Y4 5 LY REHTER 100 mg
Y4 5 LY RiE#TER 500 mg

AREBHIFLH S NV IE ISR 2 MR R ONE O FAEE
AARA =T A4V ) —REAEAEICH D £7,
YRR O ERE ] ORI B LIS O E R H AN AE
Bt2FIHS 5 2 SITHERERE A,

BEA—54 1)) —#H%A=tt
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Y4 5 LY QTR 100 mg
Y4 5 LY REER 500 mg

1.5 BEXEIERROERRUVHAROER

BEA—54 1)) —#H%A=tt
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1.5 EBERXIIFROZBRUMREDOER
151 ERXIIHROEE
7 Ly~ 70E, VEGFR-2 [ZRrRAICH G D584t MUpt VEGFR-2 £/ 7 m—7

MR TH D, 7L IL~T W VEGFR-2 IZHEAT 5 &, VEGFR-2 EfRMALY B R

(VEGF-A, VEGF-C ) VEGF-D) & OHAMERANE S5 (Luetal. 2003; Zhu et al.
2003; HAEE IMC04) ., ZFDFER. T A3 L~ 71% VEGFR-2 ® Y > RHKIC X 2 iEH:
bEHEL, VN RFEEEOMEN S 7 I UGz T OTEM L, MR L e BN
Rk oiliEAE 2535 (Lu et al. 2003; Zhu et al. 2003; Miao et al. 2006; Goldman et al.
2007; Tvorogov et al. 2010)

152 - EREOTKEMER

1521 f&E#

15211 BHTOEZF

FERG - EBREEIXHAR C 3 BHICZVWAAM T, FEMOBEEIT 140 T AIITELT
W5 (BIEIE 746,000 AT 3L, &ML 614,000 A TH 247)  (Ferlay et al. 2013) ,
15 - EGREEE DO B K 25%IXFRIRFME, K 50% L BEHEICERB IR N R O bitd
(Van Cutsem et al. 2014) , #EBMERENG - BEGEIZ TR AR THY . SHFEAEGFRIT 13%T
% (Howlader et al. 2014)

ek, BAR, BN, =2—T—F 2 REWA—2 N7 U 713G - B O REBRREN
E OB TH D (Garcia et al. 2007) . KE T, 2014 FEOREITRNE, FEHE I HEE
96,830 A, [EFEEDHERE 40,000 A TH Y | i - EEEEIC X D TETTRIZK 50,310 A
Tod 7= [ (American Cancer Society : ACS) 2014] . KM TIX, 2012 FO#EG - EGRE
DHEBEUIHEE 345,000 A TH Y | HilG « EREIC X D TETFREIEK 152,000 A ToH -
7= (Ferlay et al. 2013)

15212 ERNTOER

EANTIE, fE1G - BRI AREOEVWAAFO —~>THY | 2011 F0O BB
124,921 AN CTH-o7=, BUEORESLT 72,101 A THF. BISAME, ISR TE 4 17,
LMD RREBEIT 52,820 A THIBIZRWTH 2L ThH o7z (ENLAAMIEE v 2 —3 Xt
WG E % — 2015) . 2020 4E121% 128,346 A, 2030 4E(21% 137,933 ANSH7ZITHENG -
EEC2 5 & THISH TS (Ferlay et al. 2013) . &5 « MRS LI Elsic 22
DIFERBEENRE <725 (Matsuda et al. 2014)

2013 AEITIE, A58 - EMEIINARCIRIRNOSE 3L THY . 47,654 NHHERG - EGE
WCRVFEC L GF LA filgs, 25 2 47 0 B (ESZBR AT & — 0 ARG &
T2 —2014) . BT, &l - ERREIZZEONAETHRKO 147 (21,846 A) |
BT, BREICROTE 3 A0 (25808 N) 72> TW\W5 (ENLAAIGEE 2 —
DAKER G HE 2 —2014)

EN A (AR &2 —aEa MR T 5 5 F45F (2001~2005 F2 K
JEF) 1. FEE T 66.5%. EE T 67.6%& . 203A (602%) &L CRHTHD,

1



LY3009806 1.5 GRS 3 T8 RO R B ONBHSE D
YA T LY RUERER GRERG - )

L LIRS EIC R B & A5G T Stage 1 : 89.2%, Stage 11 : 77.9%. Stage 111 : 71.7%.
Stage IV : 14.0%. Ef%¥ C Stage I : 89.6%. Stage II : 78.4%. Stage III : 67.7%. Stage
V:157%THY., Wb Stage Il £ TE AT Stage IV THE LTI D (( [BAD
wall MmEZES 2013) .

1991~1996 FDIBFETIBRAENG - ELGRIEG] 2 5t & L-iid GEBMYIM 6~11 47) (C
KDL&, FROK 80%LL LItk 3 4FLIN. 95%LL 1% 5 HELANICHIEL L7z, Stage
DHETIZHE - T, FRRIZ LA L7z (Stage 1: 3.7%, Stage II : 13.3%. Stage III : 30.8%)
(KiFkanrsess 2014)

1522 ExBiEHERs - EREOBEE

AR RS N - M B IOk 2 BIEOREEIR IR IT, TR RIGENE L CW A EE %
ﬁ%kbkﬁ%k%ﬁ%(i#%)77?/li4)/7ﬁ/&7yMt):V/ﬁ%
FEDOHEH) RO FHERER (R X7 77U~k b, R=YAh<T, &Y
X~ 77E) ThbH (NCCN2014)

EANIZIBNT S, WA & AERICH « B S IS 2B IEE (LS Tk |

FIZ KRG DHAT L TV D KIBEIRIE T A K74 > (KIBEFES 2014) N5
ENTND

77Ut ERGUER E LTHARTERBIN T RN E&RE, EHN &) &
THEAT - B ORERNS - EMPEEE X DIBHRERBEIC R & e 2213380 H LW,

15221 L&A

R MERSRG - ERR ST ISR 2 — IR Tk, AV 77 F 02— L7k
FWEL DA R OA Y )T H e _R— R LTARFRIRIE L O A DT b AR YE) 7
B L FRIE L U A v & L THEML ST D (NCCN 2014; Van Cutsem et al. 2014)
R MERERG - AR ISR T2 —IGE L LT, 7ok ) I VU RIEHIEZ A XY
TIFURINFAV ) TH AT LY A OFEDMEIZRETH I, TNENDORH
MW7a 77 A NVFER > TWD (Douillard et al. 2000; Saltz et al. 2000; Goldberg et al. 2004;
Tournigand et al. 2004; Colucci et al. 2005) , 7 v{LE Y I DU REANZILS-7rdm T T
PV (5-FU) RAXRVEE R ERDH DL, o, XV U T ITF 2= LTbFE
FEIEIZIX, FOLFOX Bk (XY UV 7 I7F +R U F— MLy A/ VARAY F—Fh
JIVT T A+5-FU) R° XELOX JE1E (BW_XUH v+ A4 XU T T7F0) RERHY ., A
U )T 912 %= A LA AR EICIL, FOLFIRIEE (A Y ) T +R U F— v
UL VRAY = F AT A+5-FU) R XELIRLRIE (IR Z2Ees+A U )T H
V) RERH D,

FTXH Y TFTF oA )T RN R LT FERIE L U A 0T, IRIBETH
FARIZIE< I TEY | HEEREL VA& LTHLINLTND mam2m¢Vm
Cutsem et al. 2014) . FIDICAFH U T T F L 2 _X—A I LTALFRIEL VA U & FEH L,
EDRIIAYN )T _X—= R LTIAEFIRIE L DA AUV B2 T8 &, £OHD
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NEIZSEhE L7256 & Tlk, AOMEDORRDBERTH L Z /RSN TS (Tournigand
etal. 2004)

1.5.2.2.2 7FIERIEE
SR LANMEZIIFFL T, O FEREEZ WL RED R - B
BFENKE T DR 2B OIEPUK & 72 > TV % (Watanabe et al. 2012; NCCN 2014; Van
Cutsem et al. 2014) , MRS « EREEE IS 2 — KGR LD/ AT ZIER E L
THARB S, R K EH SN TN D0 FAEREE S LT, VEGF ZER & L2
AR EHR (XA KORT 7YXt 7 ) kO EREEKE 7% 5K
(epidermal growth factor receptor : EGFR) &/ 7 u—JF L Hifk (Y X ~<~7 kU=
VA7) BNhHDH KHFERE, HARTIET 7 U ~bt 7 MIPuES & L TRER) .

152221  MEHEBEEA

.o VEGF (Zx4 5t MEE/ 7 v —F AR TH 2N X~ 7 LALFRED O
e 52 et U 7z VR 2 A2 1 ARBRIARRRBR C, BN - s B 1Tt 2 — IRIATE
FOZHIBROWT TS ARk 2 i Hr A L EA &b RIEO GO
RIIRE NIz, —IRIBRETIE, "INV A~T L IFLEE () )T +R ) F— 0
Ny LS VRARY F— N7 5+5-FU)  (Hurwitz et al. 2004) XIIA ¥4 Y 7 ZF
VS — 22 LT bR E (XELOX 1k X% FOLFOX-4 #75)  (Saltz et al. 2008;
Hochster et al. 2008) OUFHEGIZ LY | ALFEIEDO L OFGIZ AR TRAEFHIM N IEE
THZENRSINT, ZRIBIFE T, EER(LE M MK TH 2 Eastern
Cooperative Oncology Group (ECOG) 3200 sk C. MEHAEMRERTHDL N X~ T
& FOLFOX-4 BEDOPFAHRBIZ LY, 2AEFMMZIEET 5 Z LB /RS 72 (Giantonio
etal. 2007) ., 723, ECOG 3200 iABR Tlx, —RIGHE T E B EREA 2 &G S iz BH
TEENLoT,

AFEE O EE R ERER TH 5 14T-MC-JVBB  (IMCL CP12-0920, RAISE) ik (LT,
JVBB #BR) OFFEIRFZIL, M A EANC &2 — RIS IS L2 IRIBRICER
WL AEFRIEDE T CRAEFHIFZ IR T 5 2 L AVR S F/ERFEANT 2 <
—UIRIRIZ S &t & “IGR CIEH AR ER 25T 5 2 & O UIEIZ SV TG
H1CTdH >7= (Van Cutsem et al. 2012; Bennouna et al. 2013) .

152222 LEREBERFZEAEEH

Pt EGFR &/ 7 m—F ViR, MR - EEE o 2 HANRE, KOF
XYV TLITFUIIAN )T H o _R—R T LTRR E OBFHEEE LTS hTwn
%, JVBB RBRFHHEIEF (2010 4F) OEHHOBEKDZIEL NERTA R4 TiE, #i
EGFR &/ 7 v —FHUR LA FRIEO O IL KRAS BPAT ORI RG - B %t
THREORIE & LR LT 7= (Engstrom et al. 2009; Van Cutsem et al. 2010;
Watanabe et al. 2012) , KRAS E{n 1 DOIEMALZEIRZE BITHFEN - EREICZ < (Buyru et
al. 2006) . FEMG « ELIGHE DK 40~50%7% KRAS B AR 4 H L TEY (Friday and

3
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Adjei 2005; Karapetis and Snell 2010) . $T EGFR €/ 7 o —F LHURIZ K HIRFIZ 2D
D KRAS Bz ERZHT 5 BHFLEMICR L THELTIEAR VY (Amado et al. 2008;
Karapetis et al. 2008; Van Cutsem et al. 2009)

153 85 - EREICEAT 2HEOERE
BRI ORSER 2 X 1.5-1 128 U, FERGAR R K O RRER OMENG . BERT — % /N> or—
VEIZOWTCELEIT D,

1.5.3.1  SEERFREER DERE

T LV~ T DOV ul— Ak TH D DCI01 (=7 A VEGFR-2 (212 T v MiiK)
Z AT, P VEGFR-2 ik (T 63 ~7) OFEENREE MEW - EBE~ 7 A
BRFERAT T L TRl L7z, ATT/IZEWT DCI01 B 5 M Qb ER] & O 0F
B E5COHIEES R 2 ME Lz, BGRB8V T, DC101 1% 40 mg/kg D HAEIZHB VT
NI D¥EFHZ I L7, F72. HBGBEROIEE ORFRIZ 020 0 72 < FUESE 2R & 7R~
L. ARANTHELT L7 - BRI L TH AR ToH D Rt /R S 7z, DC101 &
PUESE DRI FIRIER & OPFHFE G L v S, S5 DCI0L IZA XU 775
>/ Bl VEGF (LFRIERIGMEDIESS IR L C b BB 5 & O IFL & OO A& 5 CHEEH
FEINHIER 27 Lz,

ZNHOREEENS, BT VEGFR-2 Fifk (T A3 b~7) 135505 - BRI L, Bk
B 5 R OMbFER & OOFRIZB W THZRIBRIEL R VG2 Z LRIz, e,
AEOHFEIC Y20 | BIRSEERER, ZaMIRERER, SR EhmEssh )k OB
DWW T2 a2 Fh L Tuguy,

1532  BRIREAER DR
15321 #h- - EREERRELESLVILT T ORRKRSR

BRI % T Lo~ 7 ORZ T 5 G e BRR PSR mIE, 55 1 FRERIR
R TT LAV~ T ORE, #5277V 2 — L ROFEESFHN S - %ICBis Sz,
FEPRBAYE TIX, VEGF U 71> I (VEGF-A 25 te) MU' VEGFR-2 ZiRIFEEL L T 5 [E
BTy MORAT A AN == ADEWEE GETHE., I, FUE. TR & O%s
%« BERGREZS E) ZEEAICRE L L= (Seto et al. 2006; Andersen et al. 2009; Jantus-
Lewintre et al. 2011; Roy et al. 2006; Amini et al. 2012; Oh et al. 2012) ,

PR RN, #EM - EBEICRT 2 T AL~ T ORGSR oz, # 1 R
B [I4T-IE-JVBM (IMCL CP12-0401) #tER] T, 7 A3 ~=70O# 1 FHRGICLD
At A ATV, AEEIR RN ) S LIE BN 2R IR RIE DN T W IEET TR R R 37 61 GRIG - 1
BWEE 6 fladte) T LAV N T REEINT, ZOME, HEBREHIRTEIE

(stable disease : SD) 7% 20 f (54.1%) @D LN, ZDIH 1 LT L~
4 mg/kg Z M 1 BG5S - EGEEETH Y . SD HER R O BRI 3K 7
fCTHoT,
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FA T LY RIHEEIR (R - ERE)

BIOE THEGEARRER [14T-IE-JVBN (IMCL CP12-0402) #&BR] TiX, 7L A~T7 D2
WESOE 3 BN 1 EBEEC X 25HMli 24TV, FEYETRIEE N B SR B A IR IE D e
HEATEIZR R 25 61 (R - ERReEE S a2 &de) (T L ~T ﬁx%kffé:hf:o

DOFER. 25D 5 H 15 6] (60.0%) THiZE=a L hr—ARBRBO LI (WT L RER
RITSD) . 2D OB 3BNIAEG - EEEEE ThoTlz, Kl - BEFEEE O 1HIXT
L= 10 mgkg & 2 BRI 1 EEE S, HEda sy ha—an 127 » AMRD 5
72 MG - EIERE OO 167 L v~ 15 mgkg % 3 HEMIC 1 [BI#E Si,

B HFERTHIENRD bR hole, &l - BEREEHEOES 1 flix7 Lo~ 7
20 mg/kg & 3N 1B 5- S 40, 2.6 » ARFRCHIENRTED Hive o Tz,

FERGR K ORERRBR O T — % L0 | BB - B OTREIZ T 2 M 8 A L&
TER O+ e RIS DR HER TE 22 &b, 7 A~ T 2B - EE RS
R AR L LTI 52 & & LT,

JVBB #BRIX, "NV A~T | AXH Y TITFUROT LB Y I DU REANT LD
—URIBHE T S ELE ORI U725 - EGE RS 2 %1512 FOLFIRI HIEDFH
TTT LV TEGREE 7T v R EGEREOENE R NZ 2 E i Uiz, EEEIEF
Zhsk LR, 77 2 AR, *Eéﬁ\ﬁ@%m\%lnm%%ﬁ%f%otonBBﬁ
BRIZIZ 1072 BB ER S, £D 9 BLHARNT 136 ThH o7z, 7L< 7 & FOLFIRI
%&@ﬁ%&ﬁfRﬂnm%&@%@&ﬁ’w&fﬁﬁim CHENOIRIICERD

SAFHROLEENRO SNz, 2. T L3~ T ORAEFHBI T 5 1G5
%_MK\ﬁmmiﬁﬁﬁﬁ%mﬁ%%;ﬁ%#o%%ngﬁwaéﬁﬁﬁ%ﬂm
T,

27— RFOREFR, BEERAEFZROFECICE>TAEFLZORBRFHNGIIRE
BRI CHRE CH o 7e, WT N DIRBRIEDOHE G ILIZE > HEFRORKBEIEILT A
VNS TRHETT TR TR T, &5 ioZ% <3 FOLFIRI #&iE (1 AILL L)
OHFIETH o7,

1533 FHHELBENLDEEDEE
ARKHIFEIZ B3 2 M SEATBE N R 3R 5 R R s 18 & B (Pharmaceuticals and Medical
Devices Agency : PMDA) & OB S35 L a7z,

1.5.34 BRERT—R /Ny Ho—2

ARHFETIE, EREILFESE AR RER O JVBB Bk 2 A0 Kk O et 2 3 il 2 E
CTEERBRRER EALEM T2, KRBHFEOBKT —% Xy r—IcEd o 6 R GHE
Erl 23 B, 2EER 438 2K 151177,

AKHFEIZE O TR RERIL, WT 7LD Good Clinical Practice (GCP) DJFHANIHE - T3
i L7z,
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RAI51BEBERT =21\ r—ICE8D-HBO—E

1.5

LI 358 R D K OBRIE Dbt

=g x5 S AT wEBEE
B4 X4y KA 18 BER D5k (T B N<TRROX L) FEAmIE B
FER - BB AR E LB, XX FOLFIRI BEGERH ORBR
RAISE A | s EEE | TAh <7+ 8 mg/kg % 2 i 1072 5 (ITT f#AT AL ) EE : DA
I4T-MC-JVBB | g} | #hi - 4:[H | FOLFIRI &% Bz 1 EHE S (536 15 B2 T 536 141)
(IMCL CP12- EOBSHE | G LA | XHTRRE : 7T AR+ 5B AR 136 6 B : SEREAAER, B,
0920) FOLFIRI 4 (74 Bl % O 62 f5i) patient reported outcome, M, o
TIRIRHE Bk, T AL L~ T OMETEE
FOM : A Fe— T — L EERET
kA & DOREE M
I4T-IE-JVBY | 5l | #5R% N T LIS T+ 8 mg/kg % 2 i HARN 6 5l (ZZVEfT x4 H) FE . e R OEEMN
(IMCL CP12- | &g} | #EH5 - # Ib+H | FOLFIRIJ&E{%: R 1 [E# 5 (5 BT AL N<TEE : 6)
1029) =R BIR : 7 Ly~ T OEYERE, S
FE, BUBEBIENME, 7 A3~ T R
TIRIBR FFHINA T~ —H— I RIF TR
M4T-IE-JIVCB | &% | #7EM s | w1 Ao 8 mg/kg & 2 20 f5if & (ZZ R PEREAT R SEET) EE : FOLFIRIEERFDO T AL v~<T
(IMCL CP12- | &g} | [HJoH %1148 | FOLFIRI ik M 1 =S (D BT A~ TEE 254 BE5NA Y T H v OFEOREY
1033) (DDI) 552 YA 7 VLA SN-38 D IRMBHHELC Jy 1 E g 2
T LIV T+
FOLFIRI %% B « Lotk ERME, 7 A0~
7 DOIRYyEEE
% BRI E T O NI a LD
oo BEsE M
4T-IE-IVBH | 2% | =Btk sk | T~ T 8mgkg & 23 | 485l (JRBAMEZ L SNT=T X COWRE) | FE  MHEEA IR
(IMCL CP12- | b | #fi - #1148 | mFOLFOX-6 &% R 1 [EE S (555 L~ TH#E . 484
0709) i BIK : 20, A7 IR,
R, e, T A3~ T OEyEkE
—RIGHE o OV [




LY3009806 1.5 X33 RoRsE M OB oRt
YA T DY R REWS - ELHE)
RA15MBERT ANV T—DICEOHRBRO—E (%E)
FAVNwT
&R X %) wBRE
R4 X5 %A H BE5R B5Hk (T B v= TR OSHHRES) FHmLE B
I4Y-IE-JCDB | &% | #=Bik WS+ | ABE: mFOLFOX-6 | 8 mg/kg % 2 i 158 Bif (MAF 2 EIAF S au7- ) EE ¢ EREAAR
(IMCL CP20- | ikl | b - EIAE | ik B 1[G (AFE - 5401, BREF : 5261, CHE: 5261
0801) I 153 BRE: AL~ B : Zha, R/EAEIIRD. 20
+mFOLFOX-6 &% 153 31 (mITT AT 4 H) M. Za&t, 753 r<T7 KO
TIRIGE C B : icrucumab+ (ABE 490, BREE: 5201, CEE: 52 41) icrucumab O FEWENHE K OV JFME
mFOLFOX-6 %

Z D ORER
REACH %% | IFleRE | EEE | A3~ 7+BSC | 8mgkg % 21 | Child-Pugh A : 565 i (ITT fiffr &S24 H) EE 24T
I4T-IE-JVBF | gt} JE[E | KRB TR | BT ERS (283 il J 1% 282 i)
(IMCL CP12- “WRIB¥E | s | BSC 55 AN - 9346 Bk« MR, AR, MR
0919) (45 I TN 48 1) FEHARA, patient reported outcome, ZZ4:

PE, IR, T A~ T DIEYE)

Child-Pugh B : 79 f5il (BRZRAVLEIMERTIE: | 8
M)
(41 B B O 38 #4i))
IBHLHEARAN 184
(10 51 % 0 8 f3il)

