIT. BOONTEAEREFRICH L C—RRIRRIELZITS
EMMYITH D, T LAV T ORMBERGICHTHUEIIAHTH D,

27458 EWELA
ML,
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27459 BERERRERUVRBER
ML,

274510 BHIHEEGZRUERIZEICHTLIEE

RIFFE b AEE

EE

2.7.4  WERMZ M

B B HE S L OB ERIEIC 92 T A b~ T ORBIIRO b hoT-, HEHE

i Mo OBEAR R (2 BN 9~ 2 BB 53 L 72 v o 7
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LY3009806 2,74 ERIRAIZ M
P AT LY AR RS - B
2746 THR&ET—4

T Lb= 7E AT ST RIS D B R G RO REE L LT, 2014 4 4
A 218 (HEREAR) (KETHD TRRZESG Lz, T, EIT TS I
KT H87 U H XN LAY, T XITEBEIE NS CH TS FeE X %k
NEDOPFRE G OMIE T, ARERSLTWD, HARTYH, 20154 3 H 26 BIZ IRk
RHERHELT - OB OIS CARREZIUG Lic, BBMERE - BRI O T, K
EH, EUZIZU®ETD 5 OEIHIRTABE LG LTS B 1.6.1 HSHR) . 2B,
2016 - 1 A 31 HBE, T X TCOMESEAEDLE T, HAZE T 12 OFE I HIK THGE
Bf&ELTWD,

27461 THMNRLMURFME (Periodic Safety Update Report : PSUR) ./ EH#iH)
R3xT 4w k- 1)RYEHEERE (Periodic Benefit-Risk Evaluation Report :
PBRER)
A—=FA VIV — TR B_=—F ICH E2C #XUCAIV . EHIN 2 M ci s
#  (Periodic Safety Update Report : PSUR) /I~ T ¢ v b« U X7 3Ffli#R &
(Periodic Benefit-Risk Evaluation Report : PBRER) & L CTHRE L 722 K OV Ot S HE
T—AETHLTND (FS53.6 HSHR) |
7 LYV~ 7 O —RElO PSURPBRER (I, EHEFEEH THD 2014 £ 4 A 21 H2 b
2014 4F 10 H 21 HOMAELRIZE O, KE TOPBEFKRREOWESTH S, 7 vk
U IV URER LT T FFRANT L DAL P RERAT TP U HETT 5 12 RE B O H AR
D AV LT UM D B XX BB S W RE 2 510, BHAITIHER LZBED
BRIRIEH 2 24 L7, 20144F 10 H 31 H £ TITKETT A3 b~ 71 5,724 g BIRGE S
e, R EOMEAE bR REEND RN ENLBEEREHET L LITTE
mhole, TNORBEFE~OBEEMLPEIZIL, BREFR_XXT7 4y - VX777 7y
ANRHELI, VA7 E/MEROBMBIEIZZ T TWRhoTe, ok, H—EO
PSUR/PBRER DA 6 G T, L aMEDHE N ORIE LIHEIX o7,

7 LV~ 7 O H O PSUR/PBRER (5 5.3.6.2 ) Ti, EEHARTHD 2014
FA4H 21 H25 201544 A 21 HOM KON 2014410 A 22 B 5 201544 H 21 HE T
OFEMMICEONTBREREEN LT, 7LV ~T7ORGERITH ZLIZEH LT
WhT2, RFHETIXZ 20144 11 A 1 B2 D 20154 4 H 30 B 2§t & L7,
20154F 4 H 30 HIFR T, 7 A3 b~ 738G 18,958 g¢ CK[E 16,849 g, KRJN 2,109 g) 7%
BRFEE N7z, 20144F 11 A 1 H225 201544 A 30 HOMTIZ, T30~ 71113234¢g
CKE 11,125 g, BN 2,109 g) 2RFE ST, 72d, HRE OB AH G 72 <, iR
WHIRNZ LD, BEREHET D LT TE o7,

% Al PSUR/PBRER DAt R MM T L 2MEDBH ) bR E LI HE X o 72,

LLE XY AT OIS B )3 2 B 5 U337 U 2 v L oS
R, K& OEAT XUTERB IR NI o695 ReE 2 e & ot HikERICEKIT 5 7
LI NI LT, BRI 4y b VAT TaT7 7 A VRGELI, VAT &N
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LR OEMENVE X 2o Tz, o, KFEMNSHYRPIZRO N T AV v~ TEEIC
BIF2DU AL, KHFEENGEFR LIRS FAETH -7,

T LV~ 7 O =E O PSUR/PBRER (5 5.3.6.3 HH) Tik, 2015 4F 4 H 22 H D
2015 4 10 A 21 B £ TOMEMM R OCEERAER TH D 2014 4 4 H 21 A5 2015 4F
10 A 21 HOMICHEONIZBRERZEH Lz, 75V~ T7 ORGERITH I L ICEFH
LTCWAH7), KFHAETIE 20154 5 H 1 B2 5 20154 10 A 31 H 2 HE5 S/ & L
72o 201545 A 1 HH 5 20154F 10 A 31 HOMTiX, 7 A3 /b~71% 31,983 g BIE &
L. 7100 NOBFICEE STz, 2015 4 10 A 31 HRFR T, 7 A3~ 71385
50,941 g ERIE S 7, 201545 10 A 31 HE TORBRGEE L OCEE M E £ 2.7.4.6-1 &

O 2.7.4.6-2 12T,

£2746-12015F 10 A 31 BETOMEBC LD ERBRTEHRUEEHR

Region Sales Ex-Factory Estimated Patient Exposure
(milligrams) (Patients)
Europe 10,923,900 2500
Japan 6,675,100 1100
United States 33,342,400 7800
Global Totals?2 50,941,400 11,600

a Totals may not sum due to independent rounding.

#£2746-22015FE 10 A 31T HETOMNRE - IR CEDRBERFTHEVEEH

Indication Indication Estimated Patient Exposure
(Patients)
Digestive Tract (Non-colorectal) Cancers 7900
Non-small Cell Lung Cancers 3000
Colorectal Cancers 600
Totalsa 11,600

a Totals may not sum due to independent rounding.

% =[] PSUR/PBRER DR Fe7n B HEFT UM B 8 (b3 2 BB Bk 33N
7V Zxt e o iR, 1T XTEBMEIE NI E IS T 5 R 2Ll o
ORI E G-I, K OELT U RS NG 98 (2 %F 95 FOLFIRL & O F R GRHIZ BT 5
TLIUNSTIZH LT, BRIFR_XRT7 4y s VR T T 7 A AVBHELIL, U AT
IMESR OB E X220 o7z, Fio, AHEMGHE T ICRO NI Ly~ THE
IZBITF DY A 71%, RHEGERPOEF TR FARTH 7=,

27462 BRIZBITFAZHHEET—4
274621 REMTEHHRSE
ARICERT o filkiE T — 213, ZetEmEE GIASMIM « 5B—M 20154 3 A
26 H~20154-4 H 21 B, 201544 H 22 H~20154 10 H 21 H) & LT, %7
L7c B2k N2 OMB#ET — 2 2 EH LD (5 5.3.64THL UV 53.6.51H)
ek, BoFEFAENSGHB TIIARIZENWT T AV 73RBS TW R T T
W, FFRTREWE I e o (B 5.3.645H)
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BRI A T SRR (55 53.6.5 H) HIZIE LT R TORERS GEVEFIXER X,
JEEEER 2 ETe) I2OWT, EFRL Y 27 FHEEE (2015 4 4 A 30 BH#EHER) 12
HoSx H£RERMAE27463DEBVE LD,

5+ 2.7.4.6-3 ZEMHRABIERH OEE KR

REMERFE \ EAGE | mE+ | kEE

HERRFEINTY X7

B R i ZE AR E SO AR 2E 1(1) 0

(1 %/1 14)

R I A ZE AR JE A2 SiE 2 1

(4 151/4 1) it B R o A 1 0

Infusion Reaction A EE S KIS 4 24

(27 %1/28 f51])

THILE 22 4L THAEE 2 4L 4(1) 0

(10 il/12 1) JE 2% 3(1) 0
H 7 1L 2(1) 0
5277 AR ! 0
5 % 4L 1 0
INCERD I 0

HH 1. JiEE i5s HH i 6(1) 1

(39 f/46 1) Jibd £ 1fi 5(1) 1
AL 1 4
A W H i 4 0
PR HR I B 0 3
78 T 1L 4 P O [ 3(2) 0
i 1ffy 2(1) 1
iR 0 3
i 0 2
{5 P 0 2
HH o i e = 1 0
i IS A i, ek 1(1) 0
I H 1. 0 1
5 H . 0
W& I, 1 0
i, I 0
F T 0 I
YLBE 0 1

IR RE i ER R E I ER SR> 26 29

(111 /125 f2) 1 BR IS JiE 16 23
FEEWVE LT Hh BRI JE 14 0
I i BRE e 3 6
) Iim ER ek i 2 6

9 o ML A4 IDARA 2(1) 0

(4 511/4 1) 7 0 2

RIETE B A R 0 1

(1 %71 14)

JE L 3 Pt 4 1

(1 %71 14)
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LY?3009806 2.7.4  FERALE 2
YA T BT GRE - )
BEMRTFE FAGE HE* FEEE
AT A5 1R M — 0 0
(0 /0 14)
& IfE o2 I 3 38
(49 fil/51 14) mE -5 1 9
B H R R H R 1 25
(29 $il/29 1) PR & (B 0 2
F 7 v —VREER 1 0
BEERBIENY 27
P, AR 4 ek 2
(13 f5/16 1) JIF AR 4 2(1) 0
JHF i 0 2
% RE fr A L 50 0 2
JH A e 1 0
SEW TR ! 0
JIT 2 1 0
JIF R B 2 0 !
=YL v E 1 0
Y 1 0
EYF 5 - Wi ke 1 0
A R
ML | — | — —

[1CH [E B5 = S FAREEE B AFERR(MedDRA/I)] Version18.1 (2555 <, Lilly Safety Database 7> 5
DT —ZHHIC XV IER LTz,
* o FRIMNIESEC O xR~ T,

55 IR A G IR L 7o R - AR ENEH 23K 2.7.4.6-4 (TR T,

F 27464k - EERFER—E

BIVEA % DRELH YAEEAT
B RIRS FHAFE HA 8 3 R 8K
[ IR 1
JYLIE J5 L OVERAE UE —

Jii 9% 3

B, BSOS R OB AEY (3 e 2
L O D — o A e) TN A A T

R £ XY o ST Al ;

T T R IS PN R[] 3

oy R E T T 4T % — R 1

TR L O E AR 1

BRI RE 1

fohoR i A S e I

B R I

UL B R K OVEhRRE F L P Al £ 4

RN 1

M 1

JH 28 1

AN 1

R nis 5

AR 5 - i I
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Rl VE % o fEkE 2 SR BT

BEBIRSE EAGE BRI S5k
S TR 1
B R 35 & OV T LA b S IALBE 1
B35 L OVR IR S F 7 v —PIE R 1
[ZE 1
— i - AHREERS LU 5 EM Ok g e AL 1
AR 3
B hak L OYLE S BHE RILTE 1% BEL R L 1

[ICH [EBR [ 38 F FE4E B AZEI(MedDRA/J)] Versionl8.1 (255 <,

5 IR A R I CORNWER < JEYYE R & OV =8l PSUR/PBRER (2SN THAS
PR L7 R, EhIC e EEE L EL T I ReeT e 7 7y A VOER
7o tz, T, AREMNBYMTICRDO LN T LAV~ THEEIZBITS U 271X,
ARHFEREN S ETIX 2L AR TH o7,
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2747 {8

BR

7 2.7.4.7-1 AFEICE END PT —E

7% 2.7.4.72 FRlZEH T REAEFL THUZ Pooled AE term

#27473 F LN~ TEHTORBEEN 10%L EOF LA A~T LS TR
EDORREAREDETERWAEESRES (PT) OFRIFIE L OEIG (et
AT RIS 4E)  (JVBB #ER)

# 27474 T L~ TRETOIRBEE DY 10%LL_E D FOLFIRI ik & O K R4
REBETCERWEEFFES (PT) ORBUGIE L VEIG (LRI 5R4E
) (JVBB i)

7 2.7.4.7-5 BBIEIG S 10%LL EOIRBRIE (T L v~T /77 |R, I LFH
%) LORREARERE TCERVWAEESRSR (PT) ORBIFIELOHE (XL

EVEAT R RERM)  (JVCB, JVBH J2 O JCDB i)

#2.7.4.7-6 FHENIED 10%LL DT LI N~ T I 7 TR EDREEREEE
TERWAEEER (PT) ORBLHIEIL OEFIE (LM< 5 4EMH)
(JVCB. JVBH }; O* JCDB ##)

7 2.7.4.7-71 BBLIEIEG D 10%LL EOLFHEE L ORRBEREZBETERWAERS
(PT) DOFBUGIE S NEIG LRV S4EM)  (JVCB. JVBH XY
JCDB #5#%)

274781583 (7 L v~T7 /7 FAR, NiX FOLFIRIFEE) & ORER
BREDBETERWRHTCICESTLAEFEFRO & (ZRVEMHT R EM)
(JVBB i)

# 2747918 (T L V~T /758K, it mFOLFOX-6 &) & DK H
BRAEGETCERVWRHTCICEST-AEREGO—E (LMt G4EH)
(JVBH & 5%)

# 2747101883 (T Lo ~7 /7 Z&AE, XX mFOLFOX-6 #%i5) & DA
REEREBTECERWRHEICE A EERD G (RIS 4E
) (JCDB #5)

F2TAT-1VIERHE (S LV V~T /758 R) L ORBEEREGETE RV
CIlE - HERFLO—E (BTt 4EMH)  (VBFRER)

7 2.7.4.7-12 155K (?A//l/\?7/77"z‘]‘ X% FOLFIRI J#1%) & DKIFE
REGECERVWEERAERSE FHCICE-TAFEFLER) 0—&
(MR RIR4EMH)  (JVBB uit%ﬁ)

7 2.7.4.7-13 155K (7A//u<77“/7°5Jzn“‘ X% FOLFIRI #1%) & DKIFE
REGECERVWEERAERSE FHCICE-TAFEFLER) 0—&
(MR RTREEM)  (JVCB .ﬁﬁ)

# 2747141883 (T v ~7 /7 Z&AR, T mFOLFOX6 #ik) & DA
REREBETERVEERAEFRR FECTICE-TAFEFRZR) ©
—B (LM crg4ER)  (JVBH #ER)

7 2.7.4.7-15 15838 (T Ly v~7 /7 ZkEAR, XIid mFOLFOX6 #%) & DA
REREBETERVEERAEFRR FHECTICE-TAEFRZR) ©
—B (LM xrg4ER])  (JCDB #R)

#2747-16 168K (T L NV~T /7 F78R) LEOREEBRETECTERVE
BRAERER ECTICESTAEFRLRL) O—&H (LeMMirx55E
) (JVBF itBk)

£ 2.747-17 BBEOE G AT (LM, BEUIKRE) ITESTAEFRO
FELGE L EE (PT)  (KetfEtrdg4£:8)  (JVCB, JVBH XU
JCDB #5#%)
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YA T LY REEIR (R - EE)

R2TATAHEBEBICEETNEHPT—E

HET/EDIAHE Preferred Terms (MedDRA J / version 17.0)

i3 M. THEHM. FREEYE. IH5%%m. THbasdm. IThsm

S=diin Zi, ~~ r27 Uy Mg, ~EZ vl KEaREE I,
R i R

I 57 HEE. 9% 97

BBV LE v E M e U e, e YL CiE

B vy T MiSE M B> NI, &V U AUE

IS RENIIR mr Ay o L8N, &Y U AME

B~ 7320 ALE M~ 272 o AN, m~ 7 32T AME

w7 U U A E

s b U oA, &)Y U AIGE

i U P

i D N, Y SRR e

BT V7 I e

7T A, IRT VT I ME

&AL v A SE B v w Mg IRV AE
KAV 7 ALE s U o A, K Y v AIE
K~ 7" %> v A fE <7320 LA, K~ 7320 AUGE

K7 U U AlfE

M7~ UL, KT Y 7 A E

KU e

i) A KD S RRILE

s P ZE HGEHIE, B, KRIGHAZE, /NG
F 1 BRI iE A BRI E A o BR E ek
O 1 2E SR L TEZE, D RE

—a—na/NF—

AMZR =2 —n T = BRE SR = o —m X T B
&, RERAE . MR, BEARE ORI, MR, R, R
M= 2= N F— SRR, R = 2 —a " F— L3
Za—nAF— EEREE, BEHK BEHREE, hEt=
— 2 )N F—

B BRI E FERLERIIE . 4 HERIMIE A i BRE )

W5 PSR, TR —VEEER, KB, BUEKIIERE . B, KB
MR, BIMEE, & MWRE, SRS, SRR LB IRES
DEAIVERIE . ISR . BB BB IERZ. £ 9
FEVERZ . IRIEIEROE . IR EE . SRS

Bre B, BB AL, BREREE

i /)N E i/ NRES A R E

SRS HRZ . EBIREERZ
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FT27AT-2HITEEBIREFEEFEZR THL Iz Pooled AE term

Pooled AE term ®IE H Preferred Terms (MedDRA J / version 17.0)
R, M i 2% R O F AMERIEREEE, 7 L —MRIEEE L E R, 7L F—

PERARE I, BEIEMEMISRUE 3CJe ., BEFEMERARE I, [ R
BEME MRS . BEAFERERVERI S . AP FRERMENG 2% . AFmAER
HN - FRIRIEMERE . AIAUE SR, EATIESLIRBRMESE . Re SRS
PAEMERE, FRRMEMISRAEAE . IS0, MM 2c, MR, Mkt
MERE, Mo, Mimik, My, MilaE AiE, PHEEMRE
A SR X DGR, BRI AS . B SR R