Abbreviations: BSC = best supportive care; DDI = drug-drug interaction; FOLFIRI = irinotecan, folinic acid, and 5-fluorouracil; ITT = intent-to-treat; mFOLFOX 6 = folinic acid, 5 fluorouracil, oxaliplatin; mITT =

modified intent-to treat

a JVCB#BATIL, 29 BNTIRBREEN G- S, 2O B 2SHINRE I KOE 2 A IV VDM 25T Lic, 730~ T71E, H2H A4 7 VRIS S,

) Folinicacid & L"C, JVBB X OV JVBH #BRCTIEAR Y F— M H/Lo ¥ A 400 mg/m2, JVBY SBRCIXL AR Y F— MU/ D A 200 mg/m?2 2 N EHER Lz, JVCB XV JCDB B CTiE, AU JF—
AN T 5400 mgm2 2T 52 & & LR, AU F— AT T ARAFRAERGEIZVAKRY F— MBI v 4200 mg/m? & L7,
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TW5:RBR 112, EEAL 1) “EEHRRBRTHY ., 351 HloEFIY
AT LY 8mgkg X7 TR % 2B I LA AIEFE Lz, BBR2 1T, &
EZAL (1:1) —EERRBRTHY, 656 FIOBEIZ2 A A 71D b, 1
HH., SHEEWIS HEIZ/NZ U X% /L 80mgm2 25 L, 1 T 4%
8 mg/kg YT 7 T bR % 2 W Z LI AIEHIE Lz, MaRBRIkic, H%0nb
FR&h L7= 1%, Eastern Cooperative Oncology Group (ECOG) performance
status (PS) 237 L — R2LLEDEF, 2 b — L TERWENELZHET
LBF, 28 AUNICKEZ P22 2BE T 1B 1 EOTAE Y ViRA
PSMHU MR OB 522 T T BE Th-o7, RBR1 TR, BV
VB ES 15 mg/dL LA ED B, BB 2 TiX, B U VE AEASIERE LR
DISEEBADBEE LRI LT,

Pt T LV HEY R

HER 1IZBWTC, A T AV OREE2ZF 7854 236 61 (et 44
M) oo 5H, FEEROFREIT 60 THY . LME28%. AN T6%KE T VT
N 16%ThH-o72, W1 OBETIE, VA 7 L2V OFREEEO P IEIL 4
|, {REMREOPRET SEEITH Y, 236610 H B 3241 (14%) 23, D7
<EH 6 AMCHEY YA 7 2V OREEZIT 7=,

AR 1IZBWT, o 7 A VREBRE TORIVEEN 10%L =T, 7»»>7F
TARBEBRE LY 2% ERIEEOE Lo RS RAREIER (&7
— ) I, BiEECTFRTH T, £2. ROEHREEDOE N> T-EER
BEELT, 2l 3.8%) MOWBEE 2.1%) Thol-, RimEkEEmE,
AT LY EEBRED 1%, 7T BREEBRED 8.I%IIThI-,

B 1IZB T 2REHORBEI G R OEEE SR 2177,

F2 BB 1IZBWT, TA 7 LA FREBETORBEIGH 5S%ULT, 7o
77 e AR EEBE LY 2% U LRBEIG D &0 EITEH

P AT LY (8 mgkg) 7T R
FIfEF (MedDRA) B D R ey
EHIPNAE e A s L7L—F a
(BHHZ%) O (BHIZ%) GREY)
i
A [ v [ v [ 9 ] >
R K O
EF b Y o amfE | 6 | 3 [ 2 [ 1
i RBEE
i [ 9 [ o0 [ 3 ] o
e
I FE | 16 | 8 | 8 | 3

R 1ICBWT, A 72 TEREEED 1%L E, 5%AR ClE S -
MIZBED S ZEIERIE. HPERBD (A 7 2V 4.7%, 778K
0.9%) s (AT LT 47%, 7T7ER09%) . BE (VAT 2Y
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42%, 778X 1.7%) . BAE (VA 7255 21%, 778K 0% LT
ATEs (A 7 2Y 1.7%., 7T7&8R0%) Thot- [JAEREROEE -
LoEEOHEBR] |
%4?A$m$@&5ﬁ%#é%%ﬁ%mﬁwf FEPRAICBEE D & B RIVE
H (= R3LEEET) X, BAR, HEEZELK P IRRs TH o7z,
HBR 112V, ﬁf&ﬁwﬁ% BHRORBBEIEIL, 77 R &b EE
T3%, A T AP REGEEETE%THY, 2HNEARICEY VA T LT D
BehHAHIE L7z, FRBRICBWT, MbE ﬁ&@%ﬁﬂ 1X08%THY .
IRRs DHBLEIG1T 04% Th -7 [Hik - HEROES - EoEEDHE
ZH] .

Yo TAYDNT I L F ARG

B 21BN\ T, YA T AV ORE 25217258 32761 (ReMa g4
M) @9 5H, FOFREIZ 60 THY . Lt 31%,. AN BUEOT U7
AN33%Thoto, BB 2 DBRETIE, VA 7 2P 0L EE O RAEIL 9
B, EEMMOFRREIZ ISEBTH Y, 3276055 934 (28%) 73, 7
< b 6 AMCHIZY YA T 2O 2%,

HER21IZBWT, YA 72T+ U XX L5 BETOFRBEE G 30%
PLET, 2O F T8 R+37 U 2w 8585 L0 2% ERHEES OE )
STl b —RREWER (27 L — ) &, KF. HRERBAE, FRED
BHIMTHotz, o, A 72T+ U X T v HEBE TR REIE
BOEN ST EERBERESIL, HFPERBE (3.7%) K& OGBS ERR
IRE (2.4%) Thotz, VA T LT+ U XX A5 EED 19% Dk
oo =—RgERF AR Lz, BBR2I1ICBWT, AV~ T+37 ) %
B AGFHRHZONT I OFEA OB G HIEITE 5 72 2%, EOFFERFLIX
I HERAME  (4%) RO MIGBAME (3%) ThHoTz,

RER 2 1B 2 EERORBEE R OEEE 2K 3ITRT,

#3 BB 21BN, A T AV U R EBRE TORREEN
5%LL BT, 207 TR+ U 2R ARG HE L 2%l EERBEISO
= T-EBIWER

VAT AP+ 7Y F%t | TIER+Z Y FFEL
FIfEFT (MedDRA) e )
PN BTV . LT L—F .
(%) ok (%) ok
~ (BHFE %) ~ (JHIE %)

MER K Y o/ SRIEE

A BRI R 54 41 31 19

i /A 13 2 6 2
P

R Ep) 4 23 2

THARAE Hi i 552 10 4 6 2

W% 20 1 7 1
M R EEE R OGO KRR

9 5 /) 57 12 44 6

A P 25 2 14
TG & R R

E7 A7 I Ve 11 | 1 | 5 [ 1
B M OYR B B

E R | 17 | 1 | 6 [ 0

WP 2 g 5 K ONHE B e

S Hi | 31 | 0 | 7 | 0
1 PR

I FE | 25 | 15 | 6 | 3

ARER 21ZBWTC, A T LAV U XXV UFHGEED 1%L E, 5%
THE SNERMICEED S 5 RIERIE, BUiE (A 7 59 +7 U X
XEN31%, FTERZ Y ZXEL1.8%) ROVEILERIL (A T LW
7Y BXEL 2%, TT 'R Y ZXEL03%) Thot,

FE/ I iR
VA TAYD NS F AR

AR 313, ERStEEERE EEREBRTH Y | JRITEIT USSR A
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WZxt L, 1207 F FFREIAR— 2 O FFERMATH AT TH IR B O
FERER LTz /NI s B & RS SEE L7z, BAE I, YA T Ay
10 mg/kg + K& # /L 75 mg/m2 L7 7 AR+ FE & F&/L 75 mgm2 % 3
W Z L CEIRNZR S Lz, RBR3 Tk, 17 V7 ORBREiR THAA
NIz BB BT, P ERIRMIE R OV ZAA A BRI MIE D 28 BLEI & 2388 0
L7=7=, BRI EZZEE L, W7 V7 ORBRERMRO 24 4] (A T 2
P+ R X3RN 1HL TR+ FEZ B0 136]) 12, BBHES L
T REZXE/L60mgm2% 3HEMI &IZH&EE L,
#BR 3 TiX, ECOGPSN 7 L — R2 LI BB, BV L EENIEFE LR
(ULN) ##Bz5H&, o br— L TERVWEMEZAT HHEE, 28 HLL
PIZ R & RPN 72 B3, £72 A RE XU IAE ~OR ORIE O X Mg %
H45EBE, BENICZERERED X2 A+ 585, 025 AURAIC
KEBEOWEIM D B - 72 BE K OVEEIPIEEEERE XX L B 1ROT7T A Y L
ST/ MR DRI 542 Z 1T TWABELRI LI-, ZORBRTIE, #
TIE/ NIRRT )P D RINTARE A F 1 > % —+F  (epidermal growth factor
receptor [EGFR] X /3 anaplastic lymphoma kinase [ALK]) FHEHIDO AL TH 5 B
FHERA LTz,
UTFIRLET—2i%, B3 THA 720+ R rafh Lz 627
BIORERZ KL TS, NOFFHFEE R —RA T A VREOE BRHEIT
B CRERCh o7z, FROPREIL 625 THY . B 67%. BHA
84% L T VT N 12%TdH -7-, ECOGPS 0728 33%., R EEmkE s A
T 5 BEN 14% L O LG 273 5 BEN 25% Th o7z, A1 7 A
FOEGEEE O IAEIT 4.5 8], IBEMFOPREIZ3S 2 HTHY, 6274l
DHH 195K B1%) 28, b b6y ARICHIEY A 7 2Tk %
Zi7,
AR 3 IZBWTC, A T LAY+ R X T HEBE TORIEED 30%L
LT, o7 TR+ R FEAERGEE LD 2% ERBEISGOE -T2
b EREER (&7 L — ) 13, GRERBAE, 5/ EEL O AN
RIFIEDRAE T -7z, BIWEAD DI G- FIRICE > 2ERNL. A 7 A
P+ R Z X LEERE (%) OFNRT TR+ N L iEb R
(5%) LV Zoiz, ¥4 T LVOBRGHIEICE kb — R EESE
40X, infusion-related reaction (0.5%) K OEH M (03%) TH-o7=, étlf)?aqz
ERMEEETHERFICBNC, 7R+ FeZ T EHEEOS S
ﬁ%®mmm@%ﬁﬁJjw%&07VwL3uL®mmm@%ﬁﬂ iws
Thol=d ﬂbf P A T2V + R Z X NFEERFOET L — RORiH
MOFEBEEGIL 1%L RT L— R 3 L EOMHIMORBEE ST 1% TH -T2,
%ﬁi&ﬁ%@%ﬁTé$% CBWTC, 778 R+ N 504
anh@mmm@%ﬁﬂ X 12% K% OV L— K 3 LI Bt o R BE &
I2% THHST-DITH LT, VA T 2P+ R X3 FHEOLT L — KD
%ﬁm®%ﬁﬂ 1% 10% K% 7 L— K 3 LU Bt iR BEIE1E 2% TH
ST,
PA T2+ XA FEIC L DR OREAEEOEP - EERAGER
G, BEWVEGRERBAE (14%) . ik (6%) K OMFHERBAE (5%)
Thote, JERER= 2 =—fil%RFOERIZ, A 7 29+ e H
LB 2%, 77 2R+ N2 X588 37% Th o7z, 65kl DR
HIZBWT, A T 2%+ KX 3R OiBEF I IE% 30 HEANIZ
WJ@%)@%tﬁ OB, TR+ REZXEATIEIB (4%) DT
ROBNTZ, S5SHERMOBHEICBNT, A 7 5P+ FEHFEALDIEE
mx¢¢¢%30m4m 1361 (3%) DTN D LI, TTEHR+ KB
X TIH 266 (6%) DOIFLEIRRD LT,
AR 3 IZB T 2REHORBFIG KO EEELR 41277,

K4 RBR3ITBNT, A 7L FREBETORBUEIGH 5S%ULT, 7o
77 e AR EEBE LY 2% U LRBEIG D &0 EITEH

YA T LY+ REZ XL TR+ REE TR
A (MedDRA) e Do
BRI SrL—F R 3%
GRS | oy | BT )
RO © AR
A I L N T
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B RIS E 55 49 46 40

/MR i 13 3 5 <1
LIS

HN RO JE | 37 | 7 | 19 [ 2
MR e

VR | 13 | <l [ 5 [ 0
e - BHIEE R OB A ORIE

% 5 1 T AE 55 14 50 11

RPN 16 0 9 <1
PP g SR K OGN b

S H | 19 | <1 | 7 [ <1
R

e ML | 11 | 6 | 5 | 2

B 3IZBWT, A T LAVP+ R X FRAFRLGEEED 1%L E, 5% T
WEINTERMICEEO S ARIERIE., (K U U AfMAE (VA T 55+
KX Xt/ 48%, TR+ REEFEIL24%) ROEAR (AT LY
+ R EZXENL33%. FITER+FEZXEL0.8%) Thol,

G g8 UM

VR E A & AR, LA T 5 AR H 5, 19 DEFRR
BRIZBWT, R—=A T4 L HOMEREEZET 594 7 LV EEE% 2131

B 5B 70 1 (3.3%) ITIREERICHBEL LT2HLT A <=7 HRICx3 55
MRS AR HEYE (ELISA) TR bz, HRIFUAIL, 1RIEPIcE
HUEHT AU~ THERREETH - T2BE 7000 5> H R SH
77

RO, BEEOBKE R OREREICRE S EAEnD, £2, ik

(FRpLiRZETe) BEMERIT, W PIE, BRISLE, BRIREEES, OFA%E
EORBREEZETLW L ODORFIC L W ERBESITDRREERDH D, I
LEEEZ, VA 7 2V T 2 HURORIEEG & T DMK OFIRDFE
BUEIG O, A7 flls a5l X 2 Lviazen,

S EAEH TEUNTT LRIV EXEALNTT AV~ T & FEXFRLEDOMICEK
YEE I A ERIIRO b o7 [BRARSEB OISR |
RSB~ | 1R
MiEH 72 —C
YRAI7DFEED

P AT LWL, EOEREFE»S, RIRICEE R EL RET RN H

%, MEHE. VEGF KX VEGFR2 28, MEDAFE, IRIERA K O A%
OFRAEEL CTNDZ EDREPET MLV REN TN D, HIRF Ok
EXRE LT LAY~ T ORBRITER L TRV, A T AT EATIRFIC
RS 2 BE I A T AP K DIBRFEPIAIET 5 /lRetE 0 & 5 BHF I

i, A TP RRIBICRIET EEBZONDHEREEIZOWVTIHHT S Z
L,

By THOTF—&

T LU T OEFER O R AE~OR B FMT 5 L 2B E L8
FEERTER L TRV, =7 X2V T, VEGFR2 B\ XRAEIC L VIR - i
WOFREBEZ D, ZHHORETIE, IIEEICB W CHME S 2 &
NIER RSN o7, £~ MOEF /L TIZ, VEGFR2 # L= 7
JARED, FomEEK e SN OFERHEOIHEYIICE T 5+ B NEE O
IO MERSRE DI & HERE, MYRIAOER, BHA KR OUR RIRE O & D4y
L EREBITEEL TCWND I EPNREINTWD, VEGF O 7 FVREDE
WZE D BEERORIE, A, O E e EORERENA LN,

B3l

YA T LN E FOIIHTBITTANTIH LTI RV, £/, A F 4%
ORFAFELEICRIETHER OBILFOFELBRFT I L2 BN E LR R
WEEEHE L Cey, B b IgGIEILH AT T 208, BEROT — & M SRt
OFURIT., FAERKOHLSNBOMRICIILRICBIT LAV Z LAVRENTY
5o < DIBNNHITITT D Z LT L3 b~ 7RI OHL R ITKS
LEELAERG LS SR TEENR ) A NEETHZ ENnD, T4V
N~ T EEOVEE R LT BT, BRI ES A RS A0 5 2
L,
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/N~

INRBEICBT YA T AV OREMER OEIMEIML L TR, B
BRIZBWT, 1 T AP OBRREKR~OEENRBD N TWD, h=7A1
PN T, R ZOREFT AL, A2l &E (5~50mgkeg) TH
U EARICAH F 22 (EELOERIRE BIEKR) PR b, 1=74
PMCT b~ T7 %81 E, R NARE &L LRROBRERIL, & MR
WTCT A~ 7 HB AR E TR G LRI O N RE RO 02 (5T
ot

ElE ~OM A

BT 5 2 DO MIEA(LRBRTHA T AV 2 HREG Lz 563D 5B, 65
RLL E1E 36%., 75 mREA B 7% TH o 1m, BEMITHE MO 2 EE
. IS EEE L L EEOBRE L OMICITRD oz [FEERER
OB

RER3ITBWT, 1253810 5 6, 65 LA EIX 455 6 (36%) . 75 bl EiX
844 (7%) ThHol=, RERIIZBNTHA TLAT RPN XL 2HKE
L7627 B0 5 6, 65kl Rid 23761 (38%) . 75 mkbA Rid 4561 (7%) T
Hotz EERRBROESR] , R 3 ORI Y 7 70— ATy
T, 65 AT DA OEAFHR O Y — REHIZ 0.74 (95%F X : 0.62,
0.87) B UN65 L EDHEE TIL 1.10 (95%IEHEIXH: 0.89,1.36) TH-o7=
(FEPRRBROIESMR] |

TR RE MR
REEH BB REMRAT ORER S| BHEREREE 2 A3 5 A 18 LT Bl
T B e [BRAREE OS]

RFHgRERT =
RHEMSEEIREMRIT OFE R S | BE OIS (RE UL E U BNIERFE
FER [ULN) AT 27 AT XU T X ) T A7 =T —8 [AST]
ULN #8225, XIFHEYVALEUNULN O 105282 1L.5(FF T, 7o
ASTHUEZR L) AT 5BREICK L CHEFRITLNE W, BRI,
YA T L% B S LTz Child-Pugh 4338 B X C ORFFEZ A 1BV T
BENTWS [ - i LoEEROEREROESK] |

TP R N D A Bl RE

=, bl
= JGhe

JENRT D TREMED & D IEITHK L TiE, A T AR SZIRIC e RIE 9]
REMEDN D D Z & 2 HIZii$ % 2 & DBERREIEOHESR]

HEAT

YA T LT TOEMETFNS, RIBICAE R T RIET TR H 5
(R0 B~ O OS] IR D ATREMED & 2 ethiTxr LT,
YA T LY OG- R OB G T %R 3 0 A RIZEEE 2 VD &5 fE
THI L

t b ~OBEHREICET ST — ZiTe, YA T AW & 1 [ERK 10 mgkg &
20 Z LTS LTy, ORI EICEE Lieh o7,

B

PA T LY (T AL~ T) 1%, B FVEGFR2ZHEMICH AT 2 s/
iz & FgGIE /7 v —FAHURT, ZOEEITNI4TkDaTH D, VA 7
AP, BB EIFE ANy A I e —~<flild (NS0) (LY
tIhb,

TA 7 2P, REREFEES L2WERXIXbTMCLAYE 2T 5, &R
~WEEAOEEAR T, FBERRNE IS ARET 5,

PA T LY ITIRE 10mg/mL OHEE LT, S8 100mg (10mL) i
500 mg (50 mL) DHEHFEEG AL T ATHIGEND, YA T2 HE, 7V
v (998 mg/mL) . L-bE AF T (0.65 mg/mL), L-t AF T HHERE KT
(122mg/mL) . RY J/~_—h80 (0.1 mg/mL) . LT~V T
(4383 mg/mL) KROVESAK (USP) #EIA L7k (pH6.0) ThH D,

B R B

YEFBT

Z LYV 7L VEGFR2 12§ 253 THh 5, 7 AT/~ 7% VEGFR2
WCHERAYICHES L. VEGF Y &> K (VEGF-A. VEGF-C ¥ (! VEGF-D) D#
ABERETS, TAI AT H L FEKIC L %5 VEGFR2 OiE AL A [R5
FTHZLICEY, v NN OEE L ONEE ZLET 5, Invivo TS
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MTEBNWT, T AT IRINEEHAEZHE LT,

JEEh e

HEATHE T E EESEATERE T Smgkg # 2 M T LR G L= L&, 30
HE 5% K6 B BB G%DT hin~ T BARMIETIEE (Chpp) D81
WiE GREDH) 12224, 50 pg/mL (6228 pg/mL) | 74 pg/mL (14-

234 pg/ml) Th ot TLINSTD Cpin BT, 737V 2B AP FIC
BOWTHRAHETH o7, REENERYERERITICE S, EFIREBIZRIT 55
TAFEOFIE (BEIMRE [CV%]) 12550 (14%) . 27 VT 5 ZADFE
PIMEIL 0.014 Lihr (30%) M ONVEIERIOEEMEIX 15 B (24%) THho
77

/NI B IC 10 mgkg 2 21 H Z &G L& &, 2B HEE% K
V4 [ H B EHD Coy ORATFIME (fEFH) (2220 28 pg/mL (3-

108 pg/mL) . 38 ug/mL (3-128 pg/mL) T o7z, FH/lafmiEBE IR T
D RENERYERERNTIC S &, 2 U T 7 AOHE (EEREK
[CV%]) 1% 0.015 L/hr (27%) . EEIREEICEIT 2 0HAAEOFEME (V)
£ 7.1L (13%) ROVEREREIIOFEMEIZ 23 H (24%) Th o7,

FERl 7 dE
FHEMEEWENREMRATIZB W T, Flin, ML AR, 7 A3~ 7 O3
FHREIC KT B ERIRACE R D I B B A TR & o T2,

B ERIRBBICIIT D T AL~ T OFEKMIETIEE (Cy) ~DEREE
DOYBEFMT D7D, BE (/LT F=227 17T 72 A[CLy] 60-

89 mL/min, n=368) . M (CL, 30-59 mL/min, n=160) SII&EE (CL,, 15-
29 mL/min, n=4) OEEEEZH T 5 EHE & EFH2BHEE (CL, 90 mL/min Lk
£, 0=360) AT 2 EE & RAEMAEKGBEEMAT CHE Lz, O/, B
EEATLEE L EERBREL AT 2EF DT AV~ T OWL) C 1l
IRENZEFRO & HFIEITFRO LI D> T2,

WHER © T Ly~ T D) Cyg ~DNFEFEOREALTMT 572010, BE
DOIFHReRES (e Y L E RN IEFEE LR [ULN] BA T A2 AST 2% ULN % 8
25, XTHREVNLE VDN ULN O 1.0{5%B 2 1.5 FE T, 2> AST HER
L,n=143) #H T 5BH L EFERFHE (e U e KO AST 28 ULN 2L
T,n=735) &A T 2 EH L BEREYBIRERENT CHig U7z, ZOREE, B
DOIFfEEEZ G T HBE L IEFRITEEEZET2BEDT L v~ T DN

Cy [CHERMNCEROH DHEITRD N0 o7, FEE Fryirvey
NULN D 15 %2 B2 305 T, MO ASTHERL) KOEE (Re VL
U ULN O 305284, 7O ASTHER L) OFEREEEZ A9 5 R
FENBRAEE: PK T —Z 135 5T,

S AR AR

P A T LY 8mgkg & /37 U X %& /L 80 mg/m? % [HIUHE & A9 5 BEITHEA
BHELIZEE, N7 Y EFEAOIREREXITT L~ 7 OIRE IR
WEROSHEITRD e o Tz,

P4 T LY 10 mgkg & REH X121 75 mgm2 & B2 H 3 5 BE IO
FehLIL&, FEZ X LOREEICHEKNICERDH DEITERD Hil
minotz, A AT 5BE CORBBLKRICESE, 7LV~ T Ol
BEIL, FEXXELONHOEEIZN DL TR CTHoT,

FEERIR

it

P

DIAURME, RN, SRR

T LI T O AFENE R OBARFREC B 9 2 B BRI 50 L T 7euy,
VEGFR2 o 7 F/REDOEFEIC L Y . BT T B W THERICEE /o kL
T LYUICEFNRA T, B CRIRS OEE NS & Z &hi-,
39 M OEMER T, T LI~ T %L LMY L OIIEICB W TINRD
SRR S A EICKTE LT Lz,

i BT 2 B R OVEEE

BB TR B R CRERAE ) 25, 16~50 mgkg (B RZHBWNTT
L~ THE AW B TR LIRS SN BRI ED 0.7~5.51%) T
o b,

11
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E MO BT o b~ 7 R E G el LA 10 15 ORRGE LM B
7~ A REERETF BT, T 53~ 7 OHERERSI3A ERASTER
BE R XA D SR ho T,

B AR AR

=

HERLIE, AR E LT 77 T8I T 7 b e ) 2 UV REAE ST b
IR R 2 T T RPTEA T TS0 B (BREESHOIEZ &) A
FIZxE U, YA T AV +EEFHEYE  (best supportive care : BSC) & 77 &
AR+BSC IZIAELIZE Y HiF Hiiz (2:1) 355Blic L A2 MIEA(L, —EE
W, SR ERLRRBR CH D, FMICET 5 Bkl RoEiET AT
MToH v, FiBh2eks RO EAFSR Ch o7z, RFTET IR
B BHEITKTT D — AL FIREOREE G4 4 5 AUNICHEEI7 V=
Ny MEREORKEER 6 » ALUNOBETHDZ L L Lz, £7-. ECOG
PSiZ, OXIL1 THDHZ & & L, BEIE, V172 8mgkg (n=238) X
X7 78R (n=117) ORREEEZ 2EE 2 Loz, BIEABIN OB
71X, #8253 5 AT A EERBD (10%2L & 10%A0) | gk,
JEZEOEA (FH & HREESGT) Tholz,

WEERNC RV T, AN BHRHRIEE B NS — R T o B BRI RIRE C
bolo, FRORIEIL 605, FHMET70%. HAT%. 77 A 16%.
ECOG @ PS i, 072°28%. 123 72%., HIEFREZE A AT HBEIL91%TH
D, BN 75%. BREEATOIMEN 25% Tho1-, Kby 0B
(85%) 1%, HERBMEOREITXTT D —WIBHR O MEA T XITHEATHZICHRE L T»
7oo BT 2ENEEIL. AGRAL 7 oAb Y X 2 RBAIO G FEE
B1%) . B&AEZEETICT o) I VUBAIEETIEE (15%) |
F&MAIZE R 7 oAb ) I VU RBAIEE ERVER (%) Thot,
W1 OBENZ =B GEHIE, A T AT O IED 48] (#EHH 1—
34) . FIEROPYEN 3E (P 1-30) THoT,

AT L O BEA M., 1 7 2 7I2H 0 T o iz BBy
T, 7 BRITEHO T BR-BEICHR, HHPNICEEICSE L, A
DR R A 5 ROK 1127,

# 5 BEICET AV 4 T LY+ BSC & 7T R+ BSC DIEEMEAL LGB

WA VN 77 R
N=238 N=117
A
JECE (%) 179 (75%) 99 (85%)
OB - A (95% 5 X ) 524457 3.8(2.8,4.7)
AP — R (95%I5 X ) 0.78 (0.60, 0.998)
J& %!l Log-rank p 0.047
S A AT
ARV M (%) 199 (84%) 108 (92%)
OB - A (95% 58 X ) 2.1(15,2.7) 13(13,14)
NP — RH (95%(FHE X [H) 0.48 (0.38, 0.62)
J& 5] Log-rank p <0.001

% 5E : CI = confidence interval

1.0

0.8

056 4

0.4 4

Probability of Overall Survival

024 == CYRAMZA .
=+ Placebo eeees

0.0 4

T T T T T T T T T T T T T T T T T T T 1T L
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 26 27 28

Time Since Randomization (Months)

Number at Risk
CYRAMZA 238 154 92 49 17 7 3 0 a
Placebo 17 €6 34 20 7 4 2 1 Q

B 1: BT DY A 7 L5 9+BSC & 77 v AR+BSC OEAEFHM DB 7
T - <A v —ihiR
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HER 21X, AR L LT 7 FFRAIR O T v be ) I DU RER L Eieb
IR R 2 T T RPTEA T TS0 B (BREESHOIEZ &) A
WKL, VA TP 7V E XN ET TR ) Z RIS
WZEID TS (1:1) 6656 L HIEEAL, —HEEH. EBLRRER
THD, MBI, —RACFIRIEMA T TR 5% 4 » A LINICHEEOR
OonT-BETHHI L L LIz, £7-, ECOGPSIE, 0 X1 THDHZ L&
L7, EFERBUSORRIKFIX, MR, —RICFRER L) & 0 S ]
(67 HFRmE 6 7 AL L) ROYREOHEFEM:TH -T2,

BFIE, A7 5% 8mgkg (0=330) I 7R (n=335) OAHFHES
2HYAZ7NVO2HMTE 1 HEEWIS HE) 125207, WitoBE
2, N7 U Z %8080 mg/m2 DRHEEHEAZ 28 H A 7 D1 HE, 8HH
FEON15 HEIWZZ T, BEIE, N7 U XX LOBREIZELT, tokniE
MEERE N DTS RE R A L TWH L & Lz, 22 U ZFRLDHRIL, 7L
— N4 O MiEEME T N7 U Z X2 VCBET 5 7 L— R 3 OIEMiRENEC
*F L. 10 mg/m2 B TR 2 |l F CEAMICHEE TS Z & & Lz, Btk
B2 B R OISEIIAAFHRTH 0 . MBI R ORI L E A
TR R OFEETH T,

HEERNC RV T, AN BRRHRIEE B O — R T o B BRI RIRE C
bolo, FROPIMEIL 615k, B T1%,. HA61%, 77 A 35%.
ECOG @ PS iE. 02339%. 1723 61%., HIEFREHZE A AT HBEIL 8% ThH
D, BN 79%., HEEESTOREN 21% TH o7, 23 0HEE (67%)
I, —RIBIROFEITHICEE L T\ e, £72. 25%0EFIT, BiAEE LT
FA&REN 7 oAb ) IV U RBAIORRIEICNA T, Ty I 27 0
ERE LT\,

AN, AR R OB RIL, VA T 27 ) X X8l
B L BN EEICBWC, TR+ Y XX UICE D T B
BE T, MEEOICHBICSE L, AR EZE 6 KUK 2127
T

£6: BEICETLIVA T LT 7 DV EXELET TR ) XL

D EAE L L HEEER
YA U7 U H | TTRRT Y Z X
Ei% L
N=330 N=335
A
-tk (%) 256 (78%) 260 (78%)
FRfE - A (95%(E 8 X)) 9.6 (8.5,10.8) 7.4(6.3,8.4)
AP — R (95%(E 1 X M) 0.81 (0.68, 0.96)
J& 5| Log-rank p fi& 0.017
S AR A
AN (%) 279 (85%) 296 (88%)
FRfE - A (95% 518 X ) 4.4(42,5.3) 2.9(2.8,3.0)
NP — NH (95%f(5HE <) 0.64 (0.54,0.75)
J& 5! Log-rank p fi <0.001
%% (CR+PR)
F-% (95%(FHX M) 28(23,33) | 16 (13,20)
J& %] CMH p fi <0.001

&5 : CI= confidence interval, CR = complete response, PR = partial response, CMH =
Cochran-Mantel-Haenszel
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Probability of Overall Survival

w— CYRAMZ A+Paclitaxel
*s+ Placebo+Paclitaxel

0o °

.............................

01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Time Since Randomization (Months)

Number at Risk
CYRAMZA+Paclitaxel 330 308 267 228 185 148 116 78 80 4 24 13 L 1 0
Placebo+Paclitaxel 335 294 24 180 143 109 81 64 47 30 22 13 5

X2 : HEEIZ F%?JTZD*)W’ FGAYPRT Y EXELET TR+ 5”?'!2/1/
MO T - <~ A T—iliig

FE/ N e fitidee

HKER 3 1. RITET X TEBMEERA~D 1 DO T FF KR — 2 D5
AT P AT T2 r$®%ﬁ#%w6nt#dﬁ@ME$% IRL, W
A TP+ REHXTRILE T TR+ R H FBIVTEEAIC Dﬁfﬁ)nt
(1:1) 1253 flic L A IIEA(L, —HEEMK, I@ﬁﬂﬁ%f%é HREL
B2 it ROEEIILAFHMTH Y, ﬁ%m&ﬁ%wﬁﬁiﬂﬁﬁé
MR OFHRTH 72, FRIT, HDG%OXilT%é LiLr,
BET, %47A%umgmxu77tf WZEFERIZRID T 6, Reg
XN B mgm O F T2l HZ LI ﬁ#&btoﬁ7y7®%%¥m
mﬂfﬁ\Ft?%kw%mmyﬂﬂﬁibfmEf&K&@Lto%4
FAY/T TR FEZ X LONTNNNRET 2 HEEERICL
FeiEZ IR L7 BF L, AEFLORR TR WIS L 5 il 52 58
DENRBD HNDHD, FETERVEENRROND £ THEETRES LTz,
IEE2EI OREAIRT-1X, Huldk, AHERRRIER OVECOG PS Th -7z,
WEERNC RV T, AN BRRHRIEE B O — R T o B BRI RIRE C
bolo, FROPIMEIL 625K, FHME67%. HA82%., 77 A 13%,
ECOG @ PS 0 7% 32%. FER - LRiiktG 2 A9 5 BE D 73% L OVR - K
Mk E AT HEREN 26% Tholz, 77 FFREO(LEREE (99%) 12
ZC, B —MRBTARSRIT, A MLFE R B8%) . FAVHEY
(25%) . XY (24%) BRONRANT =T (14%) Thol-, 2%DHE
B DHERRIE A 1T Tz, S EGER status 13% < O#B#E  (65%) T
B Cd -7z, 5D EGER status DNEEAIOHBE (0=445) D H b, 7.5%N
EGFR BEGMTH 7= (n=33) . JEED ALK FHERL D status (25T —
ZIFEHIL TR,

AEFEIR R O EAE G IR, A T AP+ R S mcB 0 AT 5
NIEFIZBWT, 778K+ R4 X2B/UZE D T Sz BT
RPN H RICSE LTz, %% (complete response + partial response)

X, 7R+ R XL 23% (95%EHEXM: 20,26) KOV TR+ K&
B X 14% 95%EXM: 11,17) | pfH <0.001 Tholz, ARMEDORFER
T RO 31277,

K7 HIEIEICET 5% A 7 A+ R 2L LT TR P E S F

TV OEEAE RV RGER
AT LY+ RELZFX | TR+ FEH Xtk
i JL
N=628 N=625
A
-tk (%) 428 (68%) 456 (73%)
PO - A (95%IEHEXH) 10.5(9.5,11.2) 9.1(8.4,10.0)
NP — R (95%(5HE X [H) 0.86 (0.75, 0.98)
J& 5l Log-rank p fi 0.024
I AT T I
A M (%) 558 (89%) 583 (93%)
PO - A (95%(EHEX ) 45(42,54) 3.0(2.8,3.9)
NP — R (95%(5HEX M) 0.76 (0.68, 0.86)
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| @B Log-rank p fii | <0.001 |
% 5& : CI = confidence interval

1.0
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]
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=
]
a
o
o
024
= CYRAMZA+Docetaxel
------ Placebo+Docetaxel
0.0 4
T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
Number at Risk Time Since Randomization (Months)
CYRAMZA+Docetaxel 628 527 415 329 231 156 103 70 45 23 1 2 0
Placebo+Docetaxel 625 501 386 306 197 129 86 56 36 23 9 0 0

X3 HE/ NS DA T AT+ R 2 XL E TR+ R
YA OREFEHMM DN TT v - <A v —ihif

AR R DY
EAN

e RE
YA T LT REFZEE L2WERER S LT, HEERE A 7Tl
fasid,

o KEEHKL 2 — K (NDC) 0002-7669-01
100 mg/10 mL (10 mg/mL) f&%E5

o KEEHKL 2 — K (NDC) 0002-7678-01
500 mg/50 mL (10 mg/mL) 12455

PRAE R OVEAR

INA T VT R E CATRIENIZ2~8°C (FER36E~46/%) TIRET 5, IE
DDA T IINBEICANTZEEZHRET D, A TOAZEEUTIES 9
L7,

S ERIES

I
4
e

BE~DOT R34 A

e AT AVIFIEEOHIMZSIEEZITZERH D, HMLXIIEHL bAhE
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DIEEOHESBM]
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o HEDO TR, IR IIEEOIERN A O HAIE, EFEEBEICmOED
(% - LoEEOESBH]
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
CYRAMZA safely and effectively. See full prescribing information
for CYRAMZA.

CYRAMZA (ramucirumab) injection, for intravenous use
Initial U.S. Approval: 2014

WARNING: HEMORRHAGE, GASTROINTESTINAL PERFORATION,

AND IMPAIRED WOUND HEALING

See full prescribing information for complete boxed warning.

Hemorrhage: CYRAMZA increased the risk of hemorrhage,
and gastrointestinal hemorrhage, including severe and
sometimes fatal hemorrhagic events. Permanently
discontinue CYRAMZA in patients who experience severe
bleeding. (2.3, 5.1)

Gastrointestinal Perforation: Permanently discontinue
CYRAMZA in patients who experience a gastrointestinal
perforation. (2.3, 5.5)

Impaired Wound Healing: Withhold CYRAMZA prior to
surgery and discontinue CYRAMZA if a patient develops
wound healing complications (2.3, 5.6)

----------------------- RECENT MAJOR CHANGES -----------------memem-

Indications and Usage

Gastric Cancer (1.1) 11/2014

Non-Small Cell Lung Cancer (1.2) 12/2014

Colorectal Cancer (1.3) 04/2015
Dosage and Administration:

Recommended Dose and Schedule (2.1) 04/2015

Dose Modifications (2.3) 12/2014
Warnings and Precautions:

Hemorrhage (5.1) 04/2015

Hypertension (5.3) 12/2014

Gastrointestinal Perforations (5.5) 04/2015

Impaired Wound Healing (5.6) 04/2015

Proteinuria Including Nephrotic Syndrome (5.9) 04/2015

Thyroid Dysfunction (5.10) 04/2015

Embryofetal Toxicity (5.11) 04/2015

INDICATIONS AND USAGE ------=--emmmemmmemmameenee

CYRAMZA® is a human vascular endothelial growth factor receptor 2
antagonist indicated

as a single agent or in combination with paclitaxel, for treatment
of advanced gastric or gastro-esophageal junction
adenocarcinoma, with disease progression on or after prior
fluoropyrimidine- or platinum-containing chemotherapy. (1.1)

in combination with docetaxel, for treatment of metastatic non-
small cell lung cancer with disease progression on or after
platinum-based chemotherapy. Patients with EGFR or ALK
genomic tumor aberrations should have disease progression on
FDA-approved therapy for these aberrations prior to receiving
CYRAMZA. (1.2)

in combination with FOLFIRI, for the treatment of metastatic
colorectal cancer with disease progression on or after prior
therapy with bevacizumab, oxaliplatin, and a fluoropyrimidine.
(1.3)

For intravenous infusion only. Do not administer as an intravenous

push or bolus. (2)

1
Gastric Cancer
. The recommended dose of CYRAMZA either as a single agent or
in combination with weekly paclitaxel is 8 mg/kg every 2 weeks.
(2.1,2.2,2.3)

Non-Small Cell Lung Cancer
. Administer CYRAMZA at 10 mg/kg intravenously on day 1 of a
21-day cycle prior to docetaxel infusion. (2.1, 2.2, 2.3)

Colorectal Cancer

. Administer CYRAMZA at 8 mg/kg intravenously every 2 weeks,
prior to FOLFIRI administration. (2.1, 2.2, 2.3)

Injection:
. 100 mg/10 mL (10 mg per mL) solution, single-dose vial (3)
. 500 mg/50 mL (10 mg per mL) solution, single-dose vial (3)

CONTRAINDICATIONS

None (4)

------------------------ WARNINGS AND PRECAUTIONS --------------=mmmeemm

. Arterial Thromboembolic Events (ATEs): Serious, sometimes fatal
ATEs have been reported in clinical trials. Discontinue CYRAMZA
for severe ATEs. (5.2)

. Hypertension: Monitor blood pressure and treat hypertension.
Temporarily suspend CYRAMZA for severe hypertension.
Discontinue CYRAMZA for hypertension that cannot be medically
controlled. (5.3)

. Infusion-Related Reactions: Monitor for signs and symptoms
during infusion. (5.4)

. Impaired Wound Healing: Withhold CYRAMZA prior to surgery.
(5.6)

. Clinical Deterioration in Patients with Cirrhosis: New onset or
worsening encephalopathy, ascites, or hepatorenal syndrome can
occur in patients with Child-Pugh B or C cirrhosis. (5.7)

. Reversible Posterior Leukoencephalopathy Syndrome:
Discontinue CYRAMZA. (5.8)

. Proteinuria Including Nephrotic Syndrome: Monitor proteinuria.
Interrupt CYRAMZA for urine protein levels 22 g/24 hours.
Permanently discontinue CYRAMZA for urine protein levels
>3 g/24 hours or for nephrotic syndrome. (5.9)

. Thyroid Dysfunction: Monitor thyroid function during treatment
with CYRAMZA. (5.10)

. Embryofetal Risk: Can cause fetal harm. (5.11)

ADVERSE REACTIONS

. The most common adverse reactions observed in single-agent
CYRAMZA-treated patients at a rate of 210% and 22% higher
than placebo were hypertension and diarrhea. (6.1)

. The most common adverse reactions observed in patients treated
with CYRAMZA plus paclitaxel at a rate of 230% and 22% higher
than placebo plus paclitaxel were fatigue, neutropenia, diarrhea,
and epistaxis. (6.1)

. The most common adverse reactions observed in patients treated
with CYRAMZA plus docetaxel at a rate of 230% and 22% higher
than placebo plus docetaxel were neutropenia, fatigue/asthenia,
and stomatitis/mucosal inflammation. (6.1)

. The most common adverse reactions observed in patients treated
with CYRAMZA plus FOLFIRI at a rate of 230% and 22% higher
than placebo plus FOLFIRI were diarrhea, neutropenia,
decreased appetite, epistaxis, and stomatitis. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly

and Company at 1-800-LillyRx (1-800-545-5979) or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

------------------------ USE IN SPECIFIC POPULATIONS -----------------------
. Lactation: Breastfeeding is not advised. (8.2)

See 17 for PATIENT COUNSELING INFORMATION.
Revised: 04/2015
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FULL PRESCRIBING INFORMATION

WARNING: HEMORRHAGE, GASTROINTESTINAL PERFORATION, AND IMPAIRED WOUND HEALING

Hemorrhage: CYRAMZA increased the risk of hemorrhage and gastrointestinal hemorrhage, including severe and
sometimes fatal hemorrhagic events. Permanently discontinue CYRAMZA in patients who experience severe
bleeding [see Dosage and Administration (2.3), Warnings and Precautions (5.1)].

Gastrointestinal Perforation: CYRAMZA can increase the risk of gastrointestinal perforation, a potentially fatal
event. Permanently discontinue CYRAMZA in patients who experience a gastrointestinal perforation [see Dosage
and Administration (2.3), Warnings and Precautions (5.5)].

Impaired Wound Healing: Impaired wound healing can occur with antibodies inhibiting the VEGF pathway.
Discontinue CYRAMZA therapy in patients with impaired wound healing. Withhold CYRAMZA prior to surgery
and discontinue CYRAMZA if a patient develops wound healing complications [see Dosage and Administration
(2.3), Warnings and Precautions (5.6)].

1 INDICATIONS AND USAGE

1.1 Gastric Cancer

CYRAMZA® as a single agent, or in combination with paclitaxel, is indicated for the treatment of patients with
advanced or metastatic, gastric or gastro-esophageal junction adenocarcinoma with disease progression on or after prior
fluoropyrimidine- or platinum-containing chemotherapy.