SE. BCHHRRIERE S Rab@de, 1S MEAFERERYEMIZE . i B Sk
fibEsE, 7y RAXAF v —fEffE, Yrvadf F—v X Ry
v I A A IWIEERE., T o AR ERIE. UV o ~F

fiti, U BB ERE, L— 7 ANl . B DA PHE .,
fb=erE 2, BB LR, KBV €T U v 7, VLM 50 E
ERE, SVERRE., WEEIVEZRBIRE . PrE kB RIEmEAE,
RPERTR B, B PR LAERT, ZFME R &ML 5 WIEIEE, Af
Povad R—T A M IEEEOR, Ml e, MidfBeekiE %
FE, IRRERE . WREGERE, WA R BRI ZERE, i i
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R2TATI3SLVIINTITHEHTORRIEN10%BULEDSLUIILT IRIETSERED
HEERZEECETHVEASZTER (PT) OXRFIMRVEES (XEeUBARRER)
(JVBB E&)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=529) (N=528)
n(%) n(%)
PR IPNG | System Organ Class
. Any Grade Grade>=3 Any Grade Grade>=3
FEAGE Preferred Term
Patients with any TEAE 406 (76.7)| 191 (36.1)| 340 (64.4)| 119 (22.5)
related to Investigational
Drug
— - EHEER LV | General disorders and 222 (42.0) 35 (6.6)| 167 (31.6) 23 (4.4)
FL AR RE administration site
conditions
it Fatigue 134 (25.3) 19 (3.6)| 116 (22.0) 15 (2.8)
B G E Gastrointestinal disorders 221 (41.8) 46 (8.7) 177 (33.5) 32 (6.1)
CIOVN Nausea 98 (18.5) 5 (0.9) 82 (15.5) 2 (0.4
] Diarrhoea 97 (18.3) 18 (3.4) 82 (15.5) 20 (3.8)
iz Vomiting 55 (10.4) 5 (0.9) 42 (8.0) 3 (0.6)
RO %% BRI L OMERS | Respiratory, thoracic and 167 (31.6) 15 (2.8) 83 (15.7) 7 (1.3)
e mediastinal disorders
S Epistaxis 139 (26.3) 0 59 (11.2) 0
1L Vascular disorders 129 (24.4) 46 (8.7) 51 (9.7) 17 (3.2)
e L Hypertension 109 (20.6) 42 (7.9) 31 (5.9 11 (2.1)
Rt L O ERE Metabolism and nutrition 95 (18.0) 11 (2.1) 66 (12.5) 13 (2.5
disorders
BB R Decreased appetite 75 (14.2) 5 (0.9) 50 (9.5) 4 (0.8)
BB LR EE Renal and urinary 81 (15.3) 14 (2.6) 25 (4.7) 2 (0.4)
disorders
EHIR Proteinuria 77 (14.6) 13 (2.5) 21 (4.0) 1 (0.2)

Abbreviations: MedDRA = Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in
category; TEAEs above were considered related to Investigational

Drug (ramuricumab or placebo) by the investigator

MedDRA version 17.0.

Source: s106teae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-
Program/1.Y3009806/CRC_JCTD/Output/a_274_20_sum_ae_teae_relip_ge10_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/L.Y3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg P/Single—Use—Statistical-Program/Mdstat_ ADS/LY3009806/CRC_JCTD/JVBB/ads

Date: 20 HIHIEE
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R2TAT-ASLVIITTEHTOHRREEN 10%LL LD FOLFIRI EEZENDREBZRES
ETCEHVWEAEER (PT) OEBRHFAMRVEES (ReHEAEER) (JVBBRER)

Ramucirumab + FOLFIRI Placebo + FOLFIRI
HEE GBI (N=529) (N=528)
n(%) n(%)
PR IPNG | System Organ Class
. Any Grade Grade>=3 Any Grade Grade>=3
FEAGE Preferred Term
Patients with any TEAE 497 (94.0)| 330(62.4)| 483 (91.5)| 232 (43.9)
related to Chemotherapy
H b Gastrointestinal disorders 409 (77.3) 82 (15.5)| 387 (73.3) 73 (13.8)
A Diarrhoea 278 (52.6) 48 (9.1)| 241 (45.6) 45 (8.5)
L Nausea 236 (44.6) 9 (1.7)| 238 (45.1) 10 (1.9)
RN Stomatitis 156 (29.5) 19 (3.6) 99 (18.8) 11 (2.1)
g - Vomiting 120 (22.7) 12 (2.3)| 116 (22.0) 11 2.1
55K Constipation 61 (11.5) 2 (0.4) 46 (8.7) 1 (0.2)
— - EHEER LV | General disorders and 313 (59.2) 59 (11.2)| 261 (49.4) 38 (7.2)
VAN administration site
conditions
it Fatigue 208 (39.3) 31 (5.9)| 172 (32.6) 20 (3.8)
FERE D K NE Mucosal inflammation 84 (15.9) 13 (2.5) 48 (9.1) 8 (1.5)
0 9 Asthenia 61 (11.5) 15 (2.8) 51 (9.7) 10 (1.9)
MRS LRV %EE | Blood and lymphatic 244 (46.1)| 130 (24.6)| 192 (36.4) 70 (13.3)
system disorders
I R ERIEA Neutropenia 185(35.0)| 112 (21.2)| 123 (23.3) 52 (9.8)
MM E Thrombocytopenia 69 (13.0) 7 (1.3) 35 (6.6) 2 (0.4)
=gl Anaemia 62 (11.7) 5 (0.9) 71 (13.4) 8 (1.5)
R IR Investigations 216 (40.8)| 105(19.8)| 162 (30.7) 74 (14.0)
I R ER SR Neutrophil count 134 (25.3) 90 (17.0) 113 (21.4) 63 (11.9)
decreased
M IR E D Platelet count 75 (14.2) 9 (1.7 33 (6.3) 2 (0.4)
decreased
& B L OB FH#kREE | Skin and subcutaneous 214 (40.5) 8 (1.5)| 193 (36.6) 7 (1.3)
tissue disorders
Wi ESE Alopecia 149 (28.2) 0 153 (29.0) 0
P BIER RN Palmar—plantar 57 (10.8) 5 (0.9) 25 (4.7) 2 (0.4)
AREERE erythrodysaesthesia
syndrome
Rt L OsegfEE Metabolism and nutrition 185 (35.0) 18 (3.4)| 156 (29.5) 17 (3.2)
disorders
BB R Decreased appetite 158 (29.9) 5 (0.9 117 (22.2) 7 (1.3)
RO %% BRI L OMERS | Respiratory, thoracic and 123 (23.3) 9 (1.7 66 (12.5) 4 (0.8)
e mediastinal disorders
S Epistaxis 76 (14.4) 0 30 (5.7) 0

Abbreviations: MedDRA = Medical Dictionary for Regulatory Activities; N = total population; n = number of patients in
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category; TEAEs above were considered related to FOLFIRI therapy by the
investigator

MedDRA version 17.0.

Source: s106teae.rl.

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-

Program/LY3009806/CRC_JCTD/Output/a_274 22_sum_ae_teae_relchm_gel0_raise.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical—
Program/LY3009806/CRC_JCTD/Program/a_sum_ae_jvbb_df.sas

Data: V:/StatProg._G/StatProg_P/Single-Use—Statistical-Program/Mdstat ADS/LY3009806/CRC_JCTD/JVBB/ads

Date: 20 HIHIEEE
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R 27475 FRRENEN10%ULEDAREBRE (SLIVILT T/ TS5tR, XIFLEEE) LORBRBREEEECETLVEEER (PT) ORRHAHBRVIES
(ReMERTxE%ER) (JVCB. JVBH R U JCDB &)

FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
i + i +
Ramucirumab + FOLFIRI l??gi;%“}?lj . l??gi;%“}?lj . mFOLFOX-6
A EF G EE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
w2 B BRI HR System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JEAEE Preferred Term
Patients with any TEAE 22 (88.0) 6 (24.0) 48(100.0) 42 (87.5) 52(100.0) 35 (67.3) 48 (98.0) 26 (53.1)
related to Any Study Drug
— % 2HEERS IO | General disorders and 13 (52.0) 0 45 (93.8) 5 (10.4) 46 (88.5) 11 (21.2) 39 (79.6) 5 (10.2)
EVARRIN; ] administration site
conditions
55 Fatigue 11 (44.0) 0 4 (8.3) 0 40 (76.9) 11(21.2) 34 (69.4) 5(10.2)
AL AITRE Temperature 0 0 1 @.1) 0 13 (25.0) 0 21 (42.9) 0
intolerance
Y MR R Oedema peripheral 0 0 8 (16.7) 1 @.1) 7(13.5) 1 (1.9 3 (6.1) 0
9 Asthenia 0 0 32 (66.7) 4 (8.3) 5 (9.6) 2 (3.8) 0 0
FEEL Pyrexia 0 0 5 (10.4) 0 5 (9.6) 0 5 (10.2) 0
RERF D JESE Mucosal inflammation 3 (12.0) 0 26 (54.2) 0 3 (5.8) 0 1 (2.0) 0
H ke Gastrointestinal disorders 17 (68.0) 1 (4.0) 41 (85.4) 7 (14.6) 44 (84.6) 8 (15.4) 40 (81.6) 3 (6.1)
T Diarrhoea 10 (40.0) 1 (4.0 32 (66.7) 4 (8.3) 28 (53.8) 4 (1.7) 16 (32.7) 0
B Nausea 7 (28.0) 0 19 (39.6) 0 23 (44.2) 0 30 (61.2) 2 (4.1)
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

Ramucirumab +

Ramucirumab +

Ramucirumab + FOLFIRI mFOLFOX-6
_— . FOLFOX-6 FOLFOX-6
A F GBI (N=25) e e (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JEAEE Preferred Term
AN Stomatitis 1 (4.0) 0 8 (16.7) 0 19 (36.5) 0 12 (24.5) 0
M - Vomiting 3 (12.0) 0 11 (22.9) 2 (4.2) 9 (17.3) 0 13 (26.5) 2 (4.1
iz Abdominal pain 6 (24.0) 0 1 @.1) 0 8 (15.4) 1 (1.9) 4 (8.2) 0
5K Constipation 3(12.0) 0 5 (10.4) 1 @.1) 8 (15.4) 0 5 (10.2) 0
TR R P Nervous system disorders 4 (16.0) 0 43 (89.6) 15 (31.3) 40 (76.9) 6 (11.5) 39 (79.6) 4 (8.2)
R MEE =2 —a % Peripheral sensory 1 (4.0) 0 5(10.4) 0 24 (46.2) 4 (7.7) 27 (55.1) 3 (6.1)
F— neuropathy
KM=z —m R — Neuropathy peripheral 1 (4.0) 0 5 (10.4) 1 (@.1) 12 (23.1) 2 (3.8) 12 (24.5) 1 (2.0)
SER Headache 0 0 4 (8.3) 0 9 (17.3) 0 4 (8.2) 0
B O Dysaesthesia 0 0 23 (47.9) 4 (8.3) 7 (13.5) 0 3 (6.1 0
ST Dysgeusia 3 (12.0) 0 7 (14.6) 0 5 (9.6) 0 5 (10.2) 0
SERIE Paraesthesia 0 0 7(14.6) 1 @.1) 2 (3.8) 0 2 (4.1) 0
PR Neurotoxicity 0 0 32 (66.7) 7 (14.6) 0 0 1 (2.0) 0
& B L O FH#%REE | Skin and subcutaneous 11 (44.0) 0 27 (56.3) 1 @.1) 24 (46.2) 1 (1.9 18 (36.7) 1 (2.0
tissue disorders
FB Rash 2 (8.0) 0 0 0 10 (19.2) 0 3 (6.1 0
Tt B IRA TR Palmar—plantar 2 (8.0) 0 11 (22.9) 0 6 (11.5) 1 (1.9 3 (6.1) 1 (2.0)
REERE erythrodysaesthesia
syndrome
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

Ramucirumab +

Ramucirumab +

Ramucirumab + FOLFIRI mFOLFOX-6
_— . FOLFOX-6 FOLFOX-6
A F GBI (N=25) e e (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3

JEARGE Preferred Term

Wi =i Alopecia 3(12.0) 0 9 (18.8) 0 0 0 5 (10.2) 0

i w5 Dry skin 3 (12.0) 0 0 0 0 0 3 (6.1 0
MiEIB LV AR E | Blood and lymphatic 15 (60.0) 5 (20.0) 35 (72.9) 23 (47.9) 21 (40.4) 13 (25.0) 25 (51.0) 10 (20.4)

system disorders

i HR BRI E Neutropenia 7(28.0) 2 (8.0) 27 (56.3) 20 (41.7) 16 (30.8) 9(17.3) 16 (32.7) 9 (18.4)

1L/ NI iE Thrombocytopenia 3 (12.0) 0 17 (35.4) 1 (2.1) 9 (17.3) 3 (5.8) 12 (24.5) 0

i Anaemia 5 (20.0) 1 (4.0 4 (8.3) 1 (2.1 7 (13.5) 1 (1.9 8 (16.3) 0

F if BRI i Leukopenia 2 (8.0) 0 8 (16.7) 1 @.1) 1 (1.9) 0 0 0
TR g SIS L OMERE | Respiratory, thoracic and 6 (24.0) 0 23 (47.9) 3 (6.3) 21 (40.4) 1 (1.9 13 (26.5) 1 (2.0
e mediastinal disorders

& Epistaxis 4 (16.0) 0 14 (29.2) 0 12 (23.1) 0 3 (6.1 0

MREE R A4 Dysaesthesia pharynx 0 0 6 (12.5) 0 0 0 0 0
A TESERO S i Metabolism and nutrition 10 (40.0) 1 (4.0) 10 (20.8) 0 20 (38.5) 2 (3.8 20 (40.8) 2 (4.1

disorders

BHRIRGE Decreased appetite 8 (32.0) 0 8 (16.7) 0 17 (32.7) 0 14 (28.6) 2 (4.1
1fn. A B Vascular disorders 0 0 25 (52.1) 9 (18.8) 18 (34.6) 7 (13.5) 2 (4.1 0

= I £ Hypertension 0 0 24 (50.0) 8 (16.7) 14 (26.9) 6 (11.5) 0 0
i R A A2 Investigations 7(28.0) 1 (4.0) 8 (16.7) 2 (4.2) 15 (28.8) 6 (11.5) 17 (34.7) 5 (10.2)
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FOLFOX-Based Combination Studies
Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
i + i +
Ramucirumab + FOLFIRI l?glgi;uén;tj . l?glgi;uén;tj . mFOLFOX-6
A EF G HE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JLARGE Preferred Term
/N Platelet count 0 0 0 0 8 (15.4) 3 (5.8) 3 (6.1) 0
decreased
RE A Weight decreased 1 (4.0) 0 2 (4.2) 0 6 (11.5) 0 4 (8.2) 0
5E, BHERBLOMES | Injury, poisoning and 0 0 9 (18.8) 0 12 (23.1) 1 (1.9 6 (12.2) 2 (4.1
PFE procedural complications
EATHED SOG Infusion related 0 0 9 (18.8) 0 7 (13.5) 1 (1.9 5(10.2) 2 (4.1
reaction
B 3 K OVR S Renal and urinary 1 (4.0) 0 8 (16.7) 1 2.1) 7 (13.5) 2 (3.8) 2 (4.1) 0
disorders
EHEPS Proteinuria 1 (4.0) 0 6 (12.5) 0 5 (9.6) 1 (1.9 1 (2.0 0

Abbreviations: Comb. = Combination; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil;
FOLFOX-6 = folinic acid, fluorouracil, and oxaliplatin; N = total population size; Ram = Ramucirumab;

TEAE = treatment—emergent adverse event.

Note: At each level of summarization, a patient is counted once.

Note: Terms are sorted by descending frequency of System Organ Class and then Preferred Term in the Ram arm of study JCDB.
Note: Missing classifications concerning study medication relationship will be considered as related to all components of the
study treatment.

MedDRA version 17.0

Source: sishaesc.r10

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_59_sum_ae_teae_relany_gel0_ss.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_sum_ae_idb_tmp1b_df.sas
Data: V:/StatProg._G/StatProg P/Single-Use—-Statistical-Program/Mdstat ADS/LY3009806/CRC_JCTD/IDB/ads

Date: 20 HEHIEEN
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27476 REANEN 10%ULDS LV ITRIITS5SERENDEARBREZEETCELVEETER (PT) ORRFIBRVEE (REUBFTHREH)

(JVCB. JVBH XU JCDB & 8&)

FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

Ramucirumab +

Ramucirumab +

Ramucirumab + FOLFIRI mFOLFOX-6
- w FOLFOX-6 FOLFOX-6
A F GBI (N=25) e e (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
w2 B BRI HR System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JLARGE Preferred Term
Patients with any TEAE 17 (68.0) 1 (4.0) 45 (93.8) 19 (39.6) 51 (98.1) 31 (59.6) -
related to Investigational
Drug
— - R EFEE R IO | General disorders and 8 (32.0) 0 34 (70.8) 2 (4.2) 39 (75.0) 9 (17.3) -
ERAL DR FE administration site
conditions
55 Fatigue 7 (28.0) 0 4 (8.3) 0 33 (63.5) 8 (15.4) -
AP Oedema peripheral 0 0 7 (14.6) 0 7(13.5) 1 (1.9 -
T )IE Asthenia 0 0 22 (45.8) 2 (4.2) 5 (9.6) 2 (3.8) -
FERED JSE Mucosal inflammation 1 (4.0 0 5 (10.4) 0 0 0 -
B Gk E Gastrointestinal disorders 12 (48.0) 1 (4.0) 22 (45.8) 2 (4.2) 32 (61.5) 7 (13.5) -
il Diarrhoea 8 (32.0) 1 (4.0) 15 (31.3) 1 (@2.1) 18 (34.6) 4 (7.7) -
L Nausea 5 (20.0) 0 9 (18.8) 0 15 (28.8) 0 -
{5 R Constipation 2 (8.0 0 4 (8.3) 1 (2.1 6 (11.5) 0 -
ON% Stomatitis 0 0 4 (8.3) 0 6 (11.5) 0 -
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

i + i +
Ramucirumab + FOLFIRI lﬁglgi;uén;tj . lﬁglgi;uén;tj . mFOLFOX-6
A EF G HE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JEAEE Preferred Term
M - Vomiting 2 (8.0) 0 5 (10.4) 0 6 (11.5) 0 - -
iz Abdominal pain 5 (20.0) 0 0 0 5 (9.6) 1 (1.9) - -
R 2R SRS L OMERS | Respiratory, thoracic and 5 (20.0) 0 13 (27.1) 3 (6.3) 21 (40.4) 1 (1.9) - -
[fERees mediastinal disorders
& Epistaxis 4 (16.0) 0 8 (16.7) 0 12 (23.1) 0 - -
1fn. A2 e Vascular disorders 0 0 24 (50.0) 8 (16.7) 18 (34.6) 7 (13.5) - -
& £ Hypertension 0 0 23 (47.9) 7 (14.6) 14 (26.9) 6 (11.5) - -
FREB IO FHLMFESE | Skin and subcutaneous 7 (28.0) 0 8 (16.7) 1 (@.1) 17 (32.7) 0 - -
tissue disorders
FB Rash 1 (4.0) 0 0 0 10 (19.2) 0 - -
TR R P Nervous system disorders 3(12.0) 0 10 (20.8) 2 (4.2) 16 (30.8) 2 (3.8) - -
G Headache 0 0 2 (4.2) 0 8 (15.4) 0 - -
MR LV R E | Blood and lymphatic 7 (28.0) 1 (4.0) 7 (14.6) 3 (6.3) 14 (26.9) 7 (13.5) - -
system disorders
i HR BRI E Neutropenia 2 (8.0) 0 1 @.1) 1 @.1) 8 (15.4) 3 (5.8) - -
i IR R D i Thrombocytopenia 2 (8.0) 0 5 (10.4) 0 8 (15.4) 3 (5.8) - -
i Anaemia 4 (16.0) 1 (4.0) 2 (4.2) 1 @.1) 6 (11.5) 1 (1.9) - -
A TESERO S i Metabolism and nutrition 7 (28.0) 1 (4.0) 4 (8.3) 0 13 (25.0) 2 (3.8) - -
disorders
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
R irumab + R irumab +
Ramucirumab + FOLFIRI PO PO mFOLFOX-6
A EF G HE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3

JEAEE Preferred Term

BHRIRGE Decreased appetite 6 (24.0) 0 2 (4.2) 0 10 (19.2) 0 -
i R A A2 Investigations 4 (16.0) 0 5 (10.4) 1 @.1) 10 (19.2) 4 (7.7) -

RE R Weight decreased 1 (4.0) 0 1 @.1) 0 6 (11.5) 0 -
5, mEBIOYLES | Injury, poisoning and 0 0 9 (18.8) 0 8 (15.4) 0 -
PFE procedural complications

EANIED RS Infusion related 0 0 9 (18.8) 0 3 (5.8) 0 -

reaction
B 3 KL OVR S Renal and urinary 1 (4.0) 0 8 (16.7) 1 (2.1) 7 (13.5) 2 (3.8) -
disorders
EHEPS Proteinuria 1 (4.0) 0 6 (12.5) 0 5 (9.6) 1 (1.9 -

study treatment.
Source: sishaesc.r9

FOLFOX-6 = folinic acid, fluorouracil, and oxaliplatin; N = total population size; NA = not applicable;
Ram = Ramucirumab; TEAE = treatment—emergent adverse event.
Note: At each level of summarization, a patient is counted once.
Note: Terms are sorted by descending frequency of System Organ Class and then Preferred Term in the Ram arm of study JCDB.
Note: Missing classifications concerning study medication relationship will be considered as related to all components of the

Abbreviations: Comb. = Combination; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil;

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_58_sum_ae_teae_relip_gel0_ss.rtf
Program: V:/StatProg._G/StatProg D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_sum_ae_idb_tmp1b_df.sas
Data: V:/StatProg._G/StatProg P/Single-Use—-Statistical-Program/Mdstat ADS/LY3009806/CRC_JCTD/IDB/ads

Date: 20 HEHIEEN
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R 274771 ZRBEBEN10%ULDELZRELORRBREETETELRVAETER (PT) ORBHFHYKRVEES (ReBAIREHR) (JVCB. JVBH

& U JCDB iE&)
FOLFOX-Based Combination Studies
Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
i + i +
Ramucirumab + FOLFIRI l?glgi;uén;lj . l?glgi;uén;lj . mFOLFOX-6
A EF G EE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
w2 B BRI HR System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JEAEE Preferred Term
Patients with any TEAE 22 (88.0) 6 (24.0) 46 (95.8) 38 (79.2) 52(100.0) 33 (63.5) 48 (98.0) 26 (53.1)
related to Chemotherapy
— % 2HEERS IO | General disorders and 10 (40.0) 0 44 (91.7) 5 (10.4) 45 (86.5) 11 (21.2) 39 (79.6) 5 (10.2)
EVARRIN; ] administration site
conditions
55 Fatigue 9 (36.0) 0 4 (8.3) 0 40 (76.9) 11(21.2) 34 (69.4) 5(10.2)
AL AITRE Temperature 0 0 1 @.1) 0 13 (25.0) 0 21 (42.9) 0
intolerance
0 Asthenia 0 0 32 (66.7) 4 (8.3) 5 (9.6) 2 (3.8) 0 0
RERF D JENE Mucosal inflammation 2 (8.0) 0 26 (54.2) 0 3 (5.8) 0 1 (2.0) 0
H ke Gastrointestinal disorders 14 (56.0) 1 (4.0) 41 (85.4) 7 (14.6) 44 (84.6) 7 (13.5) 40 (81.6) 3 (6.1)
TR Diarrhoea 9 (36.0) 1 (4.0) 32 (66.7) 4 (8.3) 28 (53.8) 4 (71.7) 16 (32.7) 0
B Nausea 6 (24.0) 0 19 (39.6) 0 23 (44.2) 0 30 (61.2) 2 (4.1
AN Stomatitis 1 (4.0) 0 8 (16.7) 0 19 (36.5) 0 12 (24.5) 0
M - Vomiting 3 (12.0) 0 10 (20.8) 2 (4.2) 9 (17.3) 0 13 (26.5) 2 (4.1)
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

Ramucirumab +

Ramucirumab +

Ramucirumab + FOLFIRI mFOLFOX-6
_— . FOLFOX-6 FOLFOX-6
A F GBI (N=25) e e (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JEAEE Preferred Term
izt Abdominal pain 4 (16.0) 0 1 2.1) 0 8 (15.4) 0 4 (8.2) 0
LEEE7 Constipation 2 (8.0) 0 5 (10.4) 1 @.1) 8 (15.4) 0 5 (10.2) 0
AR R b Nervous system disorders 4 (16.0) 0 43 (89.6) 14 (29.2) 39 (75.0) 6 (11.5) 39 (79.6) 4 (8.2)
R MEE =2 —a % Peripheral sensory 1 (4.0) 0 5(10.4) 0 24 (46.2) 4 (7.7) 27 (55.1) 3 (6.1)
F— neuropathy
KM=z —m R — Neuropathy peripheral 1 (4.0 0 5 (10.4) 1 (2.1) 12 (23.1) 2 (3.8) 12 (24.5) 1 (2.0)
R Dysaesthesia 0 0 23 (47.9) 4 (8.3) 7 (13.5) 0 3 (6.1 0
SER Headache 0 0 4 (8.3) 0 6 (11.5) 0 4 (8.2) 0
ST Dysgeusia 3 (12.0) 0 7 (14.6) 0 5 (9.6) 0 5 (10.2) 0
SERIE Paraesthesia 0 0 7(14.6) 1 @.1) 2 (3.8) 0 2 (4.1) 0
PR Neurotoxicity 0 0 32 (66.7) 7 (14.6) 0 0 1 (2.0) 0
& B L O FH#%REE | Skin and subcutaneous 9 (36.0) 0 24 (50.0) 0 22 (42.3) 1 (1.9 18 (36.7) 1 (2.0
tissue disorders
FB Rash 2 (8.0) 0 0 0 8 (15.4) 0 3 (6.1 0
Tt IR A Palmar—plantar 2 (8.0) 0 11 (22.9) 0 5 (9.6) 1 (1.9 3 (6.1) 1 (2.0)
REERE erythrodysaesthesia
syndrome
Wi =i Alopecia 3 (12.0) 0 9 (18.8) 0 0 0 5(10.2) 0
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

i + i +
Ramucirumab + FOLFIRI lﬁglgi;uén;tj . lﬁglgi;uén;tj . mFOLFOX-6
B EFGIEHIH ) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3

JEAEE Preferred Term

MK B L OV K% | Blood and lymphatic 15 (60.0) 5 (20.0) 35 (72.9) 22 (45.8) 20 (38.5) 13 (25.0) 25 (51.0) 10 (20.4)
system disorders

i HR BRI E Neutropenia 7(28.0) 2 (8.0) 27 (56.3) 20 (41.7) 16 (30.8) 9(17.3) 16 (32.7) 9 (18.4)

i/ INRIS D iE Thrombocytopenia 2 (8.0) 0 17 (35.4) 1 (2.1) 9 (17.3) 3 (5.8) 12 (24.5) 0

i Anaemia 5 (20.0) 1 (4.0 4 (8.3) 1 (2.1 6 (11.5) 1 (1.9 8 (16.3) 0

F if BRI SiE Leukopenia 2 (8.0) 0 8 (16.7) 1 @.1) 1 (1.9 0 0 0
A PSRN SE i Metabolism and nutrition 7(28.0) 1 (4.0) 10 (20.8) 0 19 (36.5) 2 (3.8 20 (40.8) 2 (4.1

disorders

RARIEGE Decreased appetite 5 (20.0) 0 8 (16.7) 0 16 (30.8) 0 14 (28.6) 2 (4.1)
i R A A2 Investigations 5 (20.0) 1 (4.0) 8 (16.7) 2 (4.2) 15 (28.8) 6 (11.5) 17 (34.7) 5 (10.2)

RANY 8 el T Platelet count 0 0 0 0 8 (15.4) 3 (5.8) 3 (6.1) 0

decreased

IR Weight decreased 1 (4.0) 0 2 (4.2) 0 6 (11.5) 0 4 (8.2) 0
MR 3R, RS X OMERE | Respiratory, thoracic and 5 (20.0) 0 20 (41.7) 1 @.1) 15 (28.8) 0 13 (26.5) 1 (2.0)
[fERees mediastinal disorders

&= I Epistaxis 2 (8.0) 0 13 (27.1) 0 8 (15.4) 0 3 (6.1 0

MREE R A4 Dysaesthesia pharynx 0 0 6 (12.5) 0 0 0 0 0
i, hEBIOYLES | Injury, poisoning and 0 0 1 (2.1) 0 8 (15.4) 1 (1.9 6 (12.2) 2 (4.1)
PFE procedural complications
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FOLFOX-Based Combination Studies
Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
i + i +
Ramucirumab + FOLFIRI l?glgi;uén;lj . l?glgi;uén;lj . mFOLFOX-6
A EF G HE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
=N System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JLARGE Preferred Term
EATHED SOG Infusion related 0 0 1 (2.1 0 6 (11.5) 1 (1.9 5(10.2) 2 (4.1
reaction

I B Vascular disorders 0 0 14 (29.2) 5 (10.4) 2 (3.8) 0 2 (4.1 0

e I £ Hypertension 0 0 13 (27.1) 5(10.4) 0 0 0 0

Abbreviations: Comb. = Combination; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil;
FOLFOX-6 = folinic acid, fluorouracil, and oxaliplatin; N = total population size; Ram = Ramucirumab;

TEAE = treatment—emergent adverse event.

Note: At each level of summarization, a patient is counted once.

Note: Terms are sorted by descending frequency of System Organ Class and then Preferred Term in the Ram arm of study JCDB.
Note: Missing classifications concerning study medication relationship will be considered as related to all components of the
study treatment.

MedDRA version 17.0

Source:sisbaesc.r16

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_60_sum_ae_teae_relchm_ge10_ss.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_sum_ae_idb_tmp1b_df.sas
Data: V:/StatProg._G/StatProg P/Single-Use—-Statistical-Program/Mdstat ADS/LY3009806/CRC_JCTD/IDB/ads

Date: 20 HEHIEEN
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XIF FOLFIRI &%) LORERBFEEEECELUVRTICESH-AEERN—E (ZeMHBETERER)
(JVBB

Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
Ramucirumab + 104- 1 White 8.0 mg/kg Male 30 BEEIL 11 2 Yes/Yes 5 Yes Hospitalization FATAL
FOLFIRI (N=529)

415 HAAN 8.0 mg/kg Male S0 RIIEMES =2 258 1 Yes/Yes 5 Yes Concomitant Therapy FATAL
430 HAA 8.0 mg/kg Male S FEVEEPEATE H 236 1 Yes/Yes 5 Yes Concomitant Therapy, FATAL

Hospitalization
47¢- R White 8.0 mg/kg Female 6] &8 PEIERIEGRE 125 8 -/Yes 5 Yes Hospitalization FATAL
4931 White 8.0 mg/kg  Female 6 ImARMEA/I M 45 95 1 Yes/- 5 Yes Hospitalization FATAL
4931 White 8.0 mg/kg  Female 6 &7l 76 20 Yes/~ 5 Yes Concomitant Therapy, FATAL

Hospitalization
504- 1 White 8.0 mg/kg  Female 40 /MBEZETL 19 1 Yes/- 5 Yes FATAL
510- White 8.0 mg/kg Female 6] M 170 4 Yes/- 5 Yes Hospitalization FATAL
522- White 8.0mg/kg  Male S0 KIBZETL 61 12 Yes/- 5 Yes Hospitalization FATAL
603 White 8.0 mg/kg Male S} FifiiEH 15 17 Yes/~ 5 Yes Concomitant Therapy, FATAL

Hospitalization
925- White 8.0mg/kg  Male 6l i 13 1 Yes/- 5 Yes FATAL
952- 1 White 8.0 mg/kg  Female 6 A4 12 1 -/Yes 5 Yes Hospitalization FATAL
Placebo + 120 White - Male 6l KM 27 1 Yes/- 5 Yes FATAL

FOLFIRI (N=528)

232 White - Female 5l & XZMi7T 2~V ¥ N A%E 49 3 Yes/Yes 5 Yes Hospitalization FATAL
244 White - Female 5 27U 7y =SM:MumiE 164 13 -/Yes 5 Yes Hospitalization FATAL
264- 1 White - Male 40 DRA 3 1 Yes/Yes 5 Yes FATAL
382 White - Female 70 ZMERFR4 161 1 Yes/Yes 5 Yes FATAL
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
952- White - Male 6l DMfEZE 271 4 -/Yes 5 Yes Hospitalization FATAL

Day of onset is counted from the day of the first administration inclusive.
MedDRA version 17.0.

Report: V:/StatProg._G/StatProg D/Single-Use—Statistical-Program/L.Y3009806/CRC_JCTD/Output/a_274_23_lst_ae_tedth30_relany_raise_j.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/L.Y3009806/CRC_JCTD/Program/a_lst_ae_jvbb_df.sas
Data: V:/StatProg._G/StatProg_P/Single—Use—Statistical-Program/Mdstat_ADS/LY3009806/CRC_JCTD/JVBB/adam

Date: 20 HIEHIEEE

T AT, IRBREEO PR G A LI, B 5% 30 B ETICRB LEFROLR LT, Bt 5tk 30 ALBRICRBL L i a8, 2T Grade5 DHEFREF DT,
WT Ly N=T /7 TR, XiE FOLFIRIfRik & ORRBEFEZEE Lo iz i L L,
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R2TATOREBRE (SLUILTIT  T5tR, XL mFOLFOX-6 &%) LORBHREEECETLRVRTICE-LEFAEERND—E (Z2HHBITXEE

) (JVBH i ER)

Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
Ramucirumab + 206 White 8.0 mg/kg  Male Sl AMlpiEZE 111 1 Yes/Yes 5 Yes FATAL
mFOLFOX-6
(n=48)
20s- 1 White 8.0 mg/kg  Female 6l OMif% Ik 3 1 Yes/- 5 Yes FATAL

Day of onset is counted from the day of the first administration inclusive.
MedDRA version 17.0.

Report: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_25_Ist_ae_tedth30_relany_bh_j.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_lst_ae_idb_df.sas
Data: V:/StatProg._G/StatProg_P/Single—Use—Statistical-Program/Mdstat_ ADS/L.Y3009806/CRC_JCTD/IDB/adam

Date: 20 HIEHIEEE

o A-EICIE, RBRIEORIREE B U, R&RE5%30 HE TIORR LEFRORL T, RikE5% 30 HUMICRBE L=F5 52581, £ TO Grade5S DHEEFSHEE DT,
MWT LV N~T /T TR, Xix mFOLFOX-6 ¥k & ORREAREZEE Lo T FREXRE LT,
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R27TA4T108BEBRE (SLVILIYT / T5EKR, XIEMFOLFOX-6 &%) LDRERMEBEEZEETCELIVRTIZE-H-AEERND—E (Z&2HHBHNR
£M) (JCDB :RER)

Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
Ramucirumab +  003-JJ White 8.0 mg/kg  Male S| MMM/ F{E 1 23 Yes/Yes 5 Yes CONCURRENT FATAL
mFOLFOX-6 MEDICATION/PROC
(n=52) EDURE,
HOSPITALIZATION,
RAMUCIRUMAB
WITHDRAWN

Day of onset is counted from the day of the first administration inclusive.
MedDRA version 17.0.