1.2 Non-Small Cell Lung Cancer

CYRAMZA, in combination with docetaxel, is indicated for the treatment of patients with metastatic non-small cell
lung cancer (NSCLC) with disease progression on or after platinum-based chemotherapy.

Patients with EGFR or ALK genomic tumor aberrations should have disease progression on FDA-approved
therapy for these aberrations prior to receiving CYRAMZA.

1.3 Colorectal Cancer

CYRAMZA, in combination with FOLFIRI (irinotecan, folinic acid, and 5-fluorouracil), is indicated for the treatment
of patients with metastatic colorectal cancer (nCRC) with disease progression on or after prior therapy with bevacizumab,
oxaliplatin, and a fluoropyrimidine.

2 DOSAGE AND ADMINISTRATION

Do not administer CYRAMZA as an intravenous push or bolus.

2.1 Recommended Dose and Schedule

Gastric Cancer
+ The recommended dose of CYRAMZA either as a single agent or in combination with weekly paclitaxel is
8 mg/kg every 2 weeks administered as an intravenous infusion over 60 minutes. Continue CYRAMZA until
disease progression or unacceptable toxicity.
*  When given in combination, administer CYRAMZA prior to administration of paclitaxel.
Non-Small Cell Lung Cancer
*  The recommended dose of CYRAMZA is 10 mg/kg administered by intravenous infusion over 60 minutes on
day 1 of a 21-day cycle prior to docetaxel infusion. Continue CYRAMZA until disease progression or
unacceptable toxicity.
Colorectal Cancer
»  The recommended dose of CYRAMZA is 8 mg/kg every 2 weeks administered by intravenous infusion over 60
minutes prior to FOLFIRI administration. Continue CYRAMZA until disease progression or unacceptable

toxicity.

2.2 Premedication

«  Prior to each CYRAMZA infusion, premedicate all patients with an intravenous histamine H, antagonist (e.g.,
diphenhydramine hydrochloride).




» For patients who have experienced a Grade 1 or 2 infusion-related reaction, also premedicate with
dexamethasone (or equivalent) and acetaminophen prior to each CYRAMZA infusion [see Dosage and
Administration (2.3)].

2.3 Dose Modifications

Infusion-Related Reactions (IRR)
* Reduce the infusion rate of CYRAMZA by 50% for Grade 1 or 2 IRRs.
+ Permanently discontinue CYRAMZA for Grade 3 or 4 IRRs [see Dosage and Administration (2.2) and
Warnings and Precautions (5.4)].
Hypertension
+ Interrupt CYRAMZA for severe hypertension until controlled with medical management.
*  Permanently discontinue CYRAMZA for severe hypertension that cannot be controlled with antihypertensive
therapy [see Warnings and Precautions (5.3)].
Proteinuria
* Interrupt CYRAMZA for urine protein levels 22 g/24 hours. Reinitiate treatment at a reduced dose (see Table
1) once the urine protein level returns to <2 g/24 hours. If the protein level 22 g/24 hours reoccurs, interrupt
CYRAMZA and reduce the dose (see Table 1) once the urine protein level returns to <2 g/24 hours.
*  Permanently discontinue CYRAMZA for urine protein level >3 g/24 hours or in the setting of nephrotic
syndrome [see Warnings and Precautions (5.9) and Adverse Reactions (6.1)].

Table 1: CYRAMZA Dose Reductions for Proteinuria

Initial CYRAMZA Dose First Dose Reduction to: Second Dose Reduction to:
8 mg/kg 6 mg/kg 5 mg/kg
10 mg/kg 8 mg/kg 6 mg/kg

Wound Healing Complications
* Interrupt CYRAMZA prior to scheduled surgery until the wound is fully healed [see Warnings and Precautions
(5.6)].
Arterial Thromboembolic Events, Gastrointestinal Perforation, or Grade 3 or 4 Bleeding
* Permanently discontinue CYRAMZA [see Warnings and Precautions (5.1, 5.2, 5.5)].

For toxicities related to paclitaxel, docetaxel, or the components of FOLFIRI, refer to the current prescribing
information.

24 Preparation for Administration

Inspect vial contents for particulate matter and discoloration prior to dilution [see Description (11)]. Discard the vial,
if particulate matter or discolorations are identified. Store vials in a refrigerator at 2°C to 8°C (36°F to 46°F) until time of
use. Keep the vial in the outer carton in order to protect from light.

»  Calculate the dose and the required volume of CYRAMZA needed to prepare the infusion solution. Vials

contain either 100 mg/10 mL or 500 mg/50 mL at a concentration of 10 mg/mL solution of CYRAMZA.

+  Withdraw the required volume of CYRAMZA and further dilute with only 0.9% Sodium Chloride Injection in an

intravenous infusion container to a final volume of 250 mL. Do not use dextrose containing solutions.

+ Gently invert the container to ensure adequate mixing.

DO NOT FREEZE OR SHAKE the infusion solution. DO NOT dilute with other solutions or co-infuse with other

electrolytes or medications.

«  Store diluted infusion for no more than 24 hours at 2°C to 8°C (36°F to 46°F) or 4 hours at room temperature

(below 25°C [77°F]).
+ Discard vial with any unused portion of CYRAMZA.

2.5 Administration

» Visually inspect the diluted solution for particulate matter and discoloration prior to administration. If particulate
matter or discolorations are identified, discard the solution.

*  Administer diluted CYRAMZA infusion via infusion pump over 60 minutes through a separate infusion line. Use
of a protein sparing 0.22 micron filter is recommended. Flush the line with sterile sodium chloride (0.9%)
solution for injection at the end of the infusion.



3 DOSAGE FORMS AND STRENGTHS

Injection:
* 100 mg/10 mL (10 mg per mL) solution, single-dose vial
* 500 mg/50 mL (10 mg per mL) solution, single-dose vial

4 CONTRAINDICATIONS

None

5 WARNINGS AND PRECAUTIONS

5.1 Hemorrhage

CYRAMCZA increased the risk of hemorrhage and gastrointestinal hemorrhage, including severe and sometimes
fatal hemorrhagic events. In Study 1, the incidence of severe bleeding was 3.4% for CYRAMZA and 2.6% for placebo. In
Study 2, the incidence of severe bleeding was 4.3% for CYRAMZA plus paclitaxel and 2.4% for placebo plus paclitaxel.

Patients with gastric cancer receiving nonsteroidal anti-inflammatory drugs (NSAIDs) were excluded from
enrolliment in Studies 1 and 2; therefore, the risk of gastric hemorrhage in CYRAMZA-treated patients with gastric tumors
receiving NSAIDs is unknown.

In Study 3, the incidence of severe bleeding was 2.4% for CYRAMZA plus docetaxel and 2.3% for placebo plus
docetaxel. Patients with NSCLC receiving therapeutic anticoagulation or chronic therapy with NSAIDS or other anti-
platelet therapy other than once daily aspirin or with radiographic evidence of major airway or blood vessel invasion or
intratumor cavitation were excluded from Study 3; therefore the risk of pulmonary hemorrhage in these groups of patients
is unknown.

In Study 4, the incidence of severe bleeding was 2.5% for CYRAMZA plus FOLFIRI and 1.7% for placebo plus
FOLFIRI.

Permanently discontinue CYRAMZA in patients who experience severe bleeding [see Dosage and Administration

(2.3)].

5.2 Arterial Thromboembolic Events

Serious, sometimes fatal, arterial thromboembolic events (ATEs) including myocardial infarction, cardiac arrest,
cerebrovascular accident, and cerebral ischemia occurred in clinical trials including 1.7% of 236 patients who received
CYRAMZA as a single agent for gastric cancer in Study 1. Permanently discontinue CYRAMZA in patients who
experience a severe ATE [see Dosage and Administration (2.3)].

5.3 Hypertension

An increased incidence of severe hypertension occurred in patients receiving CYRAMZA as a single agent (8%) as
compared to placebo (3%), in patients receiving CYRAMZA plus paclitaxel (15%) as compared to placebo plus paclitaxel
(3%), in patients receiving CYRAMZA plus docetaxel (6%) as compared to placebo plus docetaxel (2%), and in patients
receiving CYRAMZA plus FOLFIRI (11%) as compared to placebo plus FOLFIRI (3%).

Control hypertension prior to initiating treatment with CYRAMZA. Monitor blood pressure every two weeks or more
frequently as indicated during treatment.

Temporarily suspend CYRAMZA for severe hypertension until medically controlled. Permanently discontinue
CYRAMZA if medically significant hypertension cannot be controlled with antihypertensive therapy or in patients with
hypertensive crisis or hypertensive encephalopathy [see Dosage and Administration (2.3)].

54 Infusion-Related Reactions

Prior to the institution of premedication recommendations across clinical trials of CYRAMZA, IRRs occurred in 6
out of 37 patients (16%), including two severe events. The majority of IRRs across trials occurred during or following a
first or second CYRAMZA infusion. Symptoms of IRRs included rigors/tremors, back pain/spasms, chest pain and/or
tightness, chills, flushing, dyspnea, wheezing, hypoxia, and paresthesia. In severe cases, symptoms included
bronchospasm, supraventricular tachycardia, and hypotension.

Monitor patients during the infusion for signs and symptoms of IRRs in a setting with available resuscitation
equipment. Immediately and permanently discontinue CYRAMZA for Grade 3 or 4 IRRs [see Dosage and Administration

(2.3)].



55 Gastrointestinal Perforations

CYRAMCZA is an antiangiogenic therapy that can increase the risk of gastrointestinal perforation, a potentially fatal
event. Four of 570 patients (0.7%) who received CYRAMZA as a single agent in clinical trials experienced gastrointestinal
perforation. In Study 2, the incidence of gastrointestinal perforation was also increased in patients that received
CYRAMZA plus paclitaxel (1.2%) as compared to patients receiving placebo plus paclitaxel (0.3%). In Study 3, the
incidence of gastrointestinal perforation was 1% for CYRAMZA plus docetaxel and 0.3% for placebo plus docetaxel. In
Study 4, the incidence of gastrointestinal perforation was 1.7% for CYRAMZA plus FOLFIRI and 0.6% for placebo plus
FOLFIRI. Permanently discontinue CYRAMZA in patients who experience a gastrointestinal perforation [see Dosage and
Administration (2.3)].

5.6 Impaired Wound Healing

Impaired wound healing can occur with antibodies inhibiting the VEGF pathway. CYRAMZA has not been studied
in patients with serious or non-healing wounds. CYRAMZA, an antiangiogenic therapy, has the potential to adversely
affect wound healing. Discontinue CYRAMZA therapy in patients with impaired wound healing.

Withhold CYRAMZA prior to surgery. Resume following the surgical intervention based on clinical judgment of
adequate wound healing. If a patient develops wound healing complications during therapy, discontinue CYRAMZA until
the wound is fully healed [see Dosage and Administration (2.3)].

5.7 Clinical Deterioration in Patients with Child-Pugh B or C Cirrhosis

Clinical deterioration, manifested by new onset or worsening encephalopathy, ascites, or hepatorenal syndrome
was reported in patients with Child-Pugh B or C cirrhosis who received single-agent CYRAMZA. Use CYRAMZA in
patients with Child-Pugh B or C cirrhosis only if the potential benefits of treatment are judged to outweigh the risks of
clinical deterioration.

5.8 Reversible Posterior Leukoencephalopathy Syndrome

Reversible Posterior Leukoencephalopathy Syndrome (RPLS) has been reported with a rate of <0.1% in clinical
studies with CYRAMZA. Confirm the diagnosis of RPLS with MRI and discontinue CYRAMZA in patients who develop
RPLS. Symptoms may resolve or improve within days, although some patients with RPLS can experience ongoing
neurologic sequelae or death.

5.9 Proteinuria Including Nephrotic Syndrome

In Study 4, severe proteinuria occurred more frequently in patients treated with CYRAMZA plus FOLFIRI
compared to patients receiving placebo plus FOLFIRI. Severe proteinuria was reported in 3% of patients treated with
CYRAMZA plus FOLFIRI (including 3 cases [0.6%] of nephrotic syndrome) compared to 0.2% of patients treated with
placebo plus FOLFIRI.

Monitor proteinuria by urine dipstick and/or urinary protein creatinine ratio for the development of worsening of
proteinuria during CYRAMZA therapy.

Withhold CYRAMZA for urine protein levels that are 2 or more grams over 24 hours. Reinitiate CYRAMZA at a
reduced dose once the urine protein level returns to less than 2 grams over 24 hours. Permanently discontinue
CYRAMZA for urine protein levels greater than 3 grams over 24 hours or in the setting of nephrotic syndrome [see
Dosage and Administration (2.3)].

5.10 Thyroid Dysfunction

Monitor thyroid function during treatment with CYRAMZA. In Study 4, the incidence of hypothyroidism reported as
an adverse event was 2.6% in the CYRAMZA plus FOLFIRI treated patients and 0.9% in the placebo plus FOLFIRI
treated patients.

5.11 Embryofetal Toxicity

Based on its mechanism of action, CYRAMZA can cause fetal harm when administered to pregnant women.
Animal models link angiogenesis, VEGF and VEGF Receptor 2 (VEGFR?2) to critical aspects of female reproduction,
embryofetal development, and postnatal development. Advise pregnant women of the potential risk to a fetus. Advise
females of reproductive potential to use effective contraception during treatment with CYRAMZA and for at 3 least months
after the last dose of CYRAMZA [see Use in Specific Populations (8.1, 8.3)].



6 ADVERSE REACTIONS

The following adverse drug reactions are discussed in greater detail in other sections of the label:
Hemorrhage [see Dosage and Administration (2.3) and Warnings and Precautions (5.1)].

Arterial Thromboembolic Events [see Dosage and Administration (2.3) and Warnings and Precautions (5.2)].
Hypertension [see Dosage and Administration (2.3) and Warnings and Precautions (5.3)].
Infusion-Related Reactions [see Dosage and Administration (2.3) and Warnings and Precautions (5.4)].
Gastrointestinal Perforation [see Dosage and Administration (2.3) and Warnings and Precautions (5.5)].
Impaired Wound Healing [see Dosage and Administration (2.3) and Warnings and Precautions (5.6)].
Patients with Child-Pugh B or C Cirrhosis [see Warnings and Precautions (5.7)].

Reversible Posterior Leukoencephalopathy Syndrome [see Warnings and Precautions (5.8)].
Proteinuria Including Nephrotic Syndrome [see Warnings and Precautions (5.9)].

Thyroid Dysfunction [see Warnings and Precautions (5.10)].

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the
rates observed in practice.

Gastric Cancer

Safety data are presented from two randomized, placebo controlled clinical trials in which patients received
CYRAMZA: Study 1, a randomized (2:1), double-blind, clinical trial in which 351 patients received either CYRAMZA
8 mg/kg intravenously every two weeks or placebo every two weeks and Study 2, a double-blind, randomized (1:1) clinical
trial in which 656 patients received paclitaxel 80 mg/m? on days 1, 8, and 15 of each 28-day cycle plus either CYRAMZA
8 mg/kg intravenously every two weeks or placebo every two weeks. Both trials excluded patients with Eastern
Cooperative Oncology Group (ECOG) performance status (PS) of 2 or greater, uncontrolled hypertension, major surgery
within 28 days, or patients receiving chronic anti-platelet therapy other than once daily aspirin. Study 1 excluded patients
with bilirubin 21.5 mg/dL and Study 2 excluded patients with bilirubin >1.5 times the upper limit of normal.

CYRAMZA Administered as a Single Agent

Among 236 patients who received CYRAMZA (safety population) in Study 1, median age was 60 years, 28% were
women, 76% were White, and 16% were Asian. Patients in Study 1 received a median of 4 doses of CYRAMZA; the
median duration of exposure was 8 weeks, and 32 (14% of 236) patients received CYRAMZA for at least six months.

In Study 1, the most common adverse reactions (all grades) observed in CYRAMZA-treated patients at a rate of
210% and =2% higher than placebo were hypertension and diarrhea. The most common serious adverse events with
CYRAMZA were anemia (3.8%) and intestinal obstruction (2.1%). Red blood cell transfusions were given to 11% of
CYRAMZA-treated patients versus 8.7% of patients who received placebo.

Table 2 provides the frequency and severity of adverse reactions in Study 1.

Table 2: Adverse Reactions Occurring at Incidence Rate 25% and a 22% Difference Between Arms in Patients
Receiving CYRAMZA in Study 1

CYRAMZA (8 mg/kg) Placebo
Adverse Reactions (MedDRA) N=236 N=115
System Organ Class All Grades Grade 3-4 All Grades Grade 3-4
(Frequency %) | (Frequency %) | (Frequency %) (Frequency %)

Gastrointestinal Disorders

Diarrhea | 14 | 1 | 9 | 2
Metabolism and Nutrition Disorders

Hyponatremia ‘ 6 ‘ 3 ‘ 2 ‘ 1
Nervous System Disorders

Headache | 9 | 0 | 3 | 0
Vascular Disorders

Hypertension | 16 | 8 | 8 | 3

Clinically relevant adverse reactions reported in 21% and <5% of CYRAMZA-treated patients in Study 1 were:
neutropenia (4.7% CYRAMZA versus 0.9% placebo), epistaxis (4.7% CYRAMZA versus 0.9% placebo), rash (4.2%
CYRAMZA versus 1.7% placebo), intestinal obstruction (2.1% CYRAMZA versus 0% placebo), and arterial
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thromboembolic events (1.7% CYRAMZA versus 0% placebo) [see Dosage and Administration (2.3) and Warnings and
Precautions (5.1, 5.2)].

Across clinical trials of CYRAMZA administered as a single agent, clinically relevant adverse reactions (including
Grade 23) reported in CYRAMZA-treated patients included proteinuria, gastrointestinal perforation, and infusion-related
reactions.

In Study 1, according to laboratory assessment, 8% of CYRAMZA-treated patients developed proteinuria versus
3% of placebo-treated patients. Two patients discontinued CYRAMZA due to proteinuria. The rate of gastrointestinal
perforation in Study 1 was 0.8% and the rate of infusion-related reactions was 0.4% [see Dosage and Administration (2.2,
2.3) and Warnings and Precautions (5.4, 5.5)].

CYRAMZA Administered in Combination with Paclitaxel

Among 327 patients who received CYRAMZA (safety population) in Study 2, median age was 61 years, 31% were
women, 63% were White, and 33% were Asian. Patients in Study 2 received a median of 9 doses of CYRAMZA, the
median duration of exposure was 18 weeks, and 93 (28% of 327) patients received CYRAMZA for at least six months.

In Study 2, the most common adverse reactions (all grades) observed in patients treated with CYRAMZA plus
paclitaxel at a rate of 230% and 22% higher than placebo plus paclitaxel were fatigue, neutropenia, diarrhea, and
epistaxis. The most common serious adverse events with CYRAMZA plus paclitaxel were neutropenia (3.7%) and febrile
neutropenia (2.4%); 19% of patients treated with CYRAMZA plus paclitaxel received granulocyte colony-stimulating
factors. Adverse reactions resulting in discontinuation of any component of the CYRAMZA plus paclitaxel combination in
2% or more patients in Study 2 were neutropenia (4%) and thrombocytopenia (3%).

Table 3 provides the frequency and severity of adverse reactions in Study 2.

Table 3: Adverse Reactions Occurring at Incidence Rate 25% and a 22% Difference Between Arms in Patients
Receiving CYRAMZA plus Paclitaxel in Study 2

CYRAMZA plus Paclitaxel Placebo plus Paclitaxel
Adverse Reactions (MedDRA) (N=327) (N=329)
System Organ Class All Grades Grade 23 All Grades Grade 23
(Frequency %) | (Frequency %) | (Frequency %) | (Frequency %)

Blood and Lymphatic System Disorders

Neutropenia 54 41 31 19

Thrombocytopenia 13 2 6 2
Gastrointestinal Disorders

Diarrhea 32 4 23 2

Gastrointestinal hemorrhage events 10 4 6

Stomatitis 20 1 7 1
General Disorders and Administration Site Disorders

Fatigue/Asthenia 57 12 44 6

Peripheral edema 25 2 14 1
Metabolism and Nutrition Disorders

Hypoalbuminemia | 11 | 1 | 5 | 1
Renal and Urinary Disorders

Proteinuria | 17 | 1 | 6 | 0
Respiratory, Thoracic, and Mediastinal Disorders

Epistaxis | 31 | 0 | 7 | 0
Vascular Disorder

Hypertension | 25 | 15 | 6 | 3

Clinically relevant adverse reactions reported in 21% and <5% of the CYRAMZA plus paclitaxel treated patients in
Study 2 were sepsis (3.1% CYRAMZA plus paclitaxel versus 1.8% placebo plus paclitaxel) and gastrointestinal
perforations (1.2% CYRAMZA plus paclitaxel versus 0.3% for placebo plus paclitaxel).

Non-Small Cell Lung Cancer

CYRAMZA Administered in Combination with Docetaxel

Study 3 was a multinational, randomized, double-blind study conducted in patients with NSCLC with disease
progression on or after one platinum-based therapy for locally advanced or metastatic disease. Patients received either
CYRAMZA 10 mg/kg intravenously plus docetaxel 75 mg/m2 intravenously every 3 weeks or placebo plus docetaxel
75 mg/m2 intravenously every 3 weeks. Due to an increased incidence of neutropenia and febrile neutropenia in patients



enrolled in East Asian sites, Study 3 was amended and 24 patients (11 CYRAMZA plus docetaxel, 13 placebo plus
docetaxel) at East Asian sites received a starting dose of docetaxel at 60 mg/m” every 3 weeks.