Report: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_26_lst_ae_tedth30_relany_db_j.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_lst_ae_idb_df.sas
Data: V:/StatProg._G/StatProg_P/Single—Use—Statistical-Program/Mdstat_ ADS/L.Y3009806/CRC_JCTD/IDB/adam

Date: 20 HIEHIEEE

W AR —EIZE, WRIEOPIRE G B U, R 5% 30 HE TICRB LIEFROR R BT, Rk E5% 30 HURRICRE Lo F5 4251, £ TO GradeS DHEFZEE O, 7ok, IR L EH
MWT LV N~T /T TR, Xix mFOLFOX-6 #iE & ORRRAREZEE LR oI FREXRE LT,
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R27A4T-1M1BBRE (SLVLIT / T5€HR) LORARBREEECELRVRTCICE-HFEBERO—E (REMEBAXRER) (JVBFRER)
Day of Onset Action Taken,
(Day xx of Concurrent Med,
Treatment Subject administra— Caus— Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration  ality Grade Event combined Outcome
Ramucirumab + 2531 OTHER 8.0 mg/kg Male 40 ZIE#RA4 243 1 Yes 5 Yes New or prolonged Death
BSC (N=317) hospitalization
2531 OTHER 8.0 mg/kg Male ol BARA 438 1 Yes 5 Yes New or prolonged Death
hospitalization
277 R WHITE 8.0 mg/kg Male TR AMIFR4 207 1 Yes 5 Yes New or prolonged Death
hospitalization
319M  WHITE 8.0 mg/kg  Male Sl T 55 1 Yes 5 Yes None Death
676 HAAN 8.0 mg/kg  Female 7R FR4 167 1 Yes 5 Yes Concurrent Death
medication/procedure
, New or prolonged
hospitalization
714 A ALISE 8.0 mg/ke Male 50 JFR4 24 1 Yes 5 Yes Concurrent Death
DTT N medication/procedure
, New or prolonged
hospitalization
772 B RALISE 8.0mg/kg  Female ol RifiE 13 1 Yes 5 Yes New or prolonged Death
DTT N hospitalization
PR W S Y 13 1 Yes b Yes Concurrent Death
medication/procedure
, New or prolonged
hospitalization
Placebo + BSC 266l  WHITE - Male  6fl JHiZEmE 110 1 Yes 5 Yes Discontinued, New or Death
(N=313) prolonged
hospitalization
6051 WHITE - Male 50 JFR4 100 1 Yes 5 Yes New or prolonged Death
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Day of Onset

Action Taken,

(Day xx of Concurrent Med,
Treatment Subject administra— Caus— Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration  ality Grade Event combined Outcome
652 P AL - Male Tl AEHIRE H i 307 1 Yes 5 Yes None Death
DTTT N

6301 HAAN - Male S0 RIIEMES =2 105 1 Yes 5 Yes Concurrent Death
medication/procedure
, New or prolonged
hospitalization

6331 HAA - Male 6] APERTIR 556 S M e 7 1 Yes 5 Yes None Death

Day of onset is counted from the day of the first administration inclusive.

MedDRA version 16.1

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_28_Ist_ae_tedth30_relany_bf j.rtf

Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_lst_ae_jvbf df.sas

Data: V:/StatProg._G/StatProg_P/Single—Use—Statistical-Program/Mdstat_ADS/LY3009806/CRC_JCTD/JVBF/adam

Date: 20 HIEHIEN

T ARSI, IRBREOYIER G AL, R 5% 30 B ETICRB L LFROAR LT, Ffdi 54k 30 BUBRICRE L g a 8T, 2T Grade5 DAEFRREZEDL, Ids, RIS EA
MT LN TXET 78R EDRBBEREGE L RP T FREMG L LT,
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XIF FOLFIRI#E) ENRARMEBREBETELRVEELEETER RTIZESFEFERER) D

Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
Ramucirumab + 1041 Other 8.0 mg/kg  Female 6l MiZEtesE 255 3 Yes/- 3 Yes Hospitalization RECOVERE
FOLFIRI (N=529) D/RESOLV
ED
1041 White 8.0 mg/kg  Female 4N F&EMELT o ERIBE 14 3 -/Yes 3 Yes 5-FU Bolus delayed, RECOVERE
5-FU Bolus omitted, D/RESOLV
5-FU Continuous ED
delayed, 5-FU
Continuous reduced,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced
i ZE R 44 3 Yes/~ 4 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
116- 1 White 8.0 mg/kg  Male Sl #zf 15 1 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
120 White 8.0 mg/kg Male 70 T 15 4 ~/Yes 3 Yes Concomitant Therapy,
Hospitalization
132 White 8.0 mg/kg Female 7| F:5EEDZ%E 54 16 ~/Yes 3 Yes Concomitant Therapy, RECOVERE

225

D/RESOLV
ED

Hospitalization



LY3009806

YA T LY AR (R - B

T

2.7.4 BERM

Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
A BRI E 57 6 ~/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
PR R A A 57 13 -/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
146 White 8.0mg/kg  Male S} ¥y 191 2 -/Yes 3 Yes Hospitalization
N 191 2 ~/Yes 3 Yes Concomitant Therapy,
Hospitalization
15410 White 8.0mg/kg  Male 4 MEEIL 33 Not Yes/- 3 Yes Hospitalization UNKNOWN
Recovered
1681 White 8.0 mg/kg  Male Sl AFHERBAE 90 3 Yes/Yes 3 Yes 5-FU Bolus delayed, RECOVERE
5-FU Bolus reduced, D/RESOLV
5-FU Continuous ED
delayed, 5-FU
Continuous reduced,
Concomitant Therapy,
Folinic Acid delayed,
Inv delayed,
Irinotecan delayed,
Irinotecan reduced
Jpp 260 2 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
1741 White 8.0mg/kg  Male A B 152 3 Yes/- 2 Yes Hospitalization RECOVERE
D/RESOLV
ED
ot SN 196 Not -/Yes 3 Yes Hospitalization NOT
Recovered RECOVERE
D/NOT
RESOLVED
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome

JURARNI DT LT 4T 4 196 10 -/Yes 3 Yes Hospitalization RECOVERE
KM% D/RESOLV

ED
1741 Other 8.0 mg/kg Female 5} /ML 121 5 Yes/- 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV

ED
174- White 8.0 mg/kg  Female 3l PeiME 3 2 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV

ED WITH

SEQUELAE
206- 1 White 8.0 mg/kg  Female Sl JEMEHIRMLAAE 15 24 Yes/- 2 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV

ED
FEENAE LT BRI E 25 4 -/Yes 4 Yes RECOVERE
D/RESOLV

ED
212 White 8.0 mg/kg Female 6] TFuBWs(b4 Him 704 2 Yes/- 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV

ED
2131 White 8.0 mg/kg  Female 6 FIfMET% BB IGIESE L RE 51 35 Yes/Yes 2 Yes Hospitalization RECOVERE
D/RESOLV

ED
222 White 8.0 mg/kg  Male 5] Al 81 5 Yes/Yes 3 Yes 5-FU Bolus reduced, RECOVERE

5-FU Continuous D/RESOLV
reduced, Concomitant ED
Therapy,

Hospitalization, Inv

reduced, Irinotecan

reduced
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226- White 8.0 mg/kg  Female 5l F&EMEAT o ERIBE 122 4 -/Yes 3 Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, 5-FU ED

Continuous reduced,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan

delayed
244 White 8.0 mg/kg Female 4 &EilE 30 7 Yes/~ 3 Yes 5-FU Bolus delayed,
5-FU Bolus omitted,
5-FU Continuous
delayed, 5-FU
Continuous omitted,
Concomitant Therapy,
Folinic Acid delayed,
Folinic Acid omitted,
Hospitalization, Inv
delayed, Irinotecan,
delayed, Irinotecan
omitted
244 White 8.0 mg/kg Male o] MmEnk 86 13 -/Yes 2 Yes Concomitant Therapy,
Hospitalization
250- White 8.0mg/kg  Male TR MZERIE 43 Not Yes/- 3 Yes NOT
Recovered RECOVERE
D/NOT
RESOLVED
252 White 8.0mg/kg  Male Tl ABEHIER 4 11 Yes/Yes 2 Yes Hospitalization RECOVERE
D/RESOLV
ED
5 4 11 Yes/Yes 2 Yes Hospitalization RECOVERE
D/RESOLV
ED

228
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256- White 8.0 mg/kg Female 6ff THi 20 11 -/Yes Yes 5-FU Bolus delayed,
5-FU Bolus
discontinued, 5-FU
Bolus reduced, 5-FU
Continuous delayed,
5-FU Continuous
reduced, Concomitant
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan,
delayed, Irinotecan
reduced
260- 1 White 8.0 mg/kg  Female 6 —i@MEMME M R1E 175 14 Yes/- Yes Hospitalization RECOVERE
D/RESOLV
ED
Th i 178 11 Yes/Yes Yes RECOVERE
D/RESOLV
ED
264 White 8.0 mg/kg Male 7 EifE 21 1 Yes/— Yes Concomitant Therapy,
Hospitalization, Inv
reduced
264 White 8.0mg/kg  Male 6 KIBZETL 50 6 Yes/- Yes Hospitalization RECOVERE
D/RESOLV
ED
264 White 8.0 mg/kg  Male S} ZMhECfpiEsE 46 6 Yes/- Yes 5-FU Bolus delayed, RECOVERE

229

5-FU Continuous D/RESOLV
delayed, Concomitant ED
Therapy, Folinic Acid

delayed,

Hospitalization, Inv

discontinued,

Irinotecan delayed
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264 White 8.0 mg/kg  Female 6l (K= 70 2 -/Yes 2 Yes Concomitant Therapy,
Hospitalization
BRI 70 4 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
264 White 8.0mg/kg  Male 3 FeEEE 128 4 Yes/- 2 Yes Hospitalization RECOVERE
D/RESOLV
ED
266- White 8.0 mg/kg Female 6 &EiLE 25 12 Yes/~ 3 Yes Concomitant Therapy,
Hospitalization, Inv
delayed, Inv reduced
266- White 8.0 mg/kg  Female 5l JiZEINE 48 38 Yes/- 3 Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, Concomitant ED
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
discontinued
A ERE A 54 3 ~/Yes 4 Yes 5-FU Bolus RECOVERE
discontinued, 5-FU  D/RESOLV
Bolus reduced, 5-FU ED

230

Continuous reduced,
Hospitalization,
Irinotecan delayed,
Irinotecan reduced
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(Day xx of
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tion)
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(Investigation
al Drug/Che

Duration  motherapy)

Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization

combined Outcome

266- 1

White

8.0 mg/kg

Male S0 KO Z%E

54

8 -/Yes

3

Yes

5-FU Bolus
discontinued, 5-FU
Bolus omitted, 5-FU
Continuous omitted,
5-FU Continuous
reduced, Folinic Acid
omitted,
Hospitalization, Inv
delayed, Irinotecan
omitted, Irinotecan
reduced

paillaiide

81

4 Yes/~

Yes

Hospitalization

266- 1

White

8.0 mg/kg

Female 6 Kig%&

27 -/Yes

Yes

Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED

FEEANE AT P BRI A

12

3 -/Yes

Yes

RECOVERE
D/RESOLV
ED

266- 1

White

8.0 mg/kg

Male Sl EIRILARIE

29

69 Yes/Yes

Yes

5-FU Bolus delayed,
5-FU Continuous
delayed, Concomitant
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed

266- 1

White

8.0 mg/kg

Male  6ff

DA

52

18 Yes/Yes

Yes

Concomitant Therapy,
Hospitalization

2o M O AE

52

18 Yes/Yes

Yes

Hospitalization

270- 1

White

8.0 mg/kg

Male  6ff

Jifi %%

231

399

10 -/Yes

Yes

Concomitant Therapy RECOVERE
D/RESOLV
ED
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280- 1 White 8.0 mg/kg Male 40 ZE#E 162 Not Yes/- 1 Yes Concomitant Therapy NOT
Recovered RECOVERE
D/NOT
RESOLVED
280- 1 White 8.0mg/kg  Male T} THi 10 5 Yes/Yes 3 Yes 5-FU Bolus reduced, RECOVERE
5-FU Continuous D/RESOLV
reduced, ED
Hospitalization,
Irinotecan reduced
283 White 8.0 mg/kg  Male ol Y 352 6 -/Yes 3 Yes RECOVERE
D/RESOLV
ED WITH
SEQUELAE
283 White 8.0 mg/kg  Male ol _F&GHEEY 70 11 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
2831 White 8.0 mg/kg  Male 40 i 20 7 Yes/- 4 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
316- 1 White 8.0 mg/kg  Male Sl KM E MR ME 17 Not -/Yes 4 Yes Concomitant Therapy, UNKNOWN
Recovered Hospitalization, Inv
discontinued
A BRI E 17 Not ~/Yes 4 Yes  Hospitalization UNKNOWN
Recovered
324 White 8.0 mg/kg  Male Tl KEBE 17 2 Yes/Yes 3 Yes 5-FU Bolus delayed, RECOVERE

232

5-FU Continuous D/RESOLV
delayed, Folinic Acid ED
delayed,

Hospitalization, Inv

delayed, Inv

discontinued,

Irinotecan delayed
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pHELIRTE 17 2 Yes/Yes 4 Yes Hospitalization RECOVERE
D/RESOLV
ED
350- White 8.0 mg/kg Male 7R FIEEE 22 1 Yes/Yes 2 Yes Concomitant Therapy,
Hospitalization
R ERYE 27 3 Yes/Yes 2 Yes Concomitant Therapy,
Hospitalization
354 White 8.0 mg/kg Female S} ALPMH ML 31 2 Yes/- 2 Yes Hospitalization RECOVERE
D/RESOLV
ED
AL PH H i 38 5 Yes/- 3 Yes Hospitalization, Inv.  RECOVERE
delayed, Inv D/RESOLV
discontinued ED
394 HAN 8.0mg/kg  Male ol Jifize 46 15 Yes/Yes 3 Yes 5-FU Bolus
discontinued, 5-FU
Continuous delayed,
5-FU Continuous
reduced, Concomitant
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced
4041 HAN 8.0mg/kg  Male T BAHGE 58 6 Yes/Yes 3 Yes  5-FU Bolus delayed,

233

5-FU Continuous
delayed, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed
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BRI 64 14 Yes/Yes 2 Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, Folinic Acid ED
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed
406- 1 HAA 8.0 mg/kg Male T R7u—BhEfEt 42 6 Yes/Yes 3 Yes Hospitalization
R N e 43 22 Yes/Yes 3 Yes Concomitant Therapy,
Hospitalization
4061 HAA 8.0 mg/kg  Male ol {LEZEIL 15 21 Yes/- 4 Yes  Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
405 HAN 8.0mg/kg  Male 7R TFH#i 57 7 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
410 AN 8.0mg/kg  Male AN AlEEYL 42 20 Yes/Yes 2 Yes  5-FU Bolus delayed, RECOVERE

234

5-FU Continuous D/RESOLV
delayed, Concomitant ED
Therapy, Folinic Acid

delayed,

Hospitalization, Inv

delayed, Irinotecan

delayed
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[ Ak g P L 97 7 Yes/Yes 3 Yes 5-FU Bolus delayed,
5-FU Continuous
delayed, 5-FU

Continuous reduced,
Concomitant Therapy,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Inv reduced,
Irinotecan delayed,
Irinotecan reduced

[ JRE A 2 B e 104 7 Yes/Yes 2 Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, 5-FU ED

Continuous reduced,
Concomitant Therapy,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Inv reduced,
Irinotecan delayed,
Irinotecan reduced

IEE=73 125 9 Yes/Yes 2 Yes 5-FU Continuous RECOVERE
delayed, Concomitant D/RESOLV
Therapy, Folinic Acid ED
delayed,
Hospitalization, Inv
delayed, Irinotecan

delayed
412 HARAN 8.0 mg/kg Male o] #iapiRs% 32 18 Yes/Yes 3 Yes Concomitant Therapy,
Hospitalization
412 HAN 8.0mg/kg  Male TR BAKBHE 13 9 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
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T 13 19 Yes/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
gty 15 38 Yes/Yes 2 Yes Concomitant Therapy,
Hospitalization
412- HARA 8.0mg/kg  Male Ol F7u—UhEREE 33 11 Yes/Yes 3 Yes RECOVERE
D/RESOLV
ED
415 HARAN 8.0 mg/kg Male Sl FEEAELF BRI E 257 Not Yes/Yes 3 Yes Concomitant Therapy, NOT
Recovered Hospitalization RECOVERE
D/NOT
RESOLVED
122- R HAA 8.0 mg/kg Female 6] F7m—vEfERt 28 16 Yes/~ 3 Yes 5-FU Bolus omitted,
5-FU Continuous
omitted, Folinic Acid
omitted,
Hospitalization,
Irinotecan omitted
x7a—PIE R 44 4 Yes/- 4 Yes 5-FU Bolus omitted,
5-FU Continuous
omitted, Folinic Acid
omitted,
Hospitalization,
Irinotecan omitted
F7a—PIE R 48 11 Yes/- 3 Yes 5-FU Bolus omitted,

236

5-FU Continuous
omitted, Folinic Acid
omitted,
Hospitalization,
Irinotecan omitted
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F7a—PIE R 59 Not Yes/- 1 Yes 5-FU Bolus omitted, RECOVERI
Recovered 5-FU Continuous NG/RESOL
omitted, Folinic Acid VING
omitted,

Hospitalization,
Irinotecan omitted

430 HAA 8.0 mg/kg Male S FEVEEPEATE H 164 8 Yes/Yes 3 Yes Concomitant Therapy,
Hospitalization
R i i 231 5 Yes/Yes 3 Yes Concomitant Therapy,
Hospitalization
432 HAN 8.0 mg/kg  Female 7 kY 37 9 -/Yes 2 Yes  5-FU Continuous RECOVERE

delayed, Concomitant D/RESOLV
Therapy, Folinic Acid ED
delayed,

Hospitalization, Inv

delayed, Irinotecan

delayed
436 HAN 8.0mg/kg  Male Sl EMEFIREH M 56 9 Yes/- 3 Yes  Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
142 P AALSE  8.0mg/kg  Female TR 7+ EkEEA 16 1 ~/Yes 3 Yes Concomitant Therapy,
DTIT N Hospitalization
A ERE A 17 2 ~/Yes 2 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
444 BAALS 8.0 mg/ke Male 4R @&iE 32 6 Yes/~ 3 Yes Concomitant Therapy, RECOVERE
DTIT N Hospitalization D/RESOLV
ED
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446- M BAALIS 8.0 mg/kg Male o A4 68 4 -/Yes 3 Yes Concomitant Therapy, RECOVERE
DTIT N Folinic Acid delayed, D/RESOLV

Folinic Acid omitted, ED
Hospitalization, Inv
delayed, Irinotecan

delayed

446 B AANLS 8.0 mg/ke Male o %57 50 5 -/Yes 3 Yes Hospitalization RECOVERE
DTIT N D/RESOLV

ED
FEENAE LT BRI E 53 2 -/Yes 3 Yes Concomitant Therapy RECOVERE
D/RESOLV

ED
454- 1 White 8.0 mg/kg  Female 6l W&t 74 18 -/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV

ED
T 74 22 -/Yes 3 Yes 5-FU Bolus delayed, RECOVERE

5-FU Bolus reduced, D/RESOLV
5-FU Continuous ED
delayed, 5-FU

Continuous reduced,

Folinic Acid delayed,
Hospitalization, Inv

delayed, Inv reduced,

Irinotecan delayed,

Irinotecan reduced

45418 White 8.0 mg/kg  Female 7H MiZEFSE 178 5 Yes/Yes 1 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
e 237 6 Yes/Yes 1 Yes Hospitalization RECOVERE
D/RESOLV
ED
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47¢- White 8.0 mg/kg Female 6ff BH2IEE 120 Not -/Yes 3 Yes Concomitant Therapy, NOT
Recovered Hospitalization RECOVERE
D/NOT
RESOLVED
485 White 8.0mg/kg  Male o] THi 11 3 -/Yes 4 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
485 White 8.0 mg/kg Female 6ff THi 9 4 ~-/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
490 White 8.0mg/kg  Male ol @EIMEZ)—F 85 1 Yes/- 4 Yes Hospitalization, Inv ~ RECOVERE
omitted D/RESOLV
ED
T 108 15 ~-/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED WITH
SEQUELAE
1951 White 8.0 mg/kg  Male S} MEE% 86 9 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
500- 1 White 8.0 mg/kg  Female 5l PFAZEME~L=7 29 Not  Yes/- 2 Yes  5-FU Bolus delayed, RECOVERI
Recovered 5-FU Continuous NG/RESOL
delayed, Folinic Acid VING
delayed,
Hospitalization, Inv
delayed, Inv omitted,
Irinotecan delayed
e 231 6 ~/Yes 4 Yes Hospitalization RECOVERE
D/RESOLV
ED
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M

R

combined Outcome
Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED

500- 1

Female 6l F&ZAEAT A ERIBAME

5-FU Continuous
discontinued,
Concomitant Therapy,
Folinic Acid
discontinued,
Hospitalization, Inv
delayed, Irinotecan
discontinued

1 Bk SiE

Hospitalization

502- 1

Female 3 fEJj%E

5-FU Bolus delayed, RECOVERE
5-FU Bolus reduced, D/RESOLV
5-FU Continuous ED
delayed, 5-FU

Continuous reduced,

Concomitant Therapy,

Folinic Acid delayed,
Hospitalization, Inv

delayed, Irinotecan

delayed, Irinotecan,

reduced
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Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization
combined

Outcome

504- 1

White 8.0 mg/kg

Male

W TH

203

8

Yes/Yes

3

Yes

5-FU Bolus delayed,
5-FU Bolus
discontinued, 5-FU
Continuous delayed,
5-FU Continuous
discontinued, 5-FU
Continuous reduced,
Concomitant Therapy,
Folinic Acid delayed,
Folinic Acid
discontinued,,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
discontinued,
Irinotecan reduced

510- 1

White 8.0 mg/kg

Male

W TH

199

-/Yes

Yes

Concomitant Therapy,
Hospitalization

RECOVERE
D/RESOLV
ED

522-

White 8.0 mg/kg

Male

B R

105

Not
Recovered

Yes/Yes

Yes

5-FU Bolus delayed,
5-FU Continuous
delayed, Concomitant
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed

NOT
RECOVERE
D/NOT
RESOLVED

530- 1

R NYNDEYS
DT T N

8.0 mg/kg

Female

AW wEEAT DR 21

51

Yes/Yes

Yes

Concomitant Therapy,
Hospitalization

RECOVERE
D/RESOLV
ED

RERF D JESE 21

241

51

-/Yes

Yes

Concomitant Therapy,
Hospitalization

RECOVERE
D/RESOLV
ED
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530l B AALISE  8.0mg/kg  Female S i/MREDEA 15 2 -/Yes 2 Yes Concomitant Therapy,
DTIT N Hospitalization
FEEMEAT BRI 15 3 ~/Yes 4 Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, Concomitant ED
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed
530N AARALSLE  8.0mg/kg  Male T HFHEREE 15 30 -/Yes 4 Yes 5-FU Bolus delayed, RECOVERE
DTIT N 5-FU Continuous D/RESOLV
delayed, Concomitant ED
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed
547- 1 White 8.0mg/kg  Male 3| H% 71 3 Yes/Yes 3 Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, Folinic Acid ED
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed
i ZE R 136 Not Yes/~ 4 Yes Hospitalization RECOVERI
Recovered NG/RESOL
VING
4 149 3 Yes/~ 4 Yes Hospitalization RECOVERE
D/RESOLV
ED

242
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e 880 Not Yes/Yes 3 Yes Hospitalization NOT
Recovered RECOVERE
D/NOT
RESOLVED
5471 Other 8.0 mg/kg Female 3 THi 134 8 -/Yes 3 Yes 5-FU Bolus omitted, RECOVERE
5-FU Continuous D/RESOLV
delayed, 5-FU ED
Continuous reduced,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced
553 White 8.0mg/kg  Male T} THi 4 9 -/Yes 3 Yes 5-FU Bolus reduced, RECOVERE
5-FU Continuous D/RESOLV
reduced ED
620- 1 White 8.0mg/kg  Male o] THi 63 4 -/Yes 3 Yes 5-FU Bolus delayed,
5-FU Bolus
discontinued, 5-FU
Bolus omitted, 5-FU
Continuous delayed,
5-FU Continuous
reduced, Concomitant
Therapy, Folinic Acid
delayed, Inv delayed,
Irinotecan delayed,,
Irinotecan reduced
625- 1 White 8.0 mg/kg  Female 6l ik 26 3 -/Yes 2 Yes Hospitalization RECOVERE
D/RESOLV
ED
e 26 3 ~/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
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T 26 5 -/Yes 3 Yes 5-FU Bolus reduced,

5-FU Continuous
reduced, Concomitant
Therapy,
Hospitalization,
Irinotecan reduced

L 26 6 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
IRAVD 2 SE 38 40 -/Yes 3 Yes RECOVERE
D/RESOLV
ED
1K AV AIE 41 9 Yes/~ 4 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
630- 1 White 8.0 mg/kg  Female 6l W&t 2 2 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
N 2 139 Yes/Yes 3 Yes Concomitant Therapy,
Hospitalization
6331 White 8.0mg/kg  Male 4 ZHANIDTL-F4T 4L 29 8 Yes/Yes 3 Yes Concomitant Therapy, RECOVERE
PN Hospitalization D/RESOLV
ED
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6331 White 8.0 mg/kg  Female 5l J&EMWELF T ERIBA E 22 -/Yes Yes 5-FU Bolus omitted, RECOVERE
5-FU Continuous D/RESOLV
delayed, 5-FU ED
Continuous reduced,
Concomitant Therapy,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced
6351 White 8.0 mg/kg Female 7] THi 133 -/Yes Yes Hospitalization RECOVERE
D/RESOLV
ED
639- 1 White 8.0 mg/kg  Female 6l M H M. 273 Yes/- Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, Folinic Acid ED
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed
FEENEAT T BRI 301 ~/Yes Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, Folinic Acid ED
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed
643 White 8.0 mg/kg Female 7| Iswinkaezsqt 350 Yes/- Yes Hospitalization RECOVERE
D/RESOLV
ED
915- White 8.0 mg/kg Female T} Ri%mEY: 60 Yes/Yes Yes Hospitalization RECOVERE
D/RESOLV
ED

245
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Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
942- 1 White 8.0 mg/kg  Female 40 W&t 9 2 -/Yes 1 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
B FRERIBDE 9 7 ~/Yes 3 Yes Hospitalization
A BRI E 16 7 ~/Yes 4 Yes  Hospitalization RECOVERE
D/RESOLV
ED
952- White 8.0 mg/kg  Female S Z7mANIPTA-F4T7 1L 40 19 -/Yes 3 Yes Hospitalization
KG9
952- White 8.0 mg/kg Female 7 J&EWELF ek E 23 3 -/Yes 2 Yes Concomitant Therapy,
Hospitalization
FEENEAT T BRI 26 3 ~/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
952- White 8.0 mg/kg  Female 5l H{LRE 14 1 -/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
952- 1 White 8.0mg/kg  Male 6 HURILIELE 11 7 Yes/Yes 2 Yes Hospitalization RECOVERE
D/RESOLV
ED
930- 1 White 8.0 mg/kg  Female 5l WEEHD LI 17 28 Yes/Yes 3 Yes Concomitant Therapy,
Hospitalization
A BRI E 17 29 Yes/Yes 4 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
7V 18 25 Yes/Yes 1 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
fili ZEARE 22 24 Yes/~ 4 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
RERE D S E 45 4 Yes/Yes 2 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
990- White 8.0 mg/kg  Female 70 W&t 2 37 -/Yes 3 Yes 5-FU Bolus reduced, RECOVERE
5-FU Continuous D/RESOLV
delayed, 5-FU ED
Continuous reduced,
Hospitalization,
Irinotecan delayed,
Irinotecan reduced
& Iffl. 6 7 -/Yes 1 Yes Hospitalization RECOVERE
D/RESOLV
ED
Placebo + 106 White - Male o] T 234 212 -/Yes 4 Yes Concomitant Therapy, RECOVERE
FOLFIRI (N=528) Hospitalization D/RESOLV
ED
1241 White - Female 5] Tt i 8 9 Yes/- 2 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
140 White - Female 7 T#i 63 8 -/Yes 3 Yes 5-FU Bolus reduced, RECOVERE
5-FU Continuous D/RESOLV
reduced, ED
Hospitalization,
Irinotecan reduced
1741 White - Male ol ZE#edE 78 Not Yes/- 2 Yes Hospitalization UNKNOWN
Recovered
174- Other - Female 6l Wt 2 Not -/Yes 2 Yes Hospitalization NOT
Recovered RECOVERE
D/NOT
RESOLVED
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
L 2 4 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
TI=VT NG UART =T 2 8 Yes/Yes 3 Yes Hospitalization RECOVERE
—BHEn D/RESOLV
ED
202 White - Male o] F&# 15 8 Yes/Yes 1 Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, Folinic Acid ED
delayed,
Hospitalization,
Irinotecan delayed
JiT B 18 5 Yes/Yes 2 Yes RECOVERE
D/RESOLV
ED
206- White - Male 7 BifsiE 142 5 Yes/Yes 4 Yes Hospitalization RECOVERE
D/RESOLV
ED
206- White - Female 6] T#Bw{b/a i 38 4 Yes/- 3 Yes 5-FU Continuous RECOVERE
reduced, Folinic Acid D/RESOLV
delayed, ED
Hospitalization, Inv
omitted, Irinotecan
delayed, Irinotecan
reduced
206- White - Female 3 1&i/E 84 2 Yes/- 2 Yes 5-FU Bolus omitted, RECOVERE
5-FU Continuous D/RESOLV
omitted, Folinic Acid ED
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omitted,
Hospitalization,
Irinotecan omitted
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
B~ 105 26 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED WITH
SEQUELAE
220- 1 White - Male  6fl JHiZEmE 255 Not Yes/- 3 Yes Concomitant Therapy, NOT
Recovered Hospitalization RECOVERE
D/NOT
RESOLVED
220- White - Male  6fl ZBIPED FW 116 2 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
222 White - Male o] F&# 98 5 Yes/Yes 1 Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, Concomitant ED
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed
232 White - Male o] 47 ERIE/ MR L 42 8 -/Yes 2 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
Ty ) PR s 68 16 Yes/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED WITH
SEQUELAE
236- White - Female S| T#i 33 21 -/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
236- White - Male S} T 44 3 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
244 White Female 5l o ek i 164 4 -/Yes 4 Yes Hospitalization RECOVERE
D/RESOLV
ED
RANY 8 e 165 5 ~/Yes 4 Yes Concomitant Therapy
244 White Female Al &R SE 100 8 Yes/- 2 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
1&A VT AfLSE 125 2 Yes/Yes 4 Yes 5-FU Bolus delayed,
5-FU Bolus reduced,
5-FU Continuous
delayed, 5-FU
Continuous reduced,
Concomitant Therapy,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan,
reduced
il v 125 9 ~/Yes 3 Yes 5-FU Bolus delayed, RECOVERE
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5-FU Continuous D/RESOLV
delayed, Folinic Acid ED
delayed,

Hospitalization, Inv

delayed, Irinotecan

delayed
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Treatment Subject
Group ID

Race

Dose

Day of Onset
(Day xx of
administra—

tion)

Sex  Age Preferred Term

Duration

Causality
(Investigation
al Drug/Che

motherapy)

Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization

combined Outcome

AV I MfAE 142

1

-/Yes

3

Yes

5-FU Bolus delayed,
5-FU Bolus reduced,
5-FU Continuous
delayed, 5-FU
Continuous reduced,
Concomitant Therapy,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan,
reduced

TR 142

12

-/Yes

Yes

Concomitant Therapy,
Hospitalization

24s- 1

White

Male 6l B 34

10

-/Yes

Yes

Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED

PRIRTS 34

10

-/Yes

Yes

RECOVERE
D/RESOLV
ED

Hospitalization

264- 1

White

Male ol VRIBEIRILARIE 267

Yes/~

Yes

5-FU Bolus delayed,
5-FU Continuous
delayed, Concomitant
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed

266- 1

White

Female

ol S T EIR AR E 149

36

Yes/~

Yes

Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED

266- 1

White

Male 50 T 102
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-/Yes

Yes

Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
266- White - Female 7l FAEMEMARMEHIRS 83 34 Yes/- 2 Yes Concomitant Therapy, RECOVERE
Hospitalization, Inv. ~ D/RESOLV
omitted ED
280- 1 White - Male TR #URILFELE 22 21 Yes/- 3 Yes Concomitant Therapy,
Inv discontinued
283 White - Female 6 &7V AliE 72 3 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED WITH
SEQUELAE
NS ) 72 3 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED WITH
SEQUELAE
310- White - Male S| T 1 83 Yes/Yes 2 Yes Concomitant Therapy,

Hospitalization, Inv
delayed, Inv omitted

T 84 34 Yes/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization, Inv. ~ D/RESOLV
delayed, Inv omitted ED

320- White - Male 7R ZMEB R4 117 6 -/Yes 3 Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, Concomitant ED
Therapy, Folinic Acid
delayed,

Hospitalization, Inv
delayed, Irinotecan
delayed
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
340- Other - Female 5] T#i 7 11 Yes/Yes 4 Yes 5-FU Bolus omitted, RECOVERE
5-FU Continuous D/RESOLV
delayed, 5-FU ED
Continuous reduced,
Concomitant Therapy,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced
340- White - Male 7 BifsiE 13 15 -/Yes 4 Yes 5-FU Bolus delayed, RECOVERE
5-FU Continuous D/RESOLV
delayed, Concomitant ED
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed
T 69 3 Yes/Yes 4 Yes 5-FU Continuous RECOVERE
delayed, 5-FU D/RESOLV
Continuous reduced, ED
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced
343 White - Female 6] B0 ZIE 159 4 Yes/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
354 White - Male S} T 32 9 -/Yes 4 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
360- M P AALISL - Female 4] ECOG/R74—<r 225 7 12 Yes/Yes 2 Yes Hospitalization
DTTT N — X ABEAL
FEEMEAT BRI 8 15 ~/Yes 4 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
O N% 10 17 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
RANY 8 e 12 3 ~/Yes 3 Yes Hospitalization
RANY 8 e 19 2 ~/Yes 3 Yes Hospitalization
ECOG/RT7 4 —< L AAT 19 9 Yes/Yes 3 Yes Hospitalization
— X RAHAL
RANY 8 e 23 1 ~/Yes 3 Yes Hospitalization
ECOG/RT7 4 —< L AAT 28 8 Yes/Yes 2 Yes Hospitalization RECOVERE
—H AL D/RESOLV
ED
R EENYES - Female 7 HifsEo> 485 120 6 -/Yes 3 Yes  Hospitalization RECOVERE
DTIT N D/RESOLV
ED
OIS P& GE 120 6 -/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
3s2- White - Female 6l Wt 21 6 -/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
3s2- White - Female 70 T 161 1 Yes/Yes 4 Yes RECOVERE
D/RESOLV
ED WITH
SEQUELAE
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
JF RS E A A 161 1 Yes/Yes 4 Yes Hospitalization RECOVERE
D/RESOLV
ED WITH
SEQUELAE
394 HAN - Female 70 #RikytZ 30 7 Yes/Yes 3 Yes 5-FU Bolus
discontinued, 5-FU
Continuous delayed,
5-FU Continuous
reduced, Concomitant
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced
39s- 1 HARA - Male T FEEMELT AP ERIBAE 16 14 -/Yes 3 Yes  5-FU Bolus delayed, RECOVERE
5-FU Bolus D/RESOLV
discontinued, 5-FU ED
Continuous reduced,
Concomitant Therapy,
Hospitalization,
Irinotecan reduced
400- 1 HARAN - Female 6 KENIRAZHEE 73 Not Yes/Yes 3 Yes Hospitalization NOT
Recovered RECOVERE
D/NOT
RESOLVED
412 HAAN - Male sl AM% 70 9 Yes/Yes 3 Yes Concomitant Therapy,
Hospitalization
R i 72 13 Yes/Yes 3 Yes Concomitant Therapy,
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Hospitalization
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
126- R HARAN - Male 7R Jifize 11 7 Yes/Yes 2 Yes 5-FU Bolus delayed,
5-FU Continuous
delayed, Concomitant
Therapy, Folinic Acid
delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed
128 HAA - Male Sl RVEPERE & 131 37 Yes/Yes 2 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
430 HARAN - Male 7l AIERS VR IOAE JE R 436 Not Yes/Yes 2 Yes Concomitant Therapy, NOT
Recovered Hospitalization RECOVERE
D/NOT
RESOLVED
430 HAAN - Male o] F&# 189 1 -/Yes 3 Yes Concomitant Therapy,
Hospitalization
feE k2% 189 13 -/Yes 3 Yes Concomitant Therapy,
Hospitalization
FEEN 190 1 -/Yes 2 Yes Concomitant Therapy,
Hospitalization
FEEN 191 8 -/Yes 1 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
43¢ HARAN - Female 6l &AKBHE 165 51 Yes/Yes 3 Yes Hospitalization
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Treatment Subject
Group ID Race