Study 3 excluded patients with an ECOG PS of 2 or greater, bilirubin greater than the upper limit of normal (ULN),
uncontrolled hypertension, major surgery within 28 days, radiographic evidence of major airway or blood vessel invasion
by cancer, radiographic evidence of intra-tumor cavitation, or gross hemoptysis within the preceding 2 months, and
patients receiving therapeutic anticoagulation or chronic anti-platelet therapy other than once daily aspirin. The study also
excluded patients whose only prior treatment for advanced NSCLC was a tyrosine kinase (epidermal growth factor
receptor [EGFR] or anaplastic lymphoma kinase [ALK]) inhibitor.

The data described below reflect exposure to CYRAMZA plus docetaxel in 627 patients in Study 3. Demographics
and baseline characteristics were similar between treatment arms. Median age was 62 years; 67% of patients were men;
84% were White and 12% were Asian; 33% had ECOG PS 0; 74% had non-squamous histology and 25% had squamous
histology. Patients received a median of 4.5 doses of CYRAMZA; the median duration of exposure was 3.5 months, and
195 (31% of 627) patients received CYRAMZA for at least six months.

In Study 3, the most common adverse reactions (all grades) observed in CYRAMZA plus docetaxel-treated
patients at a rate of 230% and 22% higher than placebo plus docetaxel were neutropenia, fatigue/asthenia, and
stomatitis/mucosal inflammation. Treatment discontinuation due to adverse reactions occurred more frequently in
CYRAMZA plus docetaxel-treated patients (9%) than in placebo plus docetaxel-treated patients (5%). The most common
adverse events leading to treatment discontinuation of CYRAMZA were infusion-related reaction (0.5%) and epistaxis
(0.3%). For patients with non-squamous histology, the overall incidence of pulmonary hemorrhage was 7% and the
incidence of 2Grade 3 pulmonary hemorrhage was 1% for CYRAMZA plus docetaxel compared to 6% overall incidence
and 1% for =2Grade 3 pulmonary hemorrhage for placebo plus docetaxel. For patients with squamous histology, the overall
incidence of pulmonary hemorrhage was 10% and the incidence of 2Grade 3 pulmonary hemorrhage was 2% for
CYRAMZA plus docetaxel compared to 12% overall incidence and 2% for 2Grade 3 pulmonary hemorrhage for placebo
plus docetaxel.

The most common serious adverse events with CYRAMZA plus docetaxel were febrile neutropenia (14%),
pneumonia (6%), and neutropenia (5%). The use of granulocyte colony-stimulating factors was 42% in CYRAMZA plus
docetaxel-treated patients versus 37% in patients who received placebo plus docetaxel. In patients 265 years, there were
18 (8%) deaths on treatment or within 30 days of discontinuation for CYRAMZA plus docetaxel and 9 (4%) deaths for
placebo plus docetaxel. In patients <65 years, there were 13 (3%) deaths on treatment or within 30 days of
discontinuation for CYRAMZA plus docetaxel and 26 (6%) deaths for placebo plus docetaxel.

Table 4 provides the frequency and severity of adverse reactions in Study 3.

Table 4: Adverse Reactions Occurring at Incidence Rate 25% and a 22% Difference Between Arms in Patients
Receiving CYRAMZA in Study 3

CYRAMZA plus docetaxel Placebo plus docetaxel
Adverse Reactions (MedDRA) (N=627) (N=618)
System Organ Class All Grades Grade 3-4 All Grades Grade 3-4
(Frequency %) | (Frequency %) | (Frequency %) | (Frequency %)

Blood and Lymphatic System Disorders

Febrile neutropenia 16 16 10 10

Neutropenia 55 49 46 40

Thrombocytopenia 13 3 5 <1
Gastrointestinal Disorders

Stomatitis/Mucosal inflammation | 37 | 7 | 19 | 2
Eye Disorders

Lacrimation increased | 13 | <1 | 5 | 0
General Disorders and Administration Site Disorders

Fatigue/Asthenia 55 14 50 11

Peripheral edema 16 0 9 <1
Respiratory, Thoracic, and Mediastinal Disorders

Epistaxis | 19 | <1 | 7 | <1
Vascular Disorders

Hypertension | 11 | 6 | 5 | 2

Clinically relevant adverse drug reactions reported in 21% and <5% of the CYRAMZA plus docetaxel-treated
patients in Study 3 were hyponatremia (4.8% CYRAMZA plus docetaxel versus 2.4% for placebo plus docetaxel) and
proteinuria (3.3% CYRAMZA plus docetaxel versus 0.8% placebo plus docetaxel).
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Colorectal Cancer

CYRAMZA Administered in Combination with FOLFIRI

Study 4 was a multinational, randomized, double-blind study conducted in patients with metastatic colorectal
cancer with disease progression on or after therapy with bevacizumab, oxaliplatin, and a fluoropyrimidine. Patients
received either CYRAMZA 8 mg/kg intravenously plus FOLFIRI intravenously every 2 weeks or placebo plus FOLFIRI
intravenously every 2 weeks.

Study 4 excluded patients with an ECOG PS of 2 or greater, uncontrolled hypertension, major surgery within 28
days, and those who experienced any of the following during first-line therapy with a bevacizumab-containing regimen: an
arterial thrombotic/thromboembolic event; Grade 4 hypertension; Grade 3 proteinuria; a Grade 3-4 bleeding event; or
bowel perforation.

Demographics and baseline characteristics for the treated population were similar between treatment arms
(n=1057). Median age was 62 years; 57% of patients were men; 76% were White and 20% were Asian; 48% had ECOG
PS 0.

The data described in this section reflect exposure to CYRAMZA plus FOLFIRI in 529 patients in Study 4. Patients
received a median of 8 doses (range 1-68) of CYRAMZA,; the median duration of exposure was 4.4 months, and 169
(32% of 529) patients received CYRAMZA for at least six months. The most common adverse reactions (all grades)
observed in CYRAMZA plus FOLFIRI-treated patients at a rate of 230% and =2% higher than placebo plus FOLFIRI were
diarrhea, neutropenia, decreased appetite, epistaxis, and stomatitis. Twenty percent of patients treated with CYRAMZA
plus FOLFIRI received granulocyte colony-stimulating factors. Treatment discontinuation of any study drug due to adverse
reactions occurred more frequently in CYRAMZA plus FOLFIRI-treated patients (29%) than in placebo plus FOLFIRI-
treated patients (13%).

The most common adverse reactions leading to discontinuation of any component of CYRAMZA plus FOLFIRI as
compared to placebo plus FOLFIRI, were neutropenia (12.5% versus 5.3%) and thrombocytopenia (4.2% versus 0.8%).
The most common adverse reactions leading to treatment discontinuation of CYRAMZA were proteinuria (1.5%) and
gastrointestinal perforation (1.7%).

The most common serious adverse events with CYRAMZA plus FOLFIRI were diarrhea (3.6%), intestinal
obstruction (3.0%), and febrile neutropenia (2.8%).

Table 5 provides the frequency and severity of adverse reactions in Study 4.
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Table 5: Adverse Reactions Occurring at Incidence Rate 25% and a 22% Difference Between Arms in Patients
Receiving CYRAMZA in Study 4

CYRAMZA plus FOLFIRI Placebo plus FOLFIRI
Adverse Reactions (MedDRA) N=529 N=528
System Organ Class All Grades Grade 23 All Grades Grade 23
(Frequency %) | (Frequency %) | (Frequency %) (Frequency %)

Blood and Lymphatic System Disorders

Neutropenia 59 38 46 23

Thrombocytopenia 28 3 14 <1
Gastrointestinal Disorders

Decreased appetite 37 2 27 2

Diarrhea 60 11 51 10

Gastrointestinal hemorrhage events 12 2 7 1

Stomatitis 31 4 21 2
General Disorders and Administration Site Disorders

Peripheral edema ‘ 20 ‘ <1 ‘ 9 ‘ 0
Metabolism and Nutrition Disorders

Hypoalbuminemia | 6 | 1 | 2 | 0
Renal and Urinary Disorders

Proteinuria” | 17 | 3 | 5 | <1
Respiratory, Thoracic, and Mediastinal Disorders

Epistaxis | 33 | 0 | 15 | 0
Skin and Subcutaneous Tissue Disorders

Palmar-plantar erythrodysesthesia 13 1 5 <1

syndrome
Vascular Disorders

Hypertension | 26 | 11 | 9 | 3

% Includes 3 patients with nephrotic syndrome in the CYRAMZA plus FOLFIRI treatment group.

Clinically relevant adverse reactions reported in 21% and <5% of CYRAMZA plus FOLFIRI-treated patients in
Study 4 consisted of gastrointestinal perforation (1.7% CYRAMZA plus FOLFIRI versus 0.6% for placebo plus FOLFIRI).

Thyroid stimulating hormone (TSH) levels were evaluated in 224 patients (115 CYRAMZA plus FOLFIRI-treated
patients and 109 placebo plus FOLFIRI-treated patients) with normal baseline TSH levels. Patients underwent periodic
TSH laboratory assessments until 30 days after the last dose of study treatment. Increased TSH levels were observed in
53 (46%) patients treated with CYRAMZA plus FOLFIRI compared with 4 (4%) patients treated with placebo plus
FOLFIRI.

6.2 Immunogenicity

As with all therapeutic proteins, there is the potential for immunogenicity. In 23 clinical trials, 86/2890 (3.0%) of
CYRAMZA-treated patients tested positive for treatment-emergent anti-ramucirumab antibodies by an enzyme-linked
immunosorbent assay (ELISA). Neutralizing antibodies were detected in 14 of the 86 patients who tested positive for
treatment-emergent anti-ramucirumab antibodies.

The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay. Additionally,
the observed incidence of antibody (including neutralizing antibody) positivity in an assay may be influenced by several
factors including assay methodology, sample handling, timing of sample collection, concomitant medications, and
underlying disease. For these reasons, comparison of incidence of antibodies to CYRAMZA with the incidences of
antibodies to other products may be misleading.

7 DRUG INTERACTIONS

No pharmacokinetic interactions were observed between ramucirumab and paclitaxel, between ramucirumab and
docetaxel, or between ramucirumab and irinotecan or its active metabolite, SN-38 [see Clinical Pharmacology (12.3)].
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary
Based on its mechanism of action [see Clinical Pharmacology (12.1)], CYRAMZA can cause fetal harm. Animal

models link angiogenesis, VEGF and VEGF Receptor 2 (VEGFR2) to critical aspects of female reproduction, embryofetal
development, and postnatal development. There are no available data on CYRAMZA use in pregnant women to inform
any drug—associated risks. No animal studies have been conducted to evaluate the effect of ramucirumab on reproduction
and fetal development. The background risk of major birth defects and miscarriage for the indicated populations are
unknown. In the U.S. general population the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively. Advise pregnant women of the potential risk to a fetus.

Data
Animal Data

No animal studies have been specifically conducted to evaluate the effect of ramucirumab on reproduction and
fetal development. In mice, loss of the VEGFR2 gene resulted in embryofetal death and these fetuses lacked organized
blood vessels and blood islands in the yolk sac. In other models, VEGFR2 signaling was associated with development
and maintenance of endometrial and placental vascular function, successful blastocyst implantation, maternal and feto-
placental vascular differentiation, and development during early pregnancy in rodents and non-human primates.
Disruption of VEGF signaling has also been associated with developmental anomalies including poor development of the
cranial region, forelimbs, forebrain, heart, and blood vessels.

8.2 Lactation

Risk Summary
There is no information on the presence of ramucirumab in human milk, the effects on the breast-fed infant, or the

effects on milk production. Human IgG is present in human milk, but published data suggest that breast milk antibodies do
not enter the neonatal and infant circulation in substantial amounts. Because of the potential risk for serious adverse
reactions in nursing infants from ramucirumab, advise women that breastfeeding is not recommended during treatment
with CYRAMZA.

8.3 Females and Males of Reproductive Potential

Contraception
Females

Based on its mechanism of action, CYRAMZA can cause fetal harm [see Use in Specific Populations (8.1)]. Advise
females of reproductive potential to use effective contraception while receiving CYRAMZA and for at least 3 months after
the last dose of CYRAMZA.

Infertility
Females

Advise females of reproductive potential that based on animal data CYRAMZA may impair fertility [see Nonclinical
Toxicology (13.1)].

8.4 Pediatric Use

The safety and effectiveness of CYRAMZA in pediatric patients have not been established. In animal studies,
effects on epiphyseal growth plates were identified. In cynomolgus monkeys, anatomical pathology revealed adverse
effects on the epiphyseal growth plate (thickening and osteochondropathy) at all doses tested (5-50 mg/kg).
Ramucirumab exposure at the lowest weekly dose tested in the cynomolgus monkey was 0.2 times the exposure in
humans at the recommended dose of ramucirumab as a single agent.

8.5 Geriatric Use

Of the 563 CYRAMZA-treated patients in two randomized gastric cancer clinical studies, 36% were 65 and over,
while 7% were 75 and over. No overall differences in safety or effectiveness were observed between these subjects and
younger subjects. [see Clinical Studies (14.1)]

Of the 1253 patients in Study 3, 455 (36%) were 65 and over and 84 (7%) were 75 and over. Of the 627 patients
who received CYRAMZA plus docetaxel in Study 3, 237 (38%) were 65 and over, while 45 (7%) were 75 and over [see
Clinical Studies (14.2)]. In an exploratory subgroup analysis of Study 3, the hazard ratio for overall survival in patients less
than 65 years old was 0.74 (95% CI: 0.62, 0.87) and in patients 65 years or older was 1.10 (95% CI: 0.89, 1.36). [see
Clinical Studies (14.2)]
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Of the 529 patients who received CYRAMZA plus FOLFIRI in Study 4, 209 (40%) were 65 and over, while 51
(10%) were 75 and over. Overall, no differences in safety or effectiveness were observed between these subjects and
younger subjects. [see Clinical Studies (14.3)]

8.6 Renal Impairment

No dose adjustment is recommended for patients with renal impairment based on population pharmacokinetic
analysis [see Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

No dose adjustment is recommended for patients with mild (total bilirubin within upper limit of normal [ULN] and
aspartate aminotransferase [AST] >ULN, or total bilirubin >1.0-1.5 times ULN and any AST) or moderate (total bilirubin
>1.5-3.0 times ULN and any AST) hepatic impairment based on population pharmacokinetic analysis. Clinical
deterioration was reported in patients with Child-Pugh B or C cirrhosis who received single-agent CYRAMZA [see
Warnings and Precautions (5.7) and Clinical Pharmacology (12.3)].

10 OVERDOSAGE

There are no data on overdose in humans. CYRAMZA was administered at doses up to 10 mg/kg every two weeks
without reaching a maximum tolerated dose.

11 DESCRIPTION

CYRAMZA (ramucirumab) is a recombinant human IgG1 monoclonal antibody that specifically binds to vascular
endothelial growth factor receptor 2. CYRAMZA has an approximate molecular weight of 147 kDa. CYRAMZA is produced
in genetically engineered mammalian NSO cells.

CYRAMZA is a sterile, preservative-free, clear to slightly opalescent and colorless to slightly yellow solution for
intravenous infusion following dilution and preparation. CYRAMZA is supplied at a concentration of 10 mg/mL in either
100 mg (10 mL) or 500 mg (50 mL) single-dose vials. CYRAMZA is formulated in glycine (9.98 mg/mL), histidine
(0.65 mg/mL), histidine monohydrochloride (1.22 mg/mL), polysorbate 80 (0.1 mg/mL), sodium chloride (4.383 mg/mL),
and Water for Injection, USP, pH 6.0.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Ramucirumab is a vascular endothelial growth factor receptor 2 antagonist that specifically binds VEGF Receptor
2 and blocks binding of VEGFR ligands, VEGF-A, VEGF-C, and VEGF-D. As a result, ramucirumab inhibits ligand-
stimulated activation of VEGF Receptor 2, thereby inhibiting ligand-induced proliferation, and migration of human
endothelial cells. Ramucirumab inhibited angiogenesis in an in vivo animal model.

12.3 Pharmacokinetics

The pharmacokinetic (PK) characteristics of ramucirumab are similar for patients with gastric cancer, NSCLC, and
mCRC based on a population PK analysis. The mean (% coefficient of variation [CV%)]) clearance for ramucirumab was
0.015 L/hour (30%) and the mean terminal half-life was 14 days (20%).

Specific Populations
Age, sex, and race had no clinically meaningful effect on the PK of ramucirumab based on a population PK
analysis.

Renal Impairment: Based on a population PK analysis, no clinically meaningful differences in the average
concentration of ramucirumab at steady state (C¢s) were observed in patients with mild (calculated creatinine clearance
[CLcr] 60-89 mL/min, n=687), moderate (CLcr 30-59 mL/min, n=244) or severe (CLcr 15-29 mL/min, n=6) renal
impairment compared to patients with normal renal function (CLcr 290 mL/min, n=697).

Hepatic Impairment: Based on a population PK analysis, no clinically meaningful differences in the average Cg of
ramucirumab were observed in patients with mild (total bilirubin within upper limit of normal [ULN] and AST>ULN, or total
bilirubin >1.0-1.5 times ULN and any AST, n=525), or moderate (total bilirubin >1.5-3.0 times ULN n=23) hepatic
impairment compared to patients with normal hepatic function (total bilirubin and AST <ULN, n=1055). No PK data are
available from patients with severe hepatic dysfunction (total bilirubin >3.0 times ULN and any AST).
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Drug Interaction Studies

No clinically meaningful changes in the exposure of either ramucirumab or its concomitant drugs in the approved
combinations, including paclitaxel, docetaxel, and irinotecan (or its active metabolite, SN-38), were observed in patients
with solid tumors.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No animal studies have been performed to test ramucirumab for potential carcinogenicity or genotoxicity.

Inhibition of VEGFR2 signaling in animal models was shown to result in changes to hormone levels critical for
pregnancy, and, in monkeys, an increased duration of the follicular cycle. In a 39 week animal study, female monkeys
treated with ramucirumab showed dose dependent increases in follicular mineralization of the ovary.

13.2 Animal Toxicology and/or Pharmacology

Adverse effects in the kidney (glomerulonephritis) occurred in monkeys at doses of 16-50 mg/kg (0.7-5.5 times the
exposure in humans at the recommended dose of ramucirumab as a single agent).

A single dose of ramucirumab resulting in an exposure approximately 10 times the exposure in humans at the
recommended dose of ramucirumab as a single agent did not significantly impair wound healing in monkeys using a full-
thickness incisional model.

14 CLINICAL STUDIES

14.1 Gastric Cancer

Study 1 was a multinational, randomized, double-blind, multicenter study of CYRAMZA plus best supportive care
(BSC) versus placebo plus BSC that randomized (2:1) 355 patients with locally advanced or metastatic gastric cancer
(including adenocarcinoma of the gastro-esophageal junction [GEJ]) who previously received platinum- or
fluoropyrimidine-containing chemotherapy. The major efficacy outcome measure was overall survival and the supportive
efficacy outcome measure was progression-free survival. Patients were required to have experienced disease
progression either within 4 months after the last dose of first-line therapy for locally advanced or metastatic disease or
within 6 months after the last dose of adjuvant therapy. Patients were also required to have ECOG PS of 0 or 1. Patients
received either an intravenous infusion of CYRAMZA 8 mg/kg (n=238) or placebo solution (n=117) every 2 weeks.
Randomization was stratified by weight loss over the prior 3 months (=210% versus <10%), geographic region, and location
of the primary tumor (gastric versus GEJ).

Demographic and baseline characteristics were similar between treatment arms. Median age was 60 years; 70%
of patients were men; 77% were White, 16% Asian; the ECOG PS was 0 for 28% of patients and 1 for 72% of patients;
91% of patients had measurable disease; 75% of patients had gastric cancer; and 25% had adenocarcinoma of the GEJ.
The majority of patients (85%) experienced disease progression during or following first-line therapy for metastatic
disease. Prior chemotherapy for gastric cancer consisted of platinum/fluoropyrimidine combination therapy (81%),
fluoropyrimidine-containing regimens without platinum (15%), and platinum-containing regimens without fluoropyrimidine
(4%). In Study 1, patients received a median of 4 doses (range 1-34) of CYRAMZA or a median of 3 doses (range 1-30) of
placebo.

Overall survival and progression-free survival were statistically significantly improved in patients randomized to
receive CYRAMZA as compared to patients randomized to receive placebo. Efficacy results are shown in Table 6 and
Figure 1.



15
Table 6: Randomized Trial of CYRAMZA plus BSC versus Placebo plus BSC in Gastric Cancer

CYRAMZA Placebo
N=238 N=117
Overall Survival
Number of deaths (%) 179 (75%) 99 (85%)
Median — months (95% CI) 5.2 (4.4,5.7) 3.8(2.8,4.7)
Hazard Ratio (95% CI) 0.78 (0.60, 0.998)
Stratified Log-rank p-value 0.047
Progression-free Survival
Number of events (%) 199 (84%) 108 (92%)
Median — months (95% CI) 21(1.5,2.7) 1.3(1.3,1.4)
Hazard Ratio (95% CI) 0.48 (0.38, 0.62)
Stratified Log-rank p-value <0.001

Abbreviations: Cl = confidence interval

Figure 1: Kaplan-Meier Curves of Overall Survival - CYRAMZA plus BSC versus Placebo plus BSC in Gastric
Cancer

Study 2 was a multinational, randomized, double-blind study of CYRAMZA plus paclitaxel versus placebo plus
paclitaxel that randomized (1:1) 665 patients with locally advanced or metastatic gastric cancer (including
adenocarcinoma of the gastro-esophageal junction) who previously received platinum- and fluoropyrimidine-containing
chemotherapy. Patients were required to have experienced disease progression during, or within 4 months after the last
dose of first-line therapy. Patients were also required to have ECOG PS of 0 or 1. Randomization was stratified by
geographic region, time to progression from the start of first-line therapy (<6 months versus =6 months) and disease
measurability.