Sex  Age

Preferred Term

Day of Onset
(Day xx of
administra—

tion)

Duration

Causality
(Investigation
al Drug/Che

motherapy)

Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization
combined

Outcome

T

168

24

Yes/Yes

3

Yes

5-FU Continuous
delayed, 5-FU
Continuous reduced,

RECOVERE
D/RESOLV
ED

Concomitant Therapy,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced

192 0 AL
DT T N

Female 6l .l

-/Yes

Yes

5-FU Bolus delayed,
5-FU Bolus reduced,
5-FU Continuous
delayed, 5-FU
Continuous reduced,
Concomitant Therapy,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan,
reduced

Mg

-/Yes

Yes

RECOVERE
D/RESOLV
ED

Hospitalization

Y

23
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-/Yes

Yes

5-FU Bolus delayed,
5-FU Bolus reduced,
5-FU Continuous
delayed, 5-FU
Continuous reduced,
Concomitant Therapy,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan,
reduced
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Event combined Outcome
192 0 AL - Male TR 9% 15 12 Yes/Yes Yes 5-FU Bolus delayed,
DTIT N 5-FU Bolus reduced,
5-FU Continuous
delayed, 5-FU
Continuous reduced,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced
T 36 10 Yes/Yes Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
sl AARALS - Female Tl &ML ERIE 21 2 ~/Yes Yes Concomitant Therapy, RECOVERE
DTIT N Hospitalization D/RESOLV
ED
YR BEENYYSS - Female 70 #E/)5E 23 Not -/Yes Yes Hospitalization NOT
DTIT N Recovered RECOVERE
D/NOT
RESOLVED
BRI 23 Not -/Yes Yes Concomitant Therapy, RECOVERI
Recovered Hospitalization NG/RESOL
VING
FEENE I T ER R E 23 3 ~/Yes Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
460- 1 White - Female 6l /CEHIE) 100 3 -/Yes Yes Hospitalization RECOVERE
D/RESOLV
ED
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Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
485 White - Male S P ERIR MR E 387 Not Yes/- 2 Yes Concomitant Therapy, NOT
Recovered Hospitalization, Inv RECOVERE
delayed, Inv D/NOT
discontinued RESOLVED
1951 Other - Female 3 My 21 Not Yes/~ 2 Yes Hospitalization NOT
Recovered RECOVERE
D/NOT
RESOLVED
1951 White - Male S| T 1 6 Yes/Yes 3 Yes 5-FU Bolus delayed,
5-FU Bolus reduced,
5-FU Continuous
delayed, 5-FU
Continuous reduced,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced
4931 White - Male ol BRA 55 2 -/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
1951 White - Female 5l Jifize 35 3 -/Yes 2 Yes Hospitalization RECOVERE
D/RESOLV
ED
SRR D IS 37 16 ~/Yes 3 Yes 5-FU Bolus reduced, RECOVERE
5-FU Continuous D/RESOLV
reduced, ED
Hospitalization
500- 1 White - Male 7R i 113 9 Yes/- 4 Yes Hospitalization RECOVERE
D/RESOLV
ED
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
TR T o fie 113 9 Yes/~ 4 Yes Hospitalization RECOVERE
D/RESOLV
ED
512- 8 White - Female 7 MhZEdiE 176 4 Yes/- 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
RENRIEARIE 176 4 Yes/~ 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
522- White - Female 30 K% 99 7 -/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
A ERE A 99 20 ~/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
530 1A ALISH - Male 7R TFH#i 53 7 -/Yes 2 Yes Concomitant Therapy, RECOVERE
DTIT N Hospitalization D/RESOLV
ED
530 1A ALISE - Male 4l ERGZRAL 3 10 Yes/- 3 Yes  Concomitant Therapy, RECOVERE
DTIT N Hospitalization D/RESOLV
ED
601N White - Female 7 ¥%%7 40 17 Yes/Yes 3 Yes Hospitalization,
Irinotecan delayed,
Irinotecan reduced
B ML 44 14 Yes/Yes 3 Yes 5-FU Continuous RECOVERE
delayed, 5-FU D/RESOLV

Continuous reduced, ED
Concomitant Therapy,
Hospitalization
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(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
FEEMEAT BRI 47 2 Yes/Yes 3 Yes 5-FU Bolus delayed, RECOVERE
5-FU Bolus D/RESOLV

discontinued, Folinic ED
Acid delayed,
Hospitalization, Inv
delayed, Inv reduced

607- 1 White - Female 7 My AR sEERE 38 22 Yes/- 4 Yes Hospitalization RECOVERE
D/RESOLV
ED WITH
SEQUELAE

61911 White - Female 6 .l 23 3 -/Yes 2 Yes Hospitalization RECOVERE
D/RESOLV
ED
Y| 23 4 -/Yes 3 Yes 5-FU Bolus delayed, RECOVERE
5-FU Bolus omitted, D/RESOLV
5-FU Continuous ED
delayed, 5-FU
Continuous omitted,
Concomitant Therapy,
Folinic Acid delayed,
Folinic Acid omitted,
Hospitalization, Inv
delayed, Irinotecan,
delayed, Irinotecan

Y

omitted
e 23 19 ~/Yes 2 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
Mg 24 3 -/Yes 2 Yes Concomitant Therapy,
Hospitalization
7V 24 18 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
e 27 15 ~-/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
T 33 9 ~-/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
L 33 9 -/Yes 2 Yes Hospitalization RECOVERE
D/RESOLV
ED
62111 White - Female 40 .0 16 Not -/Yes 3 Yes Hospitalization NOT
Recovered RECOVERE
D/NOT
RESOLVED
e 22 8 ~-/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV
ED
6241 White - Male ol F&ENELF BRI E 112 4 -/Yes 4 Yes 5-FU Bolus RECOVERE
discontinued, 5-FU  D/RESOLV
Continuous reduced, ED
Concomitant Therapy,
Hospitalization,
Irinotecan reduced
B ILAE 112 5 Yes/Yes 4 Yes 5-FU Bolus delayed, RECOVERE

262

5-FU Continuous D/RESOLV
delayed, Concomitant ED
Therapy, Folinic Acid

delayed,

Hospitalization, Inv

delayed, Inv

discontinued,

Irinotecan delayed



LY3009806

YA T LY AR (R - B

T

2.7.4 BERM

Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome

6331 White - Male 6] ZAMBERA 8 3 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV

ED
iR E D s =y 8 25 Yes/Yes 3 Yes Hospitalization RECOVERE
D/RESOLV

ED
646 White - Female 7 MhZEdiE 129 5 Yes/- 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV

ED
6471 White - Male S| Faw 60 6 Yes/- 3 Yes Hospitalization RECOVERE
D/RESOLV

ED
N R% [ B 60 6 Yes/— 2 Yes Hospitalization RECOVERE
D/RESOLV

ED
55 A% T 62 4 Yes/~ 3 Yes Hospitalization RECOVERE
D/RESOLV

ED
6551 White - Male T BE% 33 4 -/Yes 3 Yes 5-FU Continuous RECOVERE
delayed, Folinic Acid D/RESOLV

delayed, ED
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Hospitalization, Inv
delayed, Irinotecan
delayed
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
6561 White - Male ol FEEAMEAT AP ERIBAME 15 7 -/Yes 3 Yes 5-FU Bolus omitted, RECOVERE
5-FU Continuous D/RESOLV
delayed, 5-FU ED
Continuous reduced,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Inv reduced,
Irinotecan delayed,
Irinotecan reduced
6661 White - Female 6of H#% 81 5 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
JR IR Y 82 8 -/Yes 2 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
912- White - Male 6l K% 63 3 -/Yes 2 Yes Concomitant Therapy,
Hospitalization
PN 66 4 -/Yes 3 Yes Concomitant Therapy, RECOVERE
Hospitalization D/RESOLV
ED
925- White - Female 5l JliZEFesE 44 Not Yes/- 3 Yes Hospitalization RECOVERI
Recovered NG/RESOL
VING
952- White - Female 6] T#i 228 10 -/Yes 3 Yes 5-FU Bolus delayed, RECOVERE
5-FU Bolus reduced, D/RESOLV
5-FU Continuous ED

delayed, 5-FU
Continuous reduced,
Folinic Acid delayed,
Hospitalization, Inv
delayed, Irinotecan
delayed, Irinotecan
reduced
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Day of onset is counted from the day of the first administration inclusive.
MedDRA version 17.0.

Report: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_29 Ist_ae_tesae_relany_raise_j.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/Program/a_lst_ae_jvbb_df.sas
Data: V:/StatProg._G/StatProg_P/Single—Use—Statistical-Program/Mdstat_ADS/LY3009806/CRC_JCTD/JVBB/adam

Date: 20 HIEHIEEN
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R 274T13RBE (SLUVILR T TS5EKR, XIZFOLFIRIE:ZX) EORRERZEETCETLHVEELAETER RTICEHHEERZRBR) @
—E (ZeM\mixgER) (JVCB EER)

Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
Ramucirumab +  103-JJ White 8.0mg/kg  Male T} THi 52 13 Yes/Yes 2 Yes HOSPITALIZATION
FOLFIRI (n=29)
Mk 60 3 Yes/Yes 3 Yes HOSPITALIZATION RECOVERE
D/RESOLV
ED

Day of onset is counted from the day of the first administration inclusive.
MedDRA version 17.0.

Report: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/L.Y3009806/CRC_JCTD/Output/a_274_32_lst_ae_tesae_relany_cb_j.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_lst_ae_idb_df.sas
Data: V:/StatProg._G/StatProg_P/Single~Use—Statistical-Program/Mdstat_ ADS/L.Y3009806/CRC_JCTD/IDB/adam

Date: 20 HIEHIEEE

o AR, RBREEOMIEE S A DR, R E% 30 A TICRBLLZFRORR 5T, Bk 5% 30 ALIRICRBLLI-F9 250, @ COEBRAEFREEO, 2B, RIS EHMiR 7
L N~=T /T TR, XX FOLFIRI ¥k & ORREREZ EE LR TmFEEE0E L L,
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XIE mFOLFOX6 &%) ENREREREZEBEETCETHVEELEEER RTICEHEAEER%KC)

N—E (REMHEFFNREH) VBHRER)
Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
Ramucirumab +  106-J White 8.0mg/kg  Male 6] THi 192 4 -/Yes 2 Yes HOSPITALIZATION RECOVERE
mFOLFOX-6 D/RESOLV
(n=48) ED
106 White 8.0mg/kg  Male 6 F7m—PREMFR 28 Not Yes/- 4 Yes 5-FLUOROURACIL NOT
Recovered OR FOLINIC ACID RECOVERE
OR OXALIPLATIN  D/NOT
WITHDRAWN, RESOLVED
RAMUCIRUMAB
WITHDRAWN
106 White 8.0 mg/kg  Male o IKEEEE 274 1 Yes/Yes 3 Yes 5-FLUOROURACIL RECOVERE
OR FOLINIC ACID  D/RESOLV
OR OXALIPLATIN  ED
WITHDRAWN,
CONCURRENT
MEDICATION/PROC
EDURE
2031 White 8.0 mg/kg  Female 6 JEMEAIRMLAAE 119 13 Yes/- 3 Yes HOSPITALIZATION RECOVERE
D/RESOLV
ED
i e SE 119 13 Yes/~ 3 Yes 5-FLUOROURACIL RECOVERE
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OR FOLINIC ACID  D/RESOLV
OR OXALIPLATIN  ED
WITHDRAWN,
HOSPITALIZATION,
RAMUCIRUMAB

WITHDRAWN
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2.7.4 BERM

Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
206- White 8.0mg/kg  Male 6] F#E\ 75 17 Yes/Yes 1 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION
2071 White 8.0 mg/kg Female S} Fi##NRILARIE 54 66 Yes/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
RAMUCIRUMAB
HELD/MODIFIED
2071 White 8.0 mg/kg  Male 3 ALMIIEE 169 6 Yes/- 3 Yes 5-FLUOROURACIL RECOVERE
OR FOLINIC ACID  D/RESOLV
OR OXALIPLATIN  ED
HELD/MODIFIED,
CONCURRENT
MEDICATION/PROC
EDURE,
HOSPITALIZATION
2071 White 8.0 mg/kg  Male o] Al 162 8 -/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION
203 White 8.0 mg/kg  Female TR fFhEkigE 29 2 -/Yes 4 Yes 5-FLUOROURACIL NOT
OR FOLINIC ACID RECOVERE
OR OXALIPLATIN  D/NOT
HELD/MODIFIED  RESOLVED
i HR BRI E 30 3 -/Yes 3 Yes 5-FLUOROURACIL NOT
OR FOLINIC ACID RECOVERE
OR OXALIPLATIN  D/NOT
HELD/MODIFIED  RESOLVED
i HR BRI E 32 9 -/Yes 1 Yes 5-FLUOROURACIL RECOVERE
OR FOLINIC ACID  D/RESOLV
OR OXALIPLATIN  ED
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
i ZE R 63 125 Yes/~ 4 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
RAMUCIRUMAB
WITHDRAWN
203 White 8.0 mg/kg  Male S} ERinie 69 65 Yes/- 4 Yes RAMUCIRUMAB NOT
HELD/MODIFIED RECOVERE
D/NOT
RESOLVED
Day of onset is counted from the day of the first administration inclusive.
MedDRA version 17.0.
Report: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_30_lst_ae_tesae_relany_bh_j.rtf
Program: V:/StatProg. G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_lst_ae_idb_df.sas
Data: V:/StatProg._G/StatProg_P/Single-Use—Statistical-Program/Mdstat_ ADS/L.Y3009806/CRC_JCTD/IDB/adam
Date: 20 HIEEHIEEEE
W AR, RBEEORER S A LR, REEG% 30 A ETICRBLIZFLOLL O T, Bk E5% 30 HURICRR LR 250, 2 TOREREEFLEEO, 2B, P Y EMR 7

Lyn~=7 /T TR, XX mFOLFOX-6 ¥k & ORREBRE GEE Laho T HELZEME & L,
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2.7.4  FERAZE 2

XIE mFOLFOX6 &%) ENREREREZEBEETCETHVEELEEER RTICEHEAEER%KC)
(JCDB

Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
Ramucirumab + (e | White 8.0 mg/kg  Female 5l JHiZEISE 5 Not Yes/~ 3 Yes MFOLFOX-6 / NOT
mFOLFOX-6 Recovered RAMUCIRUMAB RECOVERE
(n=52) HELD/MODIFIED D/NOT
RESOLVED
(e | White 8.0 mg/kg  Female 6l J&YutkKIB% 202 15 -/Yes 3 Yes HOSPITALIZATION RECOVERE
D/RESOLV
ED
(e | White 8.0 mg/kg Female 6ff THi 27 7 Yes/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION,
MFOLFOX-6 /
RAMUCIRUMAB
HELD/MODIFIED
002- White 8.0mg/kg  Male S0 & 59 7 Yes/- 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION,
RAMUCIRUMAB
HELD/MODIFIED
{5 R 60 5 Yes/~ 2 Yes CONCURRENT
MEDICATION/PROC
EDURE,
HOSPITALIZATION,
RAMUCIRUMAB
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
0031 White 8.0 mg/kg Female 6] MEREZ 119 21 Yes/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION
0041 White 8.0 mg/kg Female AN J&EMWELF BRI E 42 5 Yes/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION
00518 White 8.0 mg/kg Male S F7u—PREmR 36 28 Yes/~ 4 Yes HOSPITALIZATION,
MFOLFOX-6
HELD/MODIFIED,
RAMUCIRUMAB
WITHDRAWN
01418 White 8.0 mg/kg Male  6fl FRKIERY: 56 4 Yes/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION,
MFOLFOX-6 /
RAMUCIRUMAB
HELD/MODIFIED
o16- White 8.0 mg/kg Male o %57 115 7 -/Yes 3 Yes HOSPITALIZATION RECOVERE
D/RESOLV
ED
022 White 8.0mg/kg  Male 40 Mok 32 3 Yes/Yes 2 Yes CONCURRENT
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
022 White 8.0 mg/kg Male TR APk i%E 19 7 Yes/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION,
MFOLFOX-6 /
RAMUCIRUMAB
WITHDRAWN
025- 18 White 8.0 mg/kg  Female ol ZEi2E 54 Not Yes/- 3 Yes CONCURRENT NOT
Recovered MEDICATION/PROC RECOVERE
EDURE D/NOT
RESOLVED
mFOLFOX-6 oo1- White - Male 5] MEnk: 5 25 -/Yes 3 Yes HOSPITALIZATION RECOVERE
(n=49) D/RESOLV
ED
0041 White - Male Sl FEAICHED K& 16 3 -/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION,
MFOLFOX-6
HELD/MODIFIED
004- 1 White - Male  6fl B 223 4 -/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION
00518 Other - Female 5l F&EAMEAT A ERISAME 15 4 -/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION
0061 White - Female 4l BRI MERR Y2 50 10 -/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED

272
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Day of Onset Causality Action Taken,
(Day xx of (Investigation Concurrent Med,
Treatment Subject administra— al Drug/Che Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration motherapy) Grade Event combined Outcome
0061 White - Male Sl B 215 7 -/Yes 4 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION
0138 White - Female 6] m&nt 6 4 -/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION
T 6 6 -/Yes 3 Yes CONCURRENT RECOVERE
MEDICATION/PROC D/RESOLV
EDURE, ED
HOSPITALIZATION

Day of onset is counted from the day of the first administration inclusive.
MedDRA version 17.0.

Report: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_31_Ist_ae_tesae_relany_db_j.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_lst_ae_idb_df.sas
Data: V:/StatProg._G/StatProg_P/Single—Use—Statistical-Program/Mdstat_ ADS/L.Y3009806/CRC_JCTD/IDB/adam

Date: 20 HIEHIEEE

o AR, RBREEOMIEEES A DI, R E% 30 A TICRBLLZFRORR 5T, Bk 5% 30 ALIRICRBLLI-F9 250, @ COEBRAEFRELEO, 7B, RIS EHMN 7
Ln~=7 /T TR, XX mFOLFOX-6 ¥k & ORREBREZ GEE Lah-oTmHELEME & L,
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R27TAT16BBE (SLVWR T/ T5tHR) LORRBREBETCELVEELAETER RTICEEABTEFRERC) 0—FE (ReMBH

&)

(JVBF &18%)

Day of Onset

Action Taken,

(Day xx of Concurrent Med,
Treatment Subject administra— Caus— Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration  ality Grade Event combined Outcome
Ramucirumab + 126- OTHER 8.0 mg/kg Female 6 &EiiLE 1 2 Yes 3 Yes Concurrent Change in
BSC (N=317) medication/procedure Grade or
, New or prolonged Seriousness
hospitalization
e I £ 5 2 Yes 3 Yes Concurrent Resolved
medication/procedure
, New or prolonged
hospitalization
133l  WHITE 8.0 mg/kg  Male 7R AFHERBAE 148 15 Yes 4 Yes Delayed/Modified Change in
Grade or
Seriousness
B I E S B AM 4 PR AE 398 6 Yes 3 Yes Discontinued, New or Resolved
prolonged
hospitalization
R ERTEARAE 398 6 Yes 3 Yes Discontinued, New or Resolved
prolonged
hospitalization
192 WHITE 8.0 mg/kg Male Sl #ZBIPED FW 30 3 Yes 2 Yes Concurrent Resolved
medication/procedure
, New or prolonged
hospitalization
FE O i e 30 3 Yes 2 Yes Concurrent Resolved
medication/procedure
, New or prolonged
hospitalization
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Treatment
Group

Subject
D

Race

Dose

Sex

Age

Preferred Term

Day of Onset
(Day xx of
administra—

tion)

Duration

Caus—
ality Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization
combined

Outcome

206- 1

WHITE

8.0 mg/kg

Female

ol

T 7 47% T — Ui

1

2

Yes 3

Yes

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

206- 1

WHITE

8.0 mg/kg

Male

FIH FRIIRHR L 1

80

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

215- 1

WHITE

8.0 mg/kg

Male

9

27

New or prolonged
hospitalization

Resolved

233- 1

WHITE

8.0 mg/kg

Male

E N Z YRR AE

322

15

Concurrent
medication/procedure

Change in
Grade or
Seriousness

233- 1

WHITE

8.0 mg/kg

Male

Jifi %%

22

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

HTHERE MR AL 5%

12

Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

251- 1

WHITE

8.0 mg/kg

Female

4

e

34

12

Discontinued, New or
prolonged
hospitalization

Resolved

JIENEE HH i

34

275

12

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved
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Treatment Subject
Group ID

Race

Dose

Sex

Age

Preferred Term

Day of Onset
(Day xx of
administra—

tion)

Duration

Caus—
ality Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization
combined

Outcome

251- 1

WHITE

8.0 mg/kg

Male

ol

T HRIES

161

9

Yes 2

Yes

Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

161

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

251- 1

WHITE

8.0 mg/kg

Male

it i

469

Not
Recovered

New or prolonged
hospitalization

Ongoing

252- 1

WHITE

8.0 mg/kg

Male

EEUAE S ME

81

Not
Recovered

None

Ongoing

252- 1

WHITE

8.0 mg/kg

Male

T 7 47% T — Ui

2

Yes 3

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

256- 1

WHITE

8.0 mg/kg

Male

90

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

2581

OTHER

8.0 mg/kg

Male

55

New or prolonged
hospitalization

Resolved

L REFCRERT

224

New or prolonged
hospitalization

Resolved

JiTREZE

241

276

New or prolonged
hospitalization

Change in
Grade or
Seriousness
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Day of Onset

Action Taken,

(Day xx of Concurrent Med,
Treatment Subject administra— Caus— Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration  ality Grade Event combined Outcome
253l OTHER 8.0mg/kg  Male o] FeiEE 324 27 Yes 3 Yes Delayed/Modified, ~ Change in
Concurrent Grade or
medication/procedure Seriousness
, New or prolonged
hospitalization
N 394 42 Yes 3 Yes Discontinued, New or Change in
prolonged Grade or
hospitalization Seriousness
L ERREEIK T 435 Not Yes 4 Yes New or prolonged Ongoing
Recovered hospitalization
JFBE R 435 Not Yes 4 Yes New or prolonged Ongoing
Recovered hospitalization
N 435 4 Yes 4 Yes Discontinued, New or Change in
prolonged Grade or
hospitalization Seriousness
260l WHITE 8.0mg/kg  Male 6] "L 155 3 Yes 3 Yes Discontinued, Resolved
Concurrent
medication/procedure
, New or prolonged
hospitalization
275 WHITE 8.0 mg/kg  Female 6 FFHEMMAE 13 10 Yes 3 Yes Discontinued, New or Resolved
prolonged
hospitalization
276  WHITE 8.0 mg/kg  Male 7R VEMERIRMLALAE 264 12 Yes 3 Yes Discontinued, Resolved
Concurrent
medication/procedure
, New or prolonged
hospitalization

277
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Treatment Subject
Group ID

Race

Dose

Sex

Age Preferred Term

Day of Onset
(Day xx of
administra—

tion)

Duration

Caus—

ality Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization
combined

Outcome

277- 1

WHITE

8.0 mg/kg

Male

AR

199

Not
Recovered

Yes

2

Yes

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing

200

Not
Recovered

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing

315- 1

WHITE

8.0 mg/kg

Male

ol FEE

12

Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

23

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

34

Not
Recovered

New or prolonged
hospitalization

Ongoing

319- 1

WHITE

8.0 mg/kg

Male

ol i

28

Not
Recovered

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing

324- 1

WHITE

8.0 mg/kg

Male

M sk

239

278

Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved
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Treatment
Group

Subject
D

Race

Dose

Sex

Age Preferred Term

Day of Onset
(Day xx of
administra—

tion)

Duration

Caus—
ality Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization
combined

Outcome

324- 1

WHITE

8.0 mg/kg

Male

WA R i

6

8

Yes 4

Yes

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

431- 1

WHITE

8.0 mg/kg

Male

ol FeEs

7

Not
Recovered

None

Ongoing

4341

WHITE

8.0 mg/kg

Male

ol AT R

2

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

6021

WHITE

8.0 mg/kg

Male

ol ik

10

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

6061

WHITE

8.0 mg/kg

Male

MO RA

11

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

6711

8.0 mg/kg

Male

ol sk

18

Concurrent
medication/procedure
, New or prolonged
hospitalization

Change in
Grade or
Seriousness

6711

HAN

8.0 mg/kg

Male

ol FEE

81

279

11

Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved
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Treatment Subject
Group ID

Race

Dose

Day of Onset
(Day xx of
administra—

Action Taken,
Concurrent Med,
Hospitalization

Caus— Serious

Sex  Age

Preferred Term

tion)

Duration

ality Grade

Event

combined

Outcome

JHFMERNAE

144

12

Yes 2

Yes

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

676

HAN

8.0 mg/kg

Female

[ Wt

106

Not
Recovered

Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing

149

13

Concurrent
medication/procedure
, New or prolonged
hospitalization

Change in
Grade or
Seriousness

157

Not
Recovered

Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing

JiFA 4

157

11

Concurrent
medication/procedure
, New or prolonged
hospitalization

Change in
Grade or
Seriousness

675

HAN

8.0 mg/kg

Female Sl AFIERME

118

Not
Recovered

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing

675

HAN

8.0 mg/kg

Male 7R Bz FHERILES

40

10

Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved
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Day of Onset

Action Taken,

(Day xx of Concurrent Med,
Treatment Subject administra— Caus— Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration  ality Grade Event combined Outcome
REV o T B E 97 5 Yes 3 Yes Delayed/Modified, Change in
Concurrent Grade or
medication/procedure Seriousness
, New or prolonged
hospitalization
REVH o T B E 101 4 Yes 4 Yes Concurrent Change in
medication/procedure Grade or
, New or prolonged Seriousness
hospitalization
REHD > L E 142 Not Yes 4 Yes Concurrent Ongoing
Recovered medication/procedure
6311 HAAN 8.0 mg/kg Male T 2ErfEHeRiEE T 22 16 Yes 3 Yes New or prolonged Change in
hospitalization Grade or
Seriousness
6841 HAA 8.0 mg/kg Male 7 H#0RE L L 18 44 Yes 3 Yes Discontinued, Resolved
Concurrent
medication/procedure
, New or prolonged
hospitalization
6851 HARAN 8.0 mg/kg Male 7R F&#\ 57 16 Yes 2 Yes Concurrent Resolved
medication/procedure
, New or prolonged
hospitalization
T ILE 236 18 Yes 2 Yes Delayed/Modified, Resolved
Concurrent
medication/procedure
, New or prolonged
hospitalization
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Day of Onset

Action Taken,

(Day xx of Concurrent Med,
Treatment Subject administra— Caus— Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration  ality Grade Event combined Outcome
BB &S 432 11 Yes 3 Yes Delayed/Modified, Change in
Concurrent Grade or
medication/procedure Seriousness
, New or prolonged
hospitalization
R8RS 442 7 Yes 2 Yes Delayed/Modified, Change in
Concurrent Grade or
medication/procedure Seriousness
, New or prolonged
hospitalization
686- HAAN 8.0 mg/kg Male 5. (N E 15 Not Yes 3 Yes Concurrent Ongoing
Recovered medication/procedure
, New or prolonged
hospitalization
6871 HAAN 8.0 mg/kg Male o] AFREE 15 15 Yes 3 Yes Delayed/Modified, Change in
New or prolonged Grade or
hospitalization Seriousness
71l ARALSE 8.0 mg/kg Male 7R OFERITH 43 9 Yes 3 Yes Concurrent Resolved
DTIT N medication/procedure
, New or prolonged
hospitalization
714 AR ALSL 8.0 mg/kg Male Sl AFAR4: 19 6 Yes 4 Yes Concurrent Change in
DTIT N medication/procedure Grade or
, New or prolonged Seriousness
hospitalization
717 ARALDSLE 8.0 mg/kg Male Sl 3 H i 15 2 Yes 3 Yes Discontinued, Resolved
OTIT N Concurrent
medication/procedure
, New or prolonged
hospitalization
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Treatment Subject
Group ID

Race

Dose

Sex

Age Preferred Term

Day of Onset
(Day xx of
administra—

tion) Duration

Caus—
ality Grade

Action Taken,
Concurrent Med,
Hospitalization
combined

Serious
Event

Outcome

719- 1

R NYNDEYS
DTIT N

8.0 mg/kg

Male

ol s

3 1

Yes Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

S

Yes Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

723- 1

SR NYNDEYS
DT T N

8.0 mg/kg

Male

ol L b i

93 7

Yes Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

724- 1

SR NYNDEYS
DTIT N

8.0 mg/kg

Male

AR

14 8

Yes Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

JHFMERNAE

24 2

Yes Concurrent
medication/procedure
, New or prolonged
hospitalization

Change in
Grade or
Seriousness

JHFMERNAE

25 18

Yes Concurrent
medication/procedure
, New or prolonged
hospitalization

Change in
Grade or
Seriousness

JHFMERNAE

42 5

283

Yes Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved
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X
>
==

Treatment Subject

Group ID Race Dose

Day of Onset

(Day xx of

administra—
Age tion)

Sex Preferred Term

Duration

Caus—

ality Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization
combined

Outcome

FFPERMIE 121

3

Yes

3

Yes

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

724 1 AALISE

DT T N

8.0 mg/kg

Male 6l 85I 37

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

726 1 AALISE

DT T N

8.0 mg/kg

Male — 6fl VEEB&IR A 9

Not
Recovered

Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing

ER LR 9

Not
Recovered

Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing

er EEENYES

DT T N

8.0 mg/kg

Female 6 &/ AliiE 7

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

AU A 7

New or prolonged
hospitalization

Resolved

TR A 7

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

284

Concurrent
medication/procedure
, New or prolonged
hospitalization

Change in
Grade or
Seriousness
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Treatment
Group

Subject
D

Race

Dose

Day of Onset
(Day xx of
administra—
Sex  Age Preferred Term tion)

Duration

Caus—

ality Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization
combined

Outcome

Placebo + BSC
(N=313)

107- 1

WHITE

Male 7R _EEBIS{LA Hif 222

4

Yes

3

Yes

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

134- 1

WHITE

Male 7R FiZERE 20

Not
Recovered

Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing

140- 1

WHITE

Male 50 Hii 87

Discontinued,
Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

146- 1

WHITE

Female A £38#0R0E L i 162

Discontinued, New or
prolonged
hospitalization

Resolved

185- 1

OTHER

Male 30 JEK 41

Not
Recovered

Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing

211- 1

WHITE

Male S0 Al 40

Concurrent
medication/procedure
, New or prolonged
hospitalization

Change in
Grade or
Seriousness

2581

OTHER

Male Sl FFREEERE 43

285

Not
Recovered

Concurrent
medication/procedure
, New or prolonged
hospitalization

Ongoing
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Treatment Subject
Group ID

Race

Dose

Day of Onset
(Day xx of
administra—

tion)

Sex  Age Preferred Term

Duration

Caus—
ality Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization
combined

Outcome

260- 1

WHITE

Male Sl 3 ¥ VRS H i 20

5

Yes 3

Yes

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

266- 1

WHITE

T 104

Male  6ff

Not
Recovered

Delayed/Modified,
New or prolonged
hospitalization

Ongoing

fliZete e 104

Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Change in
Grade or
Seriousness

272-

WHITE

Male 7l HifnpEzsd 15

23

Discontinued,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

281- 1

WHITE

Female 6l M%EAHiHE 120

29

Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved

e i e 122

50

Delayed/Modified,
New or prolonged
hospitalization

Resolved

BIER Y 122

28

286

50

Discontinued,
Delayed/Modified,
Concurrent
medication/procedure
, New or prolonged
hospitalization

Resolved
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Day of Onset

Action Taken,

(Day xx of Concurrent Med,
Treatment Subject administra— Caus— Serious Hospitalization
Group 1D Race Sex  Age Preferred Term tion) Duration  ality Grade Event combined Outcome
2811 WHITE Male 7R FFHERMAE 36 7 Yes 3 Yes New or prolonged Change in
hospitalization Grade or
Seriousness
285 WHITE Male 7R HEW 12 3 Yes 3 Yes Concurrent Change in
medication/procedure Grade or
, New or prolonged Seriousness
hospitalization
290- 1 WHITE Male 7 & 81 2 Yes 2 Yes Concurrent Change in
medication/procedure Grade or
, New or prolonged Seriousness
hospitalization
2911 WHITE Female A #Hg0H i 25 6 Yes 3 Yes Discontinued, New or Resolved
prolonged
hospitalization
2911 WHITE Male o] BiifsiE 16 Not Yes 4 Yes Discontinued, New or Ongoing
Recovered prolonged
hospitalization
iR 22 Not Yes 4 Yes Discontinued, Ongoing
Recovered Concurrent
medication/procedure
, New or prolonged
hospitalization
316- WHITE Male S} AT 30 69 Yes 3 Yes Discontinued, New or Resolved
prolonged
hospitalization
319  WHITE Female S R 15 Not Yes 4 Yes Delayed/Modified, ~ Ongoing
Recovered Concurrent
medication/procedure
, New or prolonged
hospitalization
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Day of Onset

Action Taken,

(Day xx of Concurrent Med,
Treatment Subject administra— Caus— Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration  ality Grade Event combined Outcome
352 WHITE - Male S} £ #ARIE L L 550 7 Yes 3 Yes Concurrent Resolved
medication/procedure
, New or prolonged
hospitalization
383 WHITE - Male ol Jifitiin Unknown Unknown Yes 2 Yes New or prolonged Resolved
hospitalization
N R% [ B 56 3 Yes 4 Yes New or prolonged Change in
hospitalization Grade or
Seriousness
N R% [ B 58 4 Yes 3 Yes New or prolonged Resolved
hospitalization
39 M  WHITE - Male 6 FANRILFELE 52 11 Yes 3 Yes Discontinued, Resolved
Concurrent
medication/procedure
, New or prolonged
hospitalization
6051 WHITE - Male ol sk 121 2 Yes 3 Yes Concurrent Resolved
medication/procedure
, New or prolonged
hospitalization
i 7k 137 4 Yes 3 Yes Concurrent Change in
medication/procedure Grade or
, New or prolonged Seriousness
hospitalization
6051 WHITE - Male Sl AFAR4: 93 3 Yes 3 Yes New or prolonged Change in
hospitalization Grade or
Seriousness
iR 98 3 Yes 4 Yes New or prolonged Change in
hospitalization Grade or
Seriousness
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Day of Onset

Action Taken,

(Day xx of Concurrent Med,
Treatment Subject administra— Caus— Serious Hospitalization
Group 1D Race Dose Sex  Age Preferred Term tion) Duration  ality Grade Event combined Outcome
652 P AL - Male 7 &iEEARE L L 295 6 Yes 3 Yes Discontinued, Change in
DOTIT N Concurrent Grade or
medication/procedure Seriousness
, New or prolonged
hospitalization
R 38 # U H . 302 5 Yes 3 Yes Concurrent Change in
medication/procedure Grade or
, New or prolonged Seriousness
hospitalization
6731 HAAN - Male  of] 38 W bR B 10 Not Yes 3 Yes Concurrent Ongoing
Recovered medication/procedure
, New or prolonged
hospitalization
111K jdci i =1 3] ¢ A 15 17 Yes 2 Yes Concurrent Resolved
medication/procedure
, New or prolonged
hospitalization
675 HAAN - Male o] A&M:E%E % 68 23 Yes 3 Yes Concurrent Resolved
medication/procedure
, New or prolonged
hospitalization
6301 HAAN - Male S0 RIIEMES =2 93 13 Yes 4 Yes Concurrent Change in
medication/procedure Grade or
, New or prolonged Seriousness
hospitalization
633 HARAN - Male ol AFsmmiz 2 Not Yes 4 Yes Concurrent Ongoing
Recovered medication/procedure
, New or prolonged
hospitalization
SRR, 55 10 JiE R A 6 2 Yes 4 Yes Concurrent Change in
medication/procedure Grade or
Seriousness
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Treatment Subject
Group ID Race

Dose

Day of Onset
(Day xx of
administra—

Sex  Age Preferred Term tion)

Duration

Caus—

ality Grade

Serious
Event

Action Taken,
Concurrent Med,
Hospitalization

combined Outcome

6841 AAA

Male 7R Jiti%e 18

29

Yes

3

Yes

Delayed/Modified, Resolved
Concurrent
medication/procedure

, New or prolonged

hospitalization

R NYNDEIS
DT T N

723- 1

Male 7R FAnfsige 54

14

Concurrent Resolved
medication/procedure
, New or prolonged

hospitalization

724 1 AALISE

DT T N

ol ERE 76

Female

Discontinued, Resolved
Concurrent
medication/procedure

, New or prolonged

hospitalization

Day of onset is counted from the day of the first administration inclusive.