Patients were randomized to receive either CYRAMZA 8 mg/kg (n=330) or placebo (n=335) as an intravenous
infusion every 2 weeks (on days 1 and 15) of each 28-day cycle. Patients in both arms received paclitaxel 80 mg/m? by
intravenous infusion on days 1, 8, and 15 of each 28-day cycle. Prior to administration of each dose of paclitaxel, patients
were required to have adequate hematopoietic and hepatic function. The paclitaxel dose was permanently reduced in
increments of 10 mg/m2 for a maximum of two dose reductions for Grade 4 hematologic toxicity or Grade 3 paclitaxel-
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related non-hematologic toxicity. The major efficacy outcome measure was overall survival and the supportive efficacy
outcome measures were progression-free survival and objective response rate.

Demographics and baseline characteristics were similar between treatment arms including the following: Median
age was 61 years; 71% of patients were men; 61% were White, 35% Asian; the ECOG PS was 0 for 39% of patients, 1 for
61% of patients; 78% of patients had measurable disease; 79% of patients had gastric cancer; and 21% had
adenocarcinoma of the GEJ. Two-thirds of the patients experienced disease progression while on first-line therapy (67%)
and 25% of patients received an anthracycline in combination with platinum/fluoropyrimidine combination therapy.

Overall survival, progression-free survival, and objective response rate were statistically significantly improved in
patients randomized to receive CYRAMZA plus paclitaxel compared to patients randomized to receive placebo plus
paclitaxel. Efficacy results are shown in Table 7 and Figure 2.

Table 7: Randomized Trial of CYRAMZA plus Paclitaxel versus Placebo plus Paclitaxel in Gastric Cancer

CYRAMZA + paclitaxel Placebo + paclitaxel
N=330 N=335
Overall Survival
Number of deaths (%) 256 (78%) 260 (78%)
Median — months (95% CI) 9.6 (8.5, 10.8) 7.4(6.3,8.4)
Hazard Ratio (95% CI) 0.81 (0.68, 0.96)
Stratified Log-rank p-value 0.017
Progression-free Survival
Number of events (%) 279 (85%) 296 (88%)
Median — months (95% CI) 4.4(4.2,5.3) 2.9(2.8, 3.0)
Hazard Ratio (95% CI) 0.64 (0.54, 0.75)
Stratified Log-rank p-value <0.001
Objective Response Rate (CR + PR)
Rate — percent (95% CI) 28 (23, 33) | 16 (13, 20)
Stratified CMH p-value <0.001

Abbreviations: Cl = confidence interval, CR = complete response, PR = partial response, CMH = Cochran-Mantel-

Haenszel

Figure 2: Kaplan-Meier Curves of Overall Survival - CYRAMZA plus Paclitaxel versus Placebo plus Paclitaxel in

Gastric Cancer
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14.2 Non-Small Cell Lung Cancer

Study 3 was a multinational, randomized, double-blind, study of CYRAMZA plus docetaxel versus placebo plus
docetaxel, that randomized (1:1) 1253 patients with NSCLC with disease progression on or after one platinum-based
therapy for locally advanced or metastatic disease. The major efficacy outcome measure was overall survival and the
supportive efficacy outcome measures were progression-free survival and objective response rate. Patients were also
required to have ECOG PS 0 or 1. Patients were randomized to receive either CYRAMZA at 10 mg/kg or placebo by
intravenous infusion, in combination with docetaxel at 75 mg/m2 every 21 days. Sites in East Asia administered a reduced
dose of docetaxel at 60 mg/m2 every 21 days. Patients who discontinued combination therapy because of an adverse
event attributed to either CYRAMZA/placebo or docetaxel were permitted to continue monotherapy with the other
treatment component until disease progression or intolerable toxicity. Randomization was stratified by geographic region,
gender, prior maintenance therapy, and ECOG PS.

Demographics and baseline characteristics were similar between treatment arms. Median age was 62 years; 67%
of patients were men; 82% were White and 13% were Asian; 32% had ECOG PS 0; 73% had nonsquamous histology and
26% had squamous histology. In addition to platinum chemotherapy (99%), the most common prior therapies were
pemetrexed (38%), gemcitabine (25%), taxane (24%), and bevacizumab (14%). Twenty-two percent of patients received
prior maintenance therapy. Tumor EGFR status was unknown for the majority of patients (65%). Where tumor EGFR
status was known (n=445), 7.5% were positive for EGFR mutation (n=33). No data were collected regarding tumor ALK
rearrangement status.

Overall survival and progression-free survival were statistically significantly improved in patients randomized to
receive CYRAMZA plus docetaxel compared to patients randomized to receive placebo plus docetaxel. Objective
response rate (complete response + partial response) was 23% (95% CI: 20, 26) for CYRAMZA plus docetaxel and 14%
(95% CI: 11, 17) for placebo plus docetaxel, p-value of <0.001. Efficacy results are shown in Table 8 and Figure 3.

Table 8: Randomized Trial of CYRAMZA plus Docetaxel versus Placebo plus Docetaxel in NSCLC
CYRAMZA + docetaxel

Placebo + docetaxel

N=628 N=625
Overall Survival
Number of deaths (%) 428 (68%) 456 (73%)
Median — months (95% CI) 10.5 (9.5, 11.2) 9.1 (8.4, 10.0)
Hazard Ratio (95% CI) 0.86 (0.75, 0.98)
Stratified Log-rank p-value 0.024
Progression-free Survival
Number of events (%) 558 (89%) 583 (93%)
Median — months (95% CI) 45 (4.2,5.4) 3.0 (2.8, 3.9)

Hazard Ratio (95% CI)

0.76 (0.68, 0.86)

Stratified Log-rank p-value

<0.001

Abbreviations: Cl = confidence interval
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Figure 3: Kaplan-Meier Curves of Overall Survival - CYRAMZA plus Docetaxel versus Placebo plus Docetaxel in
NSCLC

Probability of Overall Survival

— CYRAMZA+Docetaxel

0o0d = Placebo+Docetaxel
T 1 1 1 T U T T T Ll 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36
) Time Since Randomization (Months)
Number at Risk
CYRAMZA+Docetaxel 628 527 415 329 231 156 103 70 45 23 11 2 0
Placebo+Docetaxel 625 501 386 306 197 129 86 56 36 23 9 0 0

14.3 Colorectal Cancer

Study 4 was a multinational, randomized, double-blind, study of CYRAMZA plus FOLFIRI versus placebo plus
FOLFIRI, in patients with mCRC, who had disease progression on or after prior therapy with bevacizumab, oxaliplatin,
and a fluoropyrimidine. Patients were required to have ECOG PS 0 or 1 and to have disease progression within 6 months
of the last dose of first-line therapy. A total of 1072 patients were randomized (1:1) to receive either CYRAMZA (n=536) at
8 mg/kg as an intravenous infusion or placebo (n=536), in combination with FOLFIRI: irinotecan 180 mg/m2 administered
intravenously over 90 minutes and folinic acid 400 mg/m2 administered intravenously simultaneously over 120 minutes;
followed by 5-fluorouracil 400 mg/m? intravenous bolus over 2 to 4 minutes; followed by 5-fluorouracil 2400 mg/m?®
administered intravenously by continuous infusion over 46 to 48 hours. Treatment cycles on both arms were repeated
every 2 weeks. Patients who discontinued one or more components of treatment because of an adverse event were
permitted to continue therapy with the other treatment component(s) until disease progression or unacceptable toxicity.
The maijor efficacy outcome measure was overall survival and the supportive efficacy outcome measure was progression-
free survival. Randomization was stratified by geographic region, tumor KRAS status, and time to disease progression
after beginning first-line treatment (<6 months versus =6 months).

Demographic and baseline characteristics were similar between treatment arms. Median age was 62 years; 57%
of patients were men; 76% were White and 20% Asian; 49% had ECOG PS 0; 49% of patients had KRAS mutant tumors;
and 24% of patients had <6 months from time to disease progression after beginning first-line treatment.

Overall survival and progression-free survival were statistically significantly improved in patients randomized to
receive CYRAMZA plus FOLFIRI compared to patients randomized to receive placebo plus FOLFIRI. The treatment effect
was consistent across the pre-specified stratification factors. Efficacy results are shown in Table 9 and Figure 4.



Table 9: Randomized Trial of CYRAMZA plus FOLFIRI versus Placebo plus FOLFIRI in mCRC
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CYRAMZA + FOLFIRI
N=536

Placebo + FOLFIRI
N=536

Overall Survival

Number of deaths (%)

372 (69%)

397 (74%)

Median — months (95% CI)

13.3 (12.4, 14.5)

11.7 (10.8, 12.7)

Hazard Ratio (95% CI)

0.85 (0.73, 0.98)

Stratified Log-rank p-value

0.023

Progression-free Survival

Number of events (%)

476 (89%)

494 (92%)

Median — months (95% CI)

5.7 (5.5, 6.2)

45 (4.2,5.4)

Hazard Ratio (95% CI)

0.79 (0.70, 0.90)

Stratified Log-rank p-value

<0.001

Abbreviations: Cl = confidence interval.

Figure 4: Kaplan-Meier Curve of Overall Survival - CYRAMZA plus FOLFIRI versus Placebo plus FOLFIRI in mCRC

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

CYRAMZA is supplied in single-dose vials as a sterile, preservative-free solution.

» NDC 0002-7669-01

100 mg/10 mL (10 mg/mL), individually packaged in a carton

+  NDC 0002-7678-01

500 mg/50 mL (10 mg/mL), individually packaged in a carton

16.2 Storage and Handling

Store vials in a refrigerator at 2°C to 8°C (36°F to 46°F) until time of use. Keep the vial in the outer carton in order

to protect from light. DO NOT FREEZE OR SHAKE the vial.
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17 PATIENT COUNSELING INFORMATION

Hemorrhage:

Advise patients that CYRAMZA can cause severe bleeding. Advise patients to contact their health care
provider for bleeding or symptoms of bleeding including lightheadedness [see Warnings and Precautions
(5.1)].

Arterial thromboembolic events:

Advise patients of an increased risk of an arterial thromboembolic event [see Warnings and Precautions (5.2)].
Hypertension:

Advise patients to undergo routine blood pressure monitoring and to contact their health care provider if blood
pressure is elevated or if symptoms from hypertension occur including severe headache, lightheadedness, or
neurologic symptoms [see Warnings and Precautions (5.3)].

Gastrointestinal perforations:

Advise patients to notify their health care provider for severe diarrhea, vomiting, or severe abdominal pain [see
Warnings and Precautions (5.5)].

Impaired wound healing:

Advise patients that CYRAMZA has the potential to impair wound healing. Instruct patients not to undergo
surgery without first discussing this potential risk with their health care provider [see Warnings and Precautions
(5.6)].

Pregnancy and fetal harm:

Advise females of reproductive potential of the potential risk for maintaining pregnancy, risk to the fetus, and
risk to newborn and infant development and to use effective contraception during CYRAMZA therapy and for
at least 3 months following the last dose of CYRAMZA [see Warnings and Precautions (5.11) and Use in
Specific Populations (8.1, 8.3)].

Lactation:

Advise patients not to breastfeed during CYRAMZA treatment [see Use in Specific Populations (8.2)].
Infertility:

Advise females of reproductive potential regarding potential infertility effects of CYRAMZA [see Use in Specific
Populations (8.3)].

Revised: April 2015

Eli Lilly and Company, Indianapolis, IN 46285, USA
US License No. 1891
Copyright © 2014, 2015, Eli Lilly and Company. All rights reserved.
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Cyramza 10 mg/ml concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One ml of concentrate for solution for infusion contains 10 mg ramucirumab.

Each 10 ml vial contains 100 mg of ramucirumab.
Each 50 ml vial contains 500 mg of ramucirumab.

Ramucirumab is a human IgG1 monoclonal antibody produced in murine (NSO) cells by recombinant
DNA technology.

Excipient with known effect:

Each 10 ml vial contains approximately 17 mg sodium.
Each 50 ml vial contains approximately 85 mg sodium.
For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Concentrate for solution for infusion (sterile concentrate).

The concentrate is a clear to slightly opalescent and colourless to slightly yellow solution, pH 6.0.

4. CLINICAL PARTICULARS
4.1  Therapeutic indications

Cyramza in combination with paclitaxel is indicated for the treatment of adult patients with advanced
gastric cancer or gastro-oesophageal junction adenocarcinoma with disease progression after prior
platinum and fluoropyrimidine chemotherapy (see section 5.1).

Cyramza monotherapy is indicated for the treatment of adult patients with advanced gastric cancer or
gastro-oesophageal junction adenocarcinoma with disease progression after prior platinum or
fluoropyrimidine chemotherapy, for whom treatment in combination with paclitaxel is not appropriate
(see section 5.1).

Cyramza, in combination with FOLFIRI (irinotecan, folinic acid, and 5-fluorouracil), is indicated for
the treatment of adult patients with metastatic colorectal cancer (MCRC) with disease progression on
or after prior therapy with bevacizumab, oxaliplatin and a fluoropyrimidine.

Cyramza in combination with docetaxel is indicated for the treatment of adult patients with locally
advanced or metastatic non-small cell lung cancer with disease progression after platinum-based
chemotherapy.



4.2 Posology and method of administration
Ramucirumab therapy must be initiated and supervised by physicians experienced in oncology.

Posology

Gastric cancer and gastro-oesophageal junction (GEJ) adenocarcinoma

Cyramza in combination with paclitaxel

The recommended dose of ramucirumab is 8 mg/kg on days 1 and 15 of a 28 day cycle, prior to
paclitaxel infusion. The recommended dose of paclitaxel is 80 mg/m? administered by intravenous
infusion over approximately 60 minutes on days 1, 8 and 15 of a 28 day cycle. Prior to each paclitaxel
infusion, patients should have a complete blood count and blood chemistry performed to evaluate
hepatic function. Criteria to be met prior to each paclitaxel infusion are provided in Table 1.

Table 1: Criteria to be met prior to each paclitaxel administration

Criteria
Neutrophils Day 1: >1.5 x 10%/L

Days 8 and 15: >1.0 x 10°/L
Platelets Day 1: >100 x 10%/L

Days 8 and 15: >75 x 10%/L
Bilirubin <1.5 x upper limit of normal value (ULN)
Aspartate aminotransferase No liver metastases: ALT/AST <3 x ULN
;én?ggti':r:gpeirnaie (ALT) Liver metastases: ALT/AST <5 x ULN

Cyramza as a single agent
The recommended dose of ramucirumab as a single agent is 8 mg/kg every 2 weeks.

Colorectal cancer

The recommended dose of ramucirumab is 8 mg/kg every 2 weeks administered by intravenous
infusion, prior to FOLFIRI administration. Prior to chemotherapy, patients should have a complete
blood count. Criteria to be met prior to FOLFIRI are provided in Table 2.

Table 2: Criteria to be met prior to FOLFIRI administration

Criteria
Neutrophils >1.5x 10%L
Platelets >100 x 10%/L
Chemotherapy-related gastro- | < Grade 1 (National Cancer Institute Common
intestinal toxicity Terminology Criteria for Adverse Events [NCI
CTCAE])

Non-small cell lung cancer (NSCLC)

The recommended dose of ramucirumab is 10 mg/kg on day 1 of a 21 day cycle, prior to docetaxel
infusion. The recommended dose of docetaxel is 75 mg/m? administered by intravenous infusion over
approximately 60 minutes on day 1 of a 21 day cycle. For East Asian patients, a reduced docetaxel



starting dose of 60 mg/m? on day 1 of a 21 day cycle should be considered. See docetaxel prescribing
information for specific dosing advice.

Duration of treatment

It is recommended that treatment be continued until disease progression or until unacceptable toxicity
has occurred.

Premedication

Premedication is recommended with a histamine H1 antagonist (for example diphenhydramine) prior
to infusion of ramucirumab. If a patient experiences a Grade 1 or 2 infusion-related reaction
premedication must be given for all subsequent infusions. If a patient experiences a second Grade 1 or
2 infusion-related reaction (IRR) administer dexamethasone (or equivalent); then, for subsequent
infusions, premedicate with the following or equivalent medicinal products: an intravenous histamine
H1 antagonist (for example diphenhydramine hydrochloride), paracetamol and dexamethasone.

See prescribing information for paclitaxel, for components of FOLFIRI and for docetaxel, as
applicable, for premedication requirements and additional information.

Posology adjustments for ramucirumab

Infusion-related reactions

The infusion rate of ramucirumab should be reduced by 50% for the duration of the infusion and all
subsequent infusions if the patient experiences a grade 1 or 2 IRR. Ramucirumab should be
immediately and permanently discontinued in the event of a grade 3 or 4 IRR (see section 4.4).

Hypertension

The blood pressure of patients should be monitored prior to each ramucirumab administration and
treated as clinically indicated. Ramucirumab therapy should be temporarily discontinued in the event
of severe hypertension, until controlled with medical management. If there is medically significant
hypertension that cannot be controlled safely with antihypertensive therapy, ramucirumab therapy
should be permanently discontinued (see section 4.4).

Proteinuria

Patients should be monitored for the development or worsening of proteinuria during ramucirumab
therapy. If the urine protein is >2+ on a dipstick, a 24 hour urine collection should be performed.
Ramucirumab therapy should be temporarily discontinued if the urine protein level is >2 g/24 hours.
Once the urine protein level returns to <2 g/24 hours, treatment should be resumed at a reduced dose
level (see Table 3). A second dose reduction (see Table 3) is recommended if a urine protein level
>2 g/24 hours reoccurs.

Ramucirumab therapy should be permanently discontinued if the urine protein level is >3 g/24 hours
or in the event of nephrotic syndrome.

Table 3: Ramucirumab dose reductions for proteinuria

Initial ramucirumab dose: | First dose reduction to: Second dose reduction to:
8 mg/kg 6 mg/kg 5 mg/kg
10 mg/kg 8 mg/kg 6 ma/kg




Elective surgery or impaired wound healing
Ramucirumab therapy should be temporarily discontinued for at least 4 weeks prior to elective
surgery. Ramucirumab therapy should be temporarily discontinued if there are wound healing

complications, until the wound is fully healed (see section 4.4).

Ramucirumab therapy should be permanently discontinued in the event of:
Severe arterial thromboembolic events (see section 4.4).
Gastrointestinal perforations (see section 4.4).

Severe bleeding: NCI CTCAE Grade 3 or 4 bleeding (see section 4.4).
Spontaneous development of fistula (see section 4.4).

Paclitaxel dose adjustments

Paclitaxel dose reductions may be applied based upon the grade of toxicity experienced by the patient.
For NCI CTCAE Grade 4 haematological toxicity or Grade 3 paclitaxel-related non-haematological
toxicity, it is recommended to reduce the paclitaxel dose by 10 mg/m? for all following cycles. A

second reduction of 10 mg/m? is recommended if these toxicities persist or reoccur.

FOLFIRI dose adjustments

Dose reductions for individual components of FOLFIRI may be made for specific toxicities. Dose
modifications of each component of FOLFIRI should be made independently and are provided in

Table 4. Table 5 provides details of dose delays or dose reductions of components of FOLFIRI at the
next cycle based on maximum grade of specific adverse events.

Table 4: FOLFIRI dose reductions

FOLFIRI Dose level
component® Initial dose -1 -2 -3
Irinotecan 180 mg/m® 150 mg/m® 120 mg/m® 100 mg/m®
5-FU bolus 400 mg/m* 200 mg/m* 0 mg/m* 0 mg/m*
5-FU infusion 2,400 mg/m® 2,000 mg/m® 1,600 mg/m* 1,200 mg/m*
over 46-48 hours | over 46-48 hours | over 46-48 hours | over 46-48 hours

25-FU = 5-fluorouracil.




Table 5: Dose modification of FOLFIRI components due to specific AEs

AE NCI Dose modification at day 1 of cycle subsequent to AE
CTCAE
grade
Diarrhoea 2 If diarrhoea has recovered to Grade <1, reduce by 1 dose level
for 5-FU.
For recurrent Grade 2 diarrhoea, reduce by 1 dose level for 5-FU
and irinotecan.
3 If diarrhoea has recovered to Grade <1, reduce by 1 dose level
for 5-FU and irinotecan.
4 If diarrhoea has recovered to Grade <1, reduce by 2 dose levels
for 5-FU and irinotecan.
If Grade 4 diarrhoea does not resolve to Grade <1, withhold
5-FU and irinotecan for a maximum of 28"days until resolution
to Grade <1.
Neutropenia or Haematological criteria in Haematological criteria in
Thrombocytopenia Table 2 are met Table 2 are not met
2 No dose modification. Reduce by 1 dose level for
5-FU and irinotecan.
3 Reduce by 1 dose level for Delay 5-FU and irinotecan for
5-FU and irinotecan. a maximum of 28* days until
resolution to Grade <1, then
dose reduce by 1 level for 5-FU
and irinotecan.
4 Reduce by 2 dose levels for Delay 5-FU and irinotecan for
5-FU and irinotecan. a maximum of 28* days until
resolution to Grade <1, then
dose reduce by 2 levels for
5-FU and irinotecan.
Stomatitis/Mucositis 2 If stomatitis/mucositis has recovered to Grade <1, reduce by
1 dose level for 5-FU.
For recurrent Grade 2 stomatitis, reduce by 2 dose levels for
5-FU.
3 If stomatitis/mucositis has recovered to Grade <1, reduce by
1 dose level for 5-FU.
If Grade 3 mucositis/stomatitis does not resolve to Grade <1,
delay 5-FU for a maximum of 28* days until resolution to
Grade <1, then dose reduce by 2 levels for 5-FU.
4 Withhold 5-FU for a maximum of 28* days until resolution to

Grade <1, then dose reduce by 2 dose levels for 5-FU.

Febrile neutropenia

Haematological criteria in Haematological criteria in
Table 2 are met and fever Table 2 are not met and fever
resolved resolved

Reduce by 2 dose levels for Delay 5-FU and irinotecan for
5-FU and irinotecan. a maximum of 28* days until
resolution to Grade <1, then
dose reduce by 2 levels for
5-FU and irinotecan.
Consider use of colony-
stimulating factor prior to next
cycle.

*The 28 day time period begins on day 1 of the cycle subsequent to the AE.




Docetaxel dose adjustments

Docetaxel dose reductions may be applied based upon the grade of toxicity experienced by the patient.
Patients who experience either febrile neutropenia, neutrophils <500 cells/mm? for more than 1 week,
severe or cumulative cutaneous reactions, or other Grade 3 or 4 non-haematological toxicities during
docetaxel treatment should have treatment withheld until resolution of the toxicity. It is recommended
to reduce the docetaxel dose by 10 mg/m? for all following cycles. A second reduction of 15 mg/m? is
recommended if these toxicities persist or reoccur. In this case, East Asian patients with a starting dose
of 60 mg/m? should have docetaxel treatment discontinued (see Posology).

Special populations

Elderly patients

In the pivotal studies there is limited evidence that patients 65 years of age or older are at increased
risk of adverse events compared to patients younger than 65 years old. No dose reductions are
recommended (see sections 4.4 and 5.1).

Patients with renal impairment

There have been no formal studies with Cyramza in patients with renal impairment. Clinical data
suggest that no dose adjustments are required in patients with mild, moderate or severe renal
impairment (see sections 4.4 and 5.2). No dose reductions are recommended.

Patients with hepatic impairment

There have been no formal studies with Cyramza in patients with hepatic impairment. Clinical data
suggest that no dose adjustments are required in patients with mild or moderate hepatic impairment.
There are no data regarding ramucirumab administration in patients with severe hepatic impairment
(see sections 4.4 and 5.2). No dose reductions are recommended.

Paediatric population
The safety and efficacy of Cyramza in children and adolescents (<18 years) has not been established.
No data are available.

There is no relevant use of ramucirumab in the paediatric population for the indications of advanced
gastric cancer or gastro-oesophageal adenocarcinoma, adenocarcinoma of the colon and rectum and
lung carcinoma.

Method of administration

After dilution, Cyramza is administered as an intravenous infusion over approximately 60 minutes. It
should not be administered as an intravenous bolus or push. To achieve the required infusion duration
of approximately 60 minutes, the maximum infusion rate of 25 mg/minute should not be exceeded,
instead the infusion duration should be increased. The patient should be monitored during infusion for
signs of infusion-related reactions (see section 4.4) and the availability of appropriate resuscitation
equipment should be ensured.

For instructions on dilution of the medicinal product before administration, see section 6.6.
4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

For patients with NSCLC, ramucirumab is contraindicated where there is tumour cavitation or tumour
involvement of major vessels (see section 4.4).



4.4 Special warnings and precautions for use

Avrterial thromboembolic events

Serious, sometimes fatal, arterial thromboembolic events (ATES) including myocardial infarction,
cardiac arrest, cerebrovascular accident, and cerebral ischemia have been reported in clinical studies.
Ramucirumab should be permanently discontinued in patients who experience a severe ATE (see
section 4.2).

Gastrointestinal perforations

Ramucirumab is an antiangiogenic therapy and may increase the risk of gastrointestinal perforations.
Cases of gastrointestinal perforation have been reported in patients treated with ramucirumab.
Ramucirumab should be permanently discontinued in patients who experience gastrointestinal
perforations (see section 4.2).

Severe bleeding
Ramucirumab is an antiangiogenic therapy and may increase the risk of severe bleeding.

Ramucirumab should be permanently discontinued in patients who experience Grade 3 or 4 bleeding
(see section 4.2). Blood counts and coagulation parameters should be monitored in patients with
conditions predisposing to bleeding, and in those treated with anticoagulants or other concomitant
medicinal products that increase the risk of bleeding.

Severe gastrointestinal haemorrhage, including fatal events, were reported in patients with gastric
cancer treated with ramucirumab in combination with paclitaxel, and in patients with mCRC treated
with ramucirumab in combination with FOLFIRI.

Pulmonary haemorrhage in NSCLC

Patients with squamous histology are at higher risk of developing serious pulmonary bleeding,
however, no excess of Grade 5 pulmonary haemorrhage was observed in ramucirumab treated patients
with squamous histology in REVEL. NSCLC patients with recent pulmonary bleeding (>2.5 ml or
bright red blood) as well as patients with evidence of baseline tumour cavitation, regardless of
histology, or those with any evidence of tumour invasion or encasement of major blood vessels have
been excluded from clinical trials (see section 4.3). Patients receiving any kind of therapeutic
anticoagulation and/or chronic therapy with non-steroidal anti-inflammatory drugs or anti-platelet
agents were excluded from the REVEL NSCLC clinical trial. Aspirin use at doses up to 325 mg/day
was permitted (see section 5.1).

Infusion-related reactions

Infusion-related reactions were reported in clinical studies with ramucirumab. The majority of events
occurred during or following a first or second ramucirumab infusion. Patients should be monitored
during the infusion for signs of hypersensitivity. Symptoms included rigors/tremors, back-
pain/spasms, chest pain and/or tightness, chills, flushing, dyspnoea, wheezing, hypoxia, and
paraesthesia. In severe cases symptoms included bronchospasm, supraventricular tachycardia, and
hypotension. Ramucirumab should be immediately and permanently discontinued in patients who
experience a Grade 3 or 4 IRR (see section 4.2).

Hypertension
An increased incidence of severe hypertension was reported in patients receiving ramucirumab as

compared to placebo. In most cases hypertension was managed using standard antihypertensive
treatment. Patients with uncontrolled hypertension were excluded from the trials: ramucirumab
treatment should not be initiated in such patients until and unless their pre-existing hypertension is
controlled. Patients who are treated with ramucirumab should have their blood pressure monitored.
Ramucirumab should be temporarily discontinued for severe hypertension until controlled with
medical management. Ramucirumab should be permanently discontinued if medically significant
hypertension cannot be controlled with antihypertensive therapy (see section 4.2).



Impaired wound healing

The impact of ramucirumab has not been evaluated in patients with serious or hon-healing wounds. In
a study conducted in animals, ramucirumab did not impair wound healing. However, since
ramucirumab is an antiangiogenic therapy and may have the potential to adversely affect wound
healing, ramucirumab treatment should be withheld for at least 4 weeks prior to scheduled surgery.
The decision to resume ramucirumab following surgical intervention should be based on clinical
judgment of adequate wound healing.

If a patient develops wound healing complications during therapy, ramucirumab should be
discontinued until the wound is fully healed (see section 4.2).

Hepatic impairment

Ramucirumab should be used with caution in patients with severe liver cirrhosis (Child-Pugh B or C),
cirrhosis with hepatic encephalopathy, clinically significant ascites due to cirrhosis, or hepatorenal
syndrome. In these patients, ramucirumab should only be used if the potential benefits of treatment are
judged to outweigh the potential risk of progressive hepatic failure.

Fistula
Patients may be at increased risk for the development of fistula when treated with Cyramza.
Ramucirumab treatment should be discontinued in patients who develop fistula (see section 4.2).

Proteinuria

An increased incidence of proteinuria was reported in patients receiving ramucirumab as compared to
placebo. Patients should be monitored for the development, or worsening of proteinuria during
ramucirumab therapy. If the urine protein is >2+ on a dipstick, a 24 hour urine collection should be
performed. Ramucirumab therapy should be temporarily discontinued if the urine protein level is

>2 g/24 hours. Once the urine protein level returns to <2 g/24 hours, treatment should be resumed at a
reduced dose level. A second dose reduction is recommended if a urine protein level >2 g/24 hours
reoccurs. Ramucirumab therapy should be permanently discontinued if the urine protein level is

>3 g/24 hours or in the event of nephrotic syndrome (see section 4.2).

Stomatitis

An increased incidence of stomatitis was reported in patients receiving ramucirumab in combination
with chemotherapy as compared to patients treated with placebo plus chemotherapy. Symptomatic
treatment should be instituted promptly if stomatitis occurs.

Renal impairment
There are limited safety data available for patients with severe renal impairment (creatinine clearance
15 to 29 ml/min) treated with ramucirumab (see sections 4.2 and 5.2).

Sodium restricted diet
Each 10 ml vial contains approximately 17 mg sodium and each 50 ml vial contains approximately
85 mg sodium. To be taken into account for patients on a sodium restricted diet.

Elderly patients with NSCLC

A trend towards less efficacy with increasing age has been observed in patients receiving ramucirumab
plus docetaxel for the treatment of advanced NSCLC with disease progression after platinum-based
chemotherapy (see section 5.1). Comorbidities associated with advanced age, performance status and
the likely tolerability to chemotherapy should therefore be thoroughly evaluated prior to the initiation
of treatment in the elderly (see sections 4.2 and 5.1).

4.5 Interaction with other medicinal products and other forms of interaction

No drug-drug interactions were observed between ramucirumab and paclitaxel. The pharmacokinetics
of paclitaxel were not affected when co-administered with ramucirumab and the pharmacokinetics of
ramucirumab were not affected when co-administered with paclitaxel. The pharmacokinetics of
irinotecan and its active metabolite, SN-38, were not affected when co-administered with



ramucirumab. The pharmacokinetics of docetaxel were not affected when co-administered with
ramucirumab.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in females

Women of childbearing potential should be advised to avoid becoming pregnant while on Cyramza
and should be informed of the potential hazard to the pregnancy and foetus. Women of childbearing
potential should use effective contraception during and up to 3 months after the last dose of
ramucirumab treatment.

Pregnancy
There are no data from the use of ramucirumab in pregnant women. Animal studies are insufficient

with respect to reproductive toxicity (see section 5.3). As angiogenesis is critical to maintenance of
pregnancy and to foetal development, the inhibition of angiogenesis following ramucirumab
administration may result in adverse effects on pregnancy, including the foetus. Cyramza should only
be used if the potential benefit to the mother justifies the potential risk during pregnancy. If the patient
becomes pregnant while being treated with ramucirumab, she should be informed of the potential risk
to the maintenance of pregnancy and the risk to the foetus. Cyramza is not recommended during
pregnancy and in women of childbearing potential not using contraception.

Breast-feeding
It is unknown whether ramucirumab is excreted in human milk. Excretion in milk and oral absorption

is expected to be low. As a risk to newborns/infants cannot be excluded, breast-feeding should be
discontinued during treatment with Cyramza and for at least 3 months after the last dose.

Fertility
There are no data on the effect of ramucirumab on human fertility. Female fertility is likely to be
compromised during treatment with ramucirumab based on studies in animals (see section 5.3).

4.7  Effects on ability to drive and use machines

Cyramza has no known influence on the ability to drive and use machines. If patients experience
symptoms affecting their ability to concentrate and react, it is recommended that they do not drive or
use machines until the effect subsides.

4.8 Undesirable effects

Summary of the safety profile
The most serious adverse reactions associated with ramucirumab treatment (as a single agent or in
combination with cytotoxic chemotherapy) were:

Gastrointestinal perforation (see section 4.4)

Severe gastrointestinal haemorrhage (see section 4.4)

Acrterial thromboembolic events (see section 4.4)

The most common adverse reactions observed in ramucirumab-treated patients are: neutropenia,
fatigue/asthenia, leukopenia, epistaxis, diarrhoea and stomatitis.

Tabulated list of adverse reactions

Adverse Drug Reactions (ADRs) which were reported in patients with advanced gastric cancer, mMCRC
or NSCLC are listed below by MedDRA body system organ class, frequency and grade of severity.
The following convention has been used for classification of frequency:

Very common (>1/10)

Common (>1/100 to <1/10)

Uncommon (>1/1,000 to <1/100)

Rare (>1/10,000 to <1/1,000)
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Very rare (<1/10,000)

Within each frequency grouping, ADRs are presented in order of decreasing seriousness.

Gastric cancer

Ramucirumab in combination with paclitaxel

The following table provides the frequency and severity of ADRs based on results from RAINBOW, a
phase 3 study in adult patients with advanced gastric cancer randomised to treatment with
ramucirumab in combination with paclitaxel or placebo plus paclitaxel.

Table 6: ADRs reported in >5% of ramucirumab treated patients in RAINBOW

Cyramza Placebo
plus plus
paclitaxel paclitaxel
System organ (N=327) (N=329)
class Frequency ADR All Grade All Grade
grades >3 grades >3
toxicity | toxicity | toxicity | toxicity
(%) (%) (%) (%)
Blood and Very Neutropenia 54.4 40.7 31.0 18.8
lymphatic common
system disorders | Very Leukopenia 33.9 17.4 21.0 6.7
common
Very Thrombocytopenia 13.1 15 6.1 18
common
Metabolismand | Very Hypoalbuminaemia 11.0 1.2 4.9 0.9
nutrition common
disorders
Vascular Very Hypertension® 25.1 14.7 5.8 2.7
disorder common
Respiratory, Very Epistaxis 30.6 0.0 7.0 0.0
thoracic, and common
mediastinal
disorders
Gastrointestinal | Very Gastrointestinal 10.1 3.7 6.1 15
disorders common haemorrhage
events”
Very Stomatitis 19.6 0.6 7.3 0.6
common
Very Diarrhoea 324 3.7 23.1 15
common
Renal and Very Proteinuria 16.8 1.2 6.1 0.0
urinary disorders | common
General Very Fatigue/Asthenia 56.9 11.9 43.8 5.5
disorders and common
administration Very Peripheral oedema 25.1 15 13.7 0.6
site disorders common

a
b

Includes hypertensive cardiomyopathy.
MedDRA preferred terms included anal haemorrhage, diarrhoea haemorrhage, gastric

haemorrhage, gastrointestinal haemorrhage, haematemesis, haematochezia, haemorrhoidal
haemorrhage, Mallory-Weiss syndrome, melaena, oesophageal haemorrhage, rectal haemorrhage, and

upper gastrointestinal haemorrhage.
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Clinically relevant ADRs reported in >1% and <5% of the ramucirumab plus paclitaxel-treated
patients in RAINBOW were gastrointestinal perforation (1.2% ramucirumab plus paclitaxel versus
0.3% for placebo plus paclitaxel) and sepsis (3.1% ramucirumab plus paclitaxel versus 1.8% placebo
plus paclitaxel).

Ramucirumab as a single agent

The following table provides the frequency and severity of the ADRs based on results from REGARD,
a phase 3 study in adult patients with advanced gastric cancer randomised to treatment with single-
agent ramucirumab plus Best Supportive Care (BSC) or placebo plus BSC.

Table 7: ADRs reported in >5% of ramucirumab treated patients in REGARD

Cyramza Placebo
(N=236) (N=115)
<HRUEM AN Frequency ADR?P Al ¢ | Grade 3-4 | All grades | Grade 3-4
class grades . - .
toxicity to>E)|C|ty to>E)|C|ty to>E)|C|ty
%) (%) (%) (%)
Metabolismand | Common Hypokalaemia® 5.9 2.1 5.2 0.9
S?Sttglrt(:l(e)?s Common Hyponatraemia 5.5 34 1.7 0.9
Nervous system | Common Headache 9.3 0 35 0
disorders
Vascular Very Hypertension® 16.1 7.6 7.8 2.6
disorders common
Gastrointestinal | Very Abdominal 28.8 5.9 27.8 2.6
disorders common | pain’
Very Diarrhoea 14.4 0.8 8.7 17
common
a MedDRA preferred term (Version 15.0)
b There were no Grade 5 ADRs for Cyramza. There was one Grade 4 ADR of hypokalaemia
and one of hyponatraemia.
¢ Refer to NCI CTCAE Criteria (Version 4.0) for each Grade of toxicity.
d MedDRA preferred terms included are: blood potassium decreased and hypokalaemia.
: MedDRA preferred terms included are: blood pressure increased and hypertension.

MedDRA preferred terms included are: abdominal pain, abdominal pain lower, abdominal
pain upper, and hepatic pain.

Clinically relevant ADRs reported in >1% and <5% of the ramucirumab treated patients in REGARD
were: neutropenia, arterial thromboembolic events (see sections 4.2 and 4.4), intestinal obstruction,
epistaxis, and rash.

Clinically relevant reactions (including Grade >3) associated with antiangiogenic therapy observed in
ramucirumab-treated patients across clinical studies were: gastrointestinal perforations, infusion-
related reactions and proteinuria (see sections 4.2 and 4.4).

Colorectal cancer

Ramucirumab in combination with FOLFIRI

The following table provides the frequency and severity of the ADRs based on results from RAISE, a
phase 3 study in adult patients with mCRC randomised to treatment with ramucirumab plus FOLFIRI
or placebo plus FOLFIRI.
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Table 8: ADRs reported in >5% of ramucirumab treated patients in RAISE

Cyramza Placebo
plus plus
s FOLFIRI (N=529) | FOLFIRI (N=528)
ystem organ Frequency ADR All Grade All Grade
class
grades >3 grades >3
toxicity | toxicity | toxicity | toxicity
(%) (%) (%) (%)
Blood and Very Neutropenia 58.8 38.4 45.6 23.3
lymphatic common
system disorders Very Thrombocytopenia | 28.4 3.0 13.6 0.8
common
Metabolism and Common | Hypoalbuminaemia 5.9 1.1 1.9 0.0
nutrition
disorders
Vascular Very Hypertension 26.1 11.2 8.5 2.8
disorder common
Respiratory, Very Epistaxis 335 0.0 15.0 0.0
thoracic, and common
mediastinal
disorders
Gastrointestinal Very Gastrointestinal 12.3 1.9 6.8 11
disorders common | haemorrhage events
Very Stomatitis 30.8 3.8 20.8 2.3
common
Renal and Very Proteinuria® 17.0 3.0 45 0.2
urinary disorders | common
Skin and Very Palmar-plantar 12.9 1.1 55 0.4
subcutaneous common | erthyrodysaesthesia
tissue disorders syndrome
General Very Peripheral oedema 20.4 0.2 9.1 0.0
disorders and common
administration
site disorders

a

Includes cases of nephrotic syndrome.

Clinically relevant ADRs reported in >1% and <5% of the ramucirumab plus FOLFIRI-treated
patients in RAISE: gastrointestinal perforation (1.7% ramucirumab plus FOLFIRI versus 0.6% for
placebo plus FOLFIRI).

In the RAISE study, in mCRC patients treated with ramucirumab plus FOLFIRI, the most frequent
(>1%) ADR that led to the discontinuation of ramucirumab was proteinuria (1.5%). The most frequent
(>1%) ADRs leading to discontinuation of one or more components of FOLFIRI were: neutropenia
(12.5%), thrombocytopenia (4.2%), diarrhoea (2.3%) and stomatitis (2.3%). The most frequent
component of FOLFIRI to be discontinued was the 5-FU bolus.

NSCLC

Ramucirumab in combination with docetaxel

The following table provides the frequency and severity of the ADRs based on results from REVEL, a
phase 3 study in adult patients with NSCLC randomised to treatment with ramucirumab in
combination with docetaxel or placebo plus docetaxel.
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Table 9: ADRs reported in >5% of ramucirumab treated patients in REVEL

Cyramza Placebo
plus plus
docetaxel docetaxel
System Organ (N=627) (N=618)
Class Frequency ADR All Grade All Grade
grades 3-4 grades 3-4
toxicity | toxicity | toxicity | toxicity
(%) (%) (%) (%)
Blood and Very Febrile neutropenia 15.9 15.9 10.0 10.0
lymphatic common
system Very Neutropenia 55.0 48.8 46.0 39.8
disorders common
Very Thrombocytopenia 134 2.9 5.2 0.6
common
Vascular Very Hypertension 10.8 5.6 4.9 2.1
disorders common
Respiratory, Very Epistaxis 185 0.3 6.5 0.2
thoracic, and common
mediastinal
disorders
Gastrointestinal | Very Stomatitis 23.3 4.3 12.9 1.6
disorders common
General Very Fatigue/Asthenia 54.7 14.0 50.0 105
disorders and common
administration | Very Mucosal 16.1 2.9 7.0 0.5
site disorders common inflammation
Very Peripheral oedema 16.3 0 8.6 0.3
common

Clinically relevant ADRs reported in >1% and <5% of the ramucirumab plus docetaxel-treated
patients in REVEL were hyponatraemia (4.8% ramucirumab plus docetaxel versus 2.4% for placebo
plus docetaxel), proteinuria (3.3% ramucirumab plus docetaxel versus 0.8% placebo plus docetaxel)
and gastrointestinal perforation (1% ramucirumab plus docetaxel versus 0.3% placebo plus docetaxel).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

4.9 Overdose
There is no data on overdose in humans. Cyramza has been administered in a Phase 1 study up to

10 mg/kg every two weeks without reaching a maximum tolerated dose. In case of overdose,
supportive therapy should be used.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies ATC code: LO1XC21.
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Mechanism of action

Vascular Endothelial Growth Factor (VEGF) Receptor 2 is the key mediator of VEGF induced
angiogenesis. Ramucirumab is a human receptor-targeted antibody that specifically binds VEGF
Receptor 2 and blocks binding of VEGF-A, VEGF-C, and VEGF-D. As a result, ramucirumab inhibits
ligand stimulated activation of VEGF Receptor 2 and its downstream signalling components,
including p44/p42 mitogen-activated protein kinases, neutralising ligand-induced proliferation and
migration of human endothelial cells.

Clinical efficacy and safety

Gastric cancer:

RAINBOW

RAINBOW, a global, randomised, double-blind, study of Cyramza plus paclitaxel versus placebo plus
paclitaxel, was conducted in 665 patients with locally recurrent and unresectable or metastatic gastric
cancer (including GEJ adenocarcinoma) following platinum- and fluoropyrimidine-containing
chemotherapy, with or without anthracycline. The primary endpoint was overall survival (OS) and the
secondary endpoints included progression free survival (PFS) and overall response rate (ORR).
Patients were required to have experienced disease progression during, or within 4 months after the
last dose of first-line therapy and with ECOG PS 0-1. Patients were randomised in a 1:1 ratio to
receive Cyramza plus paclitaxel (n=330) or placebo plus paclitaxel (n=335). Randomisation was
stratified by geographic region, time to progression from the start of first-line therapy (<6 months
versus >6 months) and disease measurability. Cyramza at 8 mg/kg or placebo was administered by
intravenous infusion every 2 weeks (on days 1 and 15) of a 28-day cycle. Paclitaxel at 80 mg/m® was
administered by intravenous infusion on days 1, 8, and 15 of each 28-day cycle.