MedDRA version 16.1

Report: V:/StatProg._G/StatProg_D/Single-Use—Statistical-Program/L.Y3009806/CRC_JCTD/Output/a_274_33_lst_ae_tesae_relany_bf j.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_lst_ae_jvbf df.sas

Data: V:/StatProg._G/StatProg_P/Single—Use-Statistical-Program/Mdstat_ADS/LY3009806/CRC_JCTD/JVBF/adam

Date: 20 HIEHIEEE

T AR, RBREOYIMIE S A LIS, g4 30 A ETICRB L CFRORR LT, Rk H% 30 ALBRICRIA L FR 2850, R TOEERAEFREZED, 0B,

LN TRITT TR EDRRBEBEETE LR FRedR L L,
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JCDB &%)

FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

Ramucirumab +

Ramucirumab +

2.7.4 BERM

(REMBHIARER) (VCB. JVBH RU

Ramucirumab + FOLFIRI mFOLFOX-6
- w FOLFOX-6 FOLFOX-6
A F GBI (N=25) e e (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
w2 B BRI HR System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JLARGE Preferred Term
Patients with any TEAE 11 (44.0) 4 (16.0) 46 (95.8) 35 (72.9) 38 (73.1) 23 (44.2) 28 (57.1) 16 (32.7)
Leading to Any Study Drug
Dose Adjustment
KIS L OV R E Blood and lymphatic 7 (28.0) 2 (8.0) 27 (56.3) 20 (41.7) 16 (30.8) 9 (17.3) 16 (32.7) 9 (18.4)
system disorders
B BRI E Neutropenia 5 (20.0) 2 (8.0 21 (43.8) 17 (35.4) 13 (25.0) 8 (15.4) 13 (26.5) 9 (18.4)
i IR R D i Thrombocytopenia 1 (4.0) 0 13 (27.1) 1 2.1 5 (9.6) 1 (1.9 8 (16.3) 0
A . Anaemia 1 (4.0) 0 1 2.1 1 2.1 2 (3.8 1 (1.9 0 0
Tk I SR Coagulopathy 0 0 1 (2.1) 1 (2.1) 0 0 0 0
~NESZabe U ME Haemoglobinaemia 0 0 1 (2.1) 0 0 0 0 0
1 1 BRI iE Leukopenia 0 0 1 (2.1 0 0 0 0 0
DL ERE A iE Pancytopenia 0 0 0 0 0 0 1 (2.0) 0
B Gk E Gastrointestinal disorders 2 (8.0) 1 (4.0) 10 (20.8) 4 (8.3) 12 (23.1) 5 (9.6) 2 (4.1) 0
TR Diarrhoea 1 (4.0) 1 (4.0) 7 (14.6) 4 (8.3) 5 (9.6) 3 (5.8) 0 0
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

Ramucirumab +

Ramucirumab +

Ramucirumab + FOLFIRI mFOLFOX-6
A w FOLFOX-6 FOLFOX-6
A F GBI (N=25) e e (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3

JLARGE Preferred Term

A% Stomatitis 0 0 0 0 3 (5.8 0 2 (4.1 0

iz Abdominal pain 0 0 0 0 1 (1.9) 1 (1.9 0 0

TN Anal fissure 0 0 0 0 1 (1.9 0 0 0

fE b Constipation 0 0 0 0 1 (1.9 0 0 0

By P H 1. Gingival bleeding 0 0 0 0 1 (1.9 0 0 0

JE354 Haemorrhoids 0 0 0 0 1 (1.9 0 0 0

TR IHALAE H . Lower gastrointestinal 0 0 0 0 1 (1.9 0 0 0

haemorrhage

L Nausea 1 (4.0) 0 1 (2.1) 0 1 (1.9) 0 0 0

H PEN g Oral pain 0 0 0 0 1 (1.9 1 (1.9 0 0

[EL AR HH 1 Rectal haemorrhage 0 0 0 0 1 (1.9) 0 0 0

W Toothache 0 0 0 0 1 (1.9 0 0 0

Tl I e Dysphagia 0 0 1 (2.1) 0 0 0 0 0

Mg PH- Vomiting 0 0 2 (4.2) 0 0 0 0 0
— k- R FEEBIUYE S | General disorders and 2 (8.0 0 14 (29.2) 5 (10.4) 12 (23.1) 7(13.5) 6 (12.2) 1 (2.0)
ERAL DR HE administration site

conditions
55 Fatigue 2 (8.0) 0 0 0 10 (19.2) 7(13.5) 4 (8.2) 1 (2.0
T )IE Asthenia 0 0 8 (16.7) 4 (8.3) 2 (3.8) 1 (1.9 0 0
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

i + i +
Ramucirumab + FOLFIRI lﬁglgi;uén;tj . lﬁglgi;uén;tj . mFOLFOX-6
A EF G HE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JLARGE Preferred Term
AT IV RER R Influenza like illness 0 0 0 0 1 (1.9) 0 0 0
TEEN Pyrexia 0 0 1 (2.1 0 1 (1.9 0 1 (2.0) 0
BRARER Impaired healing 0 0 1 (2.1) 0 0 0 0 0
FEIED R NE Mucosal inflammation 0 0 2 (4.2) 0 0 0 0 0
FE O g Non-cardiac chest pain 0 0 1 (2.1) 0 0 0 0 0
VIR Oedema 0 0 1 (2.1 0 0 0 0 0
AP Oedema peripheral 0 0 2 (4.2) 1 @1 0 0 0 0
TLEE 2L AR IRHEE Temperature 0 0 0 0 0 0 1 (2.0) 0
intolerance
R DR A A Investigations 2 (8.0 1 (4.0) 4 (8.3) 1 (2.1 12 (23.1) 4 (7.7) 7(14.3) 4 (8.2)
/N Platelet count 0 0 0 0 8 (15.4) 3 (5.8) 1 (2.0 0
decreased
ifi.cf 7L 7 F =88 Blood creatinine 0 0 1 (2.1) 0 1 (1.9) 0 0 0
increased
ECOG/RRT74—< A Eastern Cooperative 0 0 0 0 1 (1.9) 0 0 0
AT —H AHEAL, Oncology Group
performance status
worsened
A ERE A Neutrophil count 1 (4.0) 1 (4.0) 0 0 1 (1.9 1 (1.9 6 (12.2) 4 (8.2)
decreased
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

Ramucirumab +

Ramucirumab +

Ramucirumab + FOLFIRI mFOLFOX-6
- w FOLFOX-6 FOLFOX-6
A F GBI (N=25) e e (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JLARGE Preferred Term
RE A Weight decreased 0 0 1 2.1 0 1 (1.9 0 1 (2.0 0
TANGRUET I N Aspartate 1 (4.0) 0 0 0 0 0 0 0
VAT 27— aminotransferase
increased
y =T NEIJVIT A Gamma-~ 0 0 1 (@2.1) 1 (@2.1) 0 0 0 0
77— glutamyltransferase
increased
SRER{ACIE IR R Glomerular filtration 0 0 1 2.1 0 0 0 0 0
rate decreased
1 i Bk s White blood cell count 1 (4.0) 0 0 0 0 0 0 0
decreased
JRYIE B L OV HUE Infections and infestations 0 0 8 (16.7) 4 (8.3) 6 (11.5) 1 (1.9) 2 (4.1) 0
& Upper respiratory tract 0 0 0 0 2 (3.8) 0 0 0
infection
AT —T VR BB Catheter site infection 0 0 0 0 1 (1.9 0 0 0
Y
LIPS Gingivitis 0 0 0 0 1 (1.9 0 0 0
RN SN Sinusitis 0 0 0 0 1 (1.9 0 0 0
BRI Skin infection 0 0 0 0 1 (1.9 0 0 0
PR R G Urinary tract infection 0 0 2 (4.2) 1 @1 1 (1.9 1 (1.9 0 0
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

i + i +
Ramucirumab + FOLFIRI lﬁglgi;uén;tj . lﬁglgi;uén;tj . mFOLFOX-6
A EF G HE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JLARGE Preferred Term
AR Y Wound infection 0 0 0 0 1 (1.9 0 0 0
JIL P 55 Anal abscess 0 0 1 (2.1) 1 (2.1) 0 0 0 0
LR Breast abscess 0 0 0 0 0 0 1 (2.0 0
R R Bronchitis 0 0 1 (2.1) 1 (2.1) 0 0 0 0
TR Y Lower respiratory tract 0 0 1 (2.1 0 0 0 0 0
infection
A E DS Nasopharyngitis 0 0 1 2.1 0 0 0 0 0
i ¢ Omphalitis 0 0 1 (2.1 0 0 0 0 0
JIVPH Paronychia 0 0 0 0 0 0 1 (2.0) 0
R R Pelvic abscess 0 0 1 2.1 1 2.1 0 0 0 0
SROE Y Respiratory tract 0 0 1 (.1) 0 0 0 0 0
infection
R P B 1 i Urosepsis 0 0 1 2.1 1 2.1 0 0 0 0
5E, BHERBLOMES | Injury, poisoning and 0 0 3 (6.3) 0 6 (11.5) 1 (1.9 4 (8.2) 1 (2.0)
PFE procedural complications
EATHED SOG Infusion related 0 0 3 (6.3) 0 6 (11.5) 1 (1.9 4 (8.2) 1 (2.0)
reaction
A& DFHE Wound complication 0 0 0 0 1 (1.9 0 0 0
R E Nervous system disorders 0 0 26 (54.2) 7 (14.6) 6 (11.5) 2 (3.8) 6 (12.2) 3 (6.1)
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors) Study JVBH (CRC) Study JCDB (CRC)
R i b+ R i b+
Ramucirumab + FOLFIRI PO PO mFOLFOX-6
A EF G HE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JLARGE Preferred Term
KR =2—m /R F— Neuropathy peripheral 0 0 0 0 3 (5.8) 1 (1.9 2 (4.1) 0
KR =a—aX Peripheral sensory 0 0 1 2.1) 0 3 (5.8) 1 (1.9) 4 (8.2) 3 (6.1)
F— neuropathy
SRR Dysaesthesia 0 0 5(10.4) 0 0 0 0 0
GBIV Headache 0 0 1 (2.1) 0 0 0 0 0
SR SRR Hypoaesthesia 0 0 2 (4.2) 0 0 0 0 0
Pt Neurotoxicity 0 0 16 (33.3) 6 (12.5) 0 0 0 0
BEIKIE Paraesthesia 0 0 2 (4.2) 0 0 0 0 0
KA Syncope 0 0 1 2.1 1 2.1 0 0 0 0
R Lo AR fE s Metabolism and nutrition 2 (8.0 0 0 0 3 (5.8) 0 0 0
disorders
BAEGR Decreased appetite 1 (4.0 0 0 0 1 (1.9 0 0 0
=i Hyperglycaemia 1 (4.0) 0 0 0 1 (1.9 0 0 0
1K RV AfLE Hyponatraemia 0 0 0 0 1 (1.9 0 0 0
&7 V7 U MSE Hypoalbuminaemia 1 (4.0) 0 0 0 0 0 0 0
1L P Vascular disorders 0 0 7 (14.6) 6 (12.5) 3 (5.8) 1 (1.9 0 0
e I Hypertension 0 0 6 (12.5) 5(10.4) 3 (5.8) 1 (1.9 0 0
FEEF R AR SE Jugular vein thrombosis 0 0 1 (2.1) 1 (2.1) 0 0 0 0
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

i + i +
Ramucirumab + FOLFIRI lﬁglgi;uén;tj . lﬁglgi;uén;tj . mFOLFOX-6
A EF G HE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JLARGE Preferred Term
B 3 L OVR S Renal and urinary 1 (4.0) 0 3 (6.3) 0 2 (3.8) 1 (1.9) 1 (2.0) 1 (2.0)
disorders
7 a—EREGERE Nephrotic syndrome 0 0 0 0 1 (1.9) 1 (1.9) 0 0
JREA Urinary retention 0 0 0 0 1 (1.9 0 0 0
IKEE Hydronephrosis 0 0 0 0 0 0 1 (2.0) 1 (2.0)
=S Proteinuria 1 (4.0) 0 2 (4.2) 0 0 0 0 0
AR A Renal failure 0 0 1 (2.1) 0 0 0 0 0
Wk e, SIS L OGRS | Respiratory, thoracic and 0 0 0 0 2 (3.8) 1 (1.9 0 0
fe mediastinal disorders
% 1ff. Haemoptysis 0 0 0 0 1 (1.9) 0 0 0
i ZE R Pulmonary embolism 0 0 0 0 1 (1.9 1 (1.9 0 0
R R L OB T HRkREE | Skin and subcutaneous 0 0 4 (8.3) 1 (2.1) 2 (3.8) 0 4 (8.2) 1 (2.0)
tissue disorders
FoE R EFR ST A Palmar—plantar 0 0 2 (4.2) 0 1 (1.9 0 1 (2.0) 1 (2.0)
REERE erythrodysaesthesia
syndrome
F7 RSl ik Skin induration 0 0 0 0 1 (1.9 0 0 0
B R s Dry skin 0 0 0 0 0 0 1 (2.0) 0
ZATE Hyperhidrosis 0 0 @0 0 0 0 0 0
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors)

Study JVBH (CRC)

Study JCDB (CRC)

i + i +
Ramucirumab + FOLFIRI lﬁglgi;uén;tj . lﬁglgi;uén;tj . mFOLFOX-6
A EF G HE%) (N=25) N N (N=49)
n(®%) (N=48) (N=52) n(%)
n(%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
JEARGE Preferred Term
TV B R E Onycholysis 0 0 0 0 0 0 1 (2.0) 0
ZORENE Pruritus 0 0 0 0 0 0 1 (2.0) 0
HB Rash 0 0 0 0 0 0 1 (2.0 0
EHPFEMERE Rash pruritic 0 0 0 0 0 0 1 (2.0) 0
=HIRZ Urticaria 0 0 1 @.1) 1 @.1) 0 0 1 (2.0) 0
HR IOk REE Ear and labyrinth disorders 0 0 1 (2.1) 0 1 (1.9) 1 (1.9 0 0
[AlEEPED F Vertigo 0 0 1 @.1) 0 1 (1.9) 1 (1.9) 0 0
BT AEE R Hepatobiliary disorders 0 0 0 0 1 (1.9) 0 0 0
JEAE Cholelithiasis 0 0 0 0 1 (1.9 0 0 0
PR TTHEAE Portal hypertension 0 0 0 0 1 (1.9) 0 0 0
B # R B LONE G | Musculoskeletal and 0 0 2 (4.2) 1 @.1) 1 (1.9 1 (1.9 0 0
[fERees connective tissue disorders
5 P Myalgia 0 0 0 0 1 (1.9 1 (1.9 0 0
R Back pain 0 0 1 (2.1 0 0 0 0 0
DU i Jre Pain in extremity 0 0 1 (2.1) 1 (2.1) 0 0 0 0
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FOLFOX-Based Combination Studies

Study JVCB (Solid Tumors) Study JVBH (CRC)

Study JCDB (CRC)

Ramucirumab + Ramucirumab +

Ramucirumab + FOLFIRI mFOLFOX-6
N w FOLFOX-6 FOLFOX-6
HEF SR (N=25) " N ™ Nes2) (N=49)
0 0
n(%) (%) (%) n(%)
YNGR | System Organ Class
B Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3 Any Grade Grade>=3
FEAGE Preferred Term

Abbreviations: Comb. = Combination; CRC = colorectal carcinoma; FOLFIRI = irinotecan, folinic acid, and 5—fluorouracil;
FOLFOX-6 = folinic acid, fluorouracil, and oxaliplatin; N = total population size; Ram = Ramucirumab;

TEAE = treatment—emergent adverse event.

Note: At each level of summarization, a patient is counted once.

Note: Terms are sorted by descending frequency of System Organ Class and then Preferred Term in the Ram arm of study JCDB.
MedDRA version 17.0

Source: sishaesc.r14

Report: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Output/a_274_72_sum_ae_teae_adjany_ss.rtf
Program: V:/StatProg._G/StatProg_D/Single-Use-Statistical-Program/LY3009806/CRC_JCTD/Program/a_sum_ae_idb_tmp1b_df.sas
Data: V:/StatProg._G/StatProg P/Single-Use—-Statistical-Program/Mdstat ADS/LY3009806/CRC_JCTD/IDB/ads

Date: 20 HEHIEEN
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