A majority (75%) of patients randomised in the study received prior platinum and fluoropyrimidine
combination therapy without anthracycline. The remainder (25%) received prior platinum and
fluoropyrimidine combination therapy with anthracycline. Two-thirds of the patients experienced
disease progression while still on first-line therapy (66.8%). Baseline patient demographics and
disease characteristics were generally balanced between arms: the median age was 61 years; 71% of
patients were male; 61% were Caucasian, 35% Asian; the ECOG PS was 0 for 39% of patients, 1 for
61% of patients; 81% of patients had measurable disease and 79% had gastric cancer; 21% had GEJ
adenocarcinoma. The majority of patients (76%) had experienced disease progression within 6 months
from the start of first-line therapy. For patients treated with Cyramza plus paclitaxel the median
duration of therapy was 19 weeks, and for patients treated with placebo plus paclitaxel the median
duration of therapy was 12 weeks. The median relative dose intensity of Cyramza was 98.6% and of
placebo was 99.6%. The median relative dose intensity of paclitaxel was 87.7% for the Cyramza plus
paclitaxel arm and 93.2% for the placebo plus paclitaxel arm. A similar percentage of patients
discontinued treatment due to adverse events: 12% of patients treated with Cyramza plus paclitaxel
compared with 11% of patients treated with placebo plus paclitaxel. Post discontinuation systemic
anti-cancer therapy was given to 47.9% of patients receiving Cyramza plus paclitaxel and 46.0% of
patients receiving placebo plus paclitaxel.

Overall survival was statistically significantly improved in patients receiving Cyramza plus paclitaxel
compared with those receiving placebo plus paclitaxel (HR 0.807; 95% CI: 0.678 to 0.962; p=0.0169).
There was an increase in median survival of 2.3 months in favour of the Cyramza plus paclitaxel arm:
9.63 months in the Cyramza plus paclitaxel arm and 7.36 months in the placebo plus paclitaxel arm.
Progression-free survival was statistically significantly improved in patients receiving Cyramza plus
paclitaxel compared with those receiving placebo plus paclitaxel (HR 0.635; 95% CI: 0.536 to 0.752;
p<0.0001). There was an increase in median PFS of 1.5 months in favour of the Cyramza plus
paclitaxel arm: 4.4 months in the Cyramza plus paclitaxel arm and 2.9 months in the placebo plus
paclitaxel arm. Objective response rate [ORR(complete response [CR] + partial response [PR])] was
significantly improved in patients receiving Cyramza plus paclitaxel compared with those receiving
placebo plus paclitaxel (Odds ratio 2.140; 95% CI: 1.499 to 3.160; p=0.0001). The ORR in the
Cyramza plus paclitaxel arm was 27.9% and in the placebo plus paclitaxel arm was 16.1%.
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Improvements in OS and PFS were consistently observed in pre-specified subgroups based on age,
sex, race and in most other pre-specified subgroups. Efficacy results are shown in Table 10.

Table 10: Summary of efficacy data — Intent to treat (ITT) population

Cyramza plus paclitaxel Placebo plus
N=330 paclitaxel
N=335

Overall survival, months

Median (95% CI) 9.6 (8.5, 10.8) 7.4 (6.3, 8.4)

Hazard ratio (95% CI) 0.807 (0.678, 0.962)

Stratified log-rank p-value 0.0169
Progression free survival, months

Median (95% CI) 4.4(4.2,5.3) 2.9 (2.8,3.0)

Hazard ratio (95% CI) 0.635 (0.536, 0.752)

Stratified log-rank p-value <0.0001

Obijective response rate (CR +PR)

Rate- percent (95% CI)

27.9 (23.3, 33.0)

16.1 (12.6, 20.4)

Odd ratio

2.140 (1.449, 3

160)

Stratified CMH p-value

0.0001

Abbreviations: Cl = confidence interval, CR= complete response, PR= partial response, CMH=

Cochran-Mantel-Haenszel
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Figure 1: Kaplan-Meier curves of overall survival for Cyramza plus paclitaxel versus placebo

plus paclitaxel in RAINBOW
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Figure 2: Kaplan-Meier curves of progression-free survival for Cyramza plus paclitaxel versus

placebo plus paclitaxel in RAINBOW
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REGARD, a multinational, randomised, double-blind study of Cyramza plus BSC versus placebo plus
BSC, was conducted in 355 patients with locally recurrent and unresectable, or metastatic gastric
cancer (including GEJ adenocarcinoma) following platinum- or fluoropyrimidine-containing
chemotherapy. The primary endpoint was OS and secondary endpoints included PFS. Patients were
required to have experienced disease progression during, or within 4 months after the last dose of,
first-line therapy for metastatic disease, or during adjuvant treatment or within 6 months after the last
dose of adjuvant therapy, and had ECOG PS 0-1. To be included in the study, patients were required
to have total bilirubin of <1.5 mg/dl and AST and ALT <3 times ULN, or <5 times ULN if liver

metastases were present.
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Patients were randomised in a 2:1 ratio to receive an intravenous infusion of Cyramza 8 mg/kg
(n=238) or placebo (h=117) every 2 weeks. Randomisation was stratified by weight loss over the
prior 3 months (> 10% versus < 10%), geographic region, and location of the primary tumour (gastric
versus GEJ). Baseline demographics and disease characteristics were balanced. The ECOG PS was 1
for 72% of patients. There were no patients with Child-Pugh B or C liver cirrhosis enrolled in
REGARD. 11% of patients treated with Cyramza and 6% of patients on placebo discontinued therapy
due to adverse events. Overall survival was statistically significantly improved in patients receiving
Cyramza as compared with patients receiving placebo (hazard ratio [HR] 0.776; 95%CI: 0.603

to 0.998; p= 0.0473), corresponding to a 22% reduction in the risk of death and an increase in median
survival to 5.2 months for Cyramza from3.8 months for placebo. Progression-free survival was
statistically significantly improved in patients receiving Cyramza as compared with patients receiving
placebo (HR 0.483; 95%CI: 0.376 to 0.620; p<0.0001), corresponding to a 52% reduction in the risk
of progression or death and an increase in median PFS to 2.1 months for Cyramza from 1.3 months for
placebo. Efficacy results are shown in Table 11.

Table 11: Summary of efficacy data— ITT population

Cyramza Placebo
N=238 N=117
Overall survival, months
Median (95% CI) 5.2 (4.4,5.7) 3.8(2.8,4.7)
Hazard ratio (95% CI) 0.776 (0.603, 0.998)
Stratified log-rank p-value 0.0473
Progression free survival, months
Median (95% CI) 2.1(1.5,2.7) 1.3(1.3,1.4)
Hazard ratio (95% CI) 0.483 (0.376, 0.620)
Stratified log-rank p-value <0.0001
12-week PFS rate% (95% CI) 40.1 (33.6, 46.4) | 15.8 (9.7, 23.3)

Abbreviations: Cl = confidence interval

Figure 3: Kaplan-Meier curves of overall survival for Cyramza versus placebo in REGARD
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Based on limited data from REGARD patients with HER2-positive gastric or GEJ adenocarcinoma
and patients previously treated with trastuzumab (in RAINBOW), it is considered unlikely that
Cyramza has a detrimental effect or that it has no effect in patients with HER2-positive gastric
cancer. Post hoc unstratified subgroup analyses from RAINBOW patients previously treated with
trastuzumab (n= 39) suggested a survival benefit in such patients (HR 0.679, 95% C1 0.327, 1.419)
and demonstrated a benefit for progression free survival (PFS) (HR 0.399, 95% CI 0.194, 0.822).

Colorectal cancer

RAISE

RAISE was a global, randomised, double-blind, study of Cyramza plus FOLFIRI versus placebo plus
FOLFIRI, in patients with mCRC, who had disease progression on or after first-line therapy with
bevacizumab, oxaliplatin, and a fluoropyrimidine. Patients were required to have ECOG PS O or 1 and
to have disease progression within 6 months of the last dose of first-line therapy. Patients were
required to have adequate hepatic, renal and coagulation function. Patients with a history of
uncontrolled hereditary or acquired bleeding or thrombotic disorders, a recent history of severe
(Grade >3) bleeding or who had experienced an arterial thrombotic event (ATE) in the 12 months
prior to randomisation were excluded. Patients were also excluded if they had experienced any of: an
ATE, Grade 4 hypertension, Grade 3 proteinuria, a grade 3-4 bleeding event, or bowel perforation
during first-line bevacizumab therapy.

A total of 1072 patients were randomised (1:1) to receive either Cyramza (n=536) at 8 mg/kg or
placebo (n=536), in combination with FOLFIRI. All medicinal products were administered
intravenously. The FOLFIRI regimen was: irinotecan 180 mg/m? administered over 90 minutes and
folinic acid 400 mg/m? administered, simultaneously over 120 minutes; followed by bolus
5-fluorouracil(5-FU) 400 mg/m? over 2 to 4 minutes; followed by 5-FU 2400 mg/m? administered by
continuous infusion over 46 to 48 hours. Treatment cycles on both arms were repeated every 2 weeks.
Patients who discontinued one or more components of treatment because of an adverse event were
permitted to continue therapy with the other treatment component(s) until disease progression or
unacceptable toxicity. The primary endpoint was OS and the secondary endpoints included PFS,
objective response rate (ORR) and quality of life (QoL) using the European Organisation for Research
and Treatment of Cancer (EORTC) QLQ-C30. Randomisation was stratified by geographic region,
tumour KRAS status (mutant or wild-type), and time to disease progression (TTP) after commencing
first-line treatment (<6 months versus >6 months).

Demographic and baseline characteristics for the ITT population were similar between treatment arms.
Median age was 62 years and 40% of patients were >65 years; 57% of patients were male; 76% were
White and 20% Asian; 49% had ECOG PS 0; 49% of patients had KRAS mutant tumours; and 24% of
patients had TTP <6 months after commencing first-line treatment. Post discontinuation systemic anti-
cancer therapy was given to 54% of patients receiving Cyramza plus FOLFIRI and 56% of patients
receiving placebo plus FOLFIRI.
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Overall survival was statistically significantly improved in patients receiving Cyramza plus FOLFIRI
compared with those receiving placebo plus FOLFIRI (HR 0.844; 95% CI: 0.730 to 0.976; p=0.0219).
There was an increase in median survival of 1.6 months in favour of the Cyramza plus FOLFIRI arm:
13.3 months in the Cyramza plus FOLFIRI arm and 11.7 months in the placebo plus FOLFIRI arm.
Progression-free survival was statistically significantly improved in patients receiving Cyramza plus
FOLFIRI compared with those receiving placebo plus FOLFIRI (HR 0.793; 95% CI: 0.697 to 0.903;
p=0.0005). There was an increase in median PFS of 1.2 months in favour of the Cyramza plus
FOLFIRI arm: 5.7 months in the Cyramza plus FOLFIRI arm and 4.5 months in the placebo plus
FOLFIRI arm. Efficacy results are shown in Table 12 and Figures 4 and 5.

Pre-specified analyses for OS and PFS by stratification factors were performed. The HR of OS was
0.82 (95% CI: 0.67 to 1.0) in patients with a KRAS wild type tumour, and 0.89 (95% CI: 0.73 to 1.09)
in patients with a KRAS mutant tumour. For patients with TTP >6 months after commencing first-line
treatment the HR of OS was 0.86 (95% CI: 0.73 to 1.01), and 0.86 (95% CI: 0.64 to 1.13) in patients
with TTP <6 months after commencing first-line treatment. Pre-specified subgroup analyses for both
PFS and OS according to age (<65 and >65 years), gender, race, ECOG PS (0 or >1), number of
organs involved, liver metastases only, site of primary tumour (colon or rectum), carcinoembryonic
antigen levels (<200 pg/L, >200 pg/L), all showed a treatment effect favouring Cyramza plus
FOLFIRI treatment over placebo plus FOLFIRI. In 32 of the 33 pre-specified sub-group analyses for
OS, the HR was < 1.0. The one sub-group with HR > 1 was for patients with disease progression from
start of first-line bevacizumab treatment of <3 months (HR 1.02 [95% CI: 0.68 to 1.55]). This one
sub-group is a group which can be considered to have aggressive disease that is relatively refractory to
first-line treatment. In both treatment arms, patients who experienced neutropenia had a longer median
OS compared to patients who did not experience neutropenia. The median OS in patients with any
grade neutropenia was greater in the ramucirumab arm (16.1 months) than in the placebo arm (12.6
months). Median OS in patients who did not experience neutropenia was 10.7 months in both arms.

Table 12: Summary of efficacy data— ITT population

Cyramza plus FOLFIRI Placebo plus FOLFIRI
N=536 N=536
Overall survival, months
Median (95% CI) 13.3(12.4, 14.5) 11.7 (10.8, 12.7)
Hazard ratio (95% CI) 0.84 (0.73, 0.98)
Stratified log-rank p-value 0.022
Progression free survival, months
Median (95% CI) 5.7 (5.5,6.2) 45 (4.2,5.4)
Hazard ratio (95% CI) 0.79 (0.70, 0.90)
Stratified log-rank p-value <0.001

Abbreviations: Cl = confidence interval

20



Figure 4: Kaplan-Meier curves of overall survival for Cyramza plus FOLFIRI versus placebo
plus FOLFIRI in RAISE

Probability of Overall Survival
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Figure 5: Kaplan-Meier curves of progression -free survival for Cyramza plus FOLFIRI versus
placebo plus FOLFIRI in RAISE
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Placebo+FOLFIRI 536 345 182 92 52 31 17 10 3 1 0 0 0 0 0

The ORR was similar for both treatment arms (13.4% versus 12.5%, ramucirumab plus FOLFIRI
versus placebo plus FOLFIRI, respectively). The disease control rate (complete response plus partial
response plus stable disease) was numerically higher in patients on the ramucirumab plus FOLFIRI
arm as compared to the placebo plus FOLFIRI arm (74.1% versus 68.8%, respectively). For the
EORTC QLQ-C30, patients in the ramucirumab plus FOLFIRI treatment arm reported a transient
decrease in QoL compared to the patients in the placebo plus FOLFIRI treatment arm in most of the
scales. Few between-arm differences were reported after the first month of treatment.
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NSCLC

REVEL

REVEL, a randomised, double-blind study of Cyramza plus docetaxel versus placebo plus docetaxel,
was conducted in 1253 patients with locally advanced or metastatic squamous or non-sguamous
NSCLC with disease progression on or after one platinum-based therapy. The primary endpoint was
OS. Patients were randomised in a 1:1 ratio to receive Cyramza plus docetaxel (n=628) or placebo
plus docetaxel (n=625). Randomisation was stratified by geographic region, gender, prior
maintenance, and ECOG PS. Cyramza at 10 mg/kg or placebo and docetaxel at 75 mg/m* were each
administered by intravenous infusion on day 1 of a 21-day cycle. Sites in East Asia administered a
reduced dose of docetaxel at 60 mg/m?every 21 days. Patients with recent serious pulmonary,
gastrointestinal, or postoperative bleeding, evidence of CNS haemorrhage, tumour involvement of
major airway or blood vessel, intra-tumour cavitation, and history of significant bleeding or
uncontrolled thrombotic disorders were excluded. Also, patients receiving any kind of therapeutic
anticoagulation and/or chronic therapy with non-steroidal anti-inflammatory drugs or other anti-
platelets agents or those with untreated, clinically unstable brain/CNS metastases were excluded
Aspirin use at doses up to 325 mg/day was permitted. (see section 4.4). A limited number of
non-Caucasian, especially Black patients (2.6%) were included. Therefore there is limited experience
with the combination of ramucirumab and docetaxel in these patients with advanced NSCLC as well
as in patients with renal impairment, cardiovascular disease and obesity.

Baseline patient demographics and disease characteristics were generally balanced between arms: the
median age was 62 years; 67% of patients were male; 82% were Caucasian, 13% Asian; the ECOG PS
was 0 for 32% of patients, 1 for 67% of patients; 73% of patients had non-squamous histology and
26% had squamous histology. The most common prior therapies included pemetrexed (38%),
gemcitabine (25%), taxane (24%), and bevacizumab (14%); 22% of patients received prior
maintenance therapy. The median duration of docetaxel therapy was 14.1 weeks for the ramucirumab
plus docetaxel arm (with a median of 4.0 infusions received) and 12.0 weeks for the placebo plus
docetaxel arm (with a median of 4.0 infusions received).

OS was statistically significantly improved in patients receiving Cyramza plus docetaxel compared
with those receiving placebo plus docetaxel (HR 0.857; 95% CI: 0.751 to 0.979; p=0.024). There was
an increase in median survival of 1.4 months in favour of the Cyramza plus docetaxel arm:

10.5 months in the Cyramza plus docetaxel arm and 9.1 months in the placebo plus docetaxel arm.
PFS was statistically significantly improved in patients receiving Cyramza plus docetaxel compared
with those receiving placebo plus docetaxel (HR 0.762; 95% CI: 0.677 to 0.859; p<0.001). There was
an increase in median PFS of 1.5 months in favour of the Cyramza plus docetaxel arm: 4.5 months in
the Cyramza plus docetaxel arm and 3 months in the placebo plus docetaxel arm. ORR was
significantly improved in patients receiving Cyramza plus docetaxel compared with those receiving
placebo plus docetaxel (22.9% vs. 13.6%, p<0.001). The primary QoL analysis showed similar time to
deterioration for all Lung Cancer Symptom Scale (LCSS) scores between treatment arms.

A consistent improvement (ramucirumab plus docetaxel vs placebo plus docetaxel) was observed in
important subgroups for PFS and OS. OS subgroup results included the following: non-squamous
histology (HR 0.83; 95% CI: 0.71 to 0.97; median OS [mOS]: 11.1 vs 9.7 months) and squamous
histology (HR 0.88; 95% CI: 0.69 to 1.13; mOS: 9.5 vs 8.2 months); patients with prior maintenance
(HR 0.69; 95% CI: 0.51 to 0.93; mOS: 14.4 vs 10.4 months); time since start of prior therapy

<9 months (HR 0.75; 95% ClI: 0.64 to 0.88; mOS: 9.3 vs 7.0 months); patients <65 years old

(HR 0.74, 95% ClI: 0.62, 0.87; mOS: 11.3 vs 8.9 months). A trend towards less efficacy with
increasing age has been observed in patients receiving ramucirumab plus docetaxel for the treatment
of advanced NSCLC with disease progression after platinum-based chemotherapy (see section 5.1).
No differences in efficacy between treatment arms have been observed in the subgroups of patients
>65 years old (OS HR 1.10, 95% CI: 0.89, 1.36; median OS [mOS]: 9.2 vs 9.3 months, see section
4.4), patients pre-treated with taxanes (HR 0.81; 95% CI:0.62 to 1.07; mOS 10.8 vs 10.4 months) and
those with time since start of prior therapy >9 months (HR 0.95; 95% CI: 0.75to 1.2; mOS: 13.7 vs
13.3 months). Efficacy results are shown in Table 13.
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Table 13: Summary of efficacy data —

ITT population

Cyramza plus docetaxel

Placebo plus docetaxel

N=628 N=625

Overall survival, months

Median — months (95% ClI) 10.5 (9.5, 11.2) | 9.1 (8.4, 10.0)

Hazard ratio (95% CI) 0.857 (0.751, 0.979)

Stratified log-rank p-value 0.024
Progression free survival, months

Median (95% CI) 45 (4.2,5.4) | 3.0 (2.8,3.9)

Hazard Ratio (95% CI) 0.762 (0.677, 0.859)

Stratified log-rank p-value <0.001

Objective response rate (CR + PR)

Rate — percent (95% CI)

22.9 (19.7, 26.4) |

13.6 (11.0, 16.5)

Stratified CMH p-value

<0.001

Abbreviations: Cl = confidence interval, CR= complete response, PR= partial response, CMH =

Cochran-Mantel-Haenszel

Figure 6: Kaplan-Meier curves of overall survival for Cyramza plus docetaxel versus placebo

plus docetaxel in REVEL
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Figure 7: Kaplan-Meier curves of progression-free survival for Cyramza plus docetaxel versus
placebo plus docetaxel in REVEL
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Eastern Cooperative Oncology Group (ECOG) Performance Status (PS) >2 patients
Patients with ECOG score >2 were excluded from the pivotal studies in all indications, therefore the
safety and efficacy of Cyramza in this patient population is unknown.

Immunogenicity

Patients in two Phase 3 studies, RAINBOW and REGARD were tested at multiple time-points for
anti-drug antibodies (ADAs). Samples were tested from 956 patients: 527 ramucirumab treated
patients and 429 control treated patients. Eleven (2.2%) of ramucirumab treated patients and

two (0.5%) of control treated patients developed ADAs. None of the patients with ADAs experienced
an IRR. No patients had neutralising antibodies to ramucirumab. There is insufficient data to evaluate
the effects of ADAs on the efficacy or safety of ramucirumab.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Cyramza in all subsets of the paediatric population in gastric adenocarcinoma,in adenocarcinoma of
the colon and rectum and in lung carcinoma (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Following the dose regimen of 8 mg/kg every 2 weeks, the geometric means of ramucirumab Cpn
were 49.5 pg/ml (range of 6.3-228 pg/ml) and 74.4 pg/ml (range of 13.8-234 ng/ml) prior to
administration of the fourth and seventh dose, respectively of ramucirumab given as a single agent, in
serum from patients with advanced gastric cancer.

Following the dose regimen of 8 mg/kg ramucirumab every 2 weeks in combination with FOLFIRI,
the geometric means of ramucirumab Cy,, were 46.3 pg/ml (range of 7.7-119 pg/ml) and 65.1 pg/ml
(range of 14.5-205 pg/ml) prior to administration of the third and fifth dose, respectively, in serum
from patients with mCRC.
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Following the dose regimen of 10 mg/kg ramucirumab every 3 weeks, the geometric means of
ramucirumab Cp,, were 28.3 pg/ml (range of 2.5-108 pg/ml) and 38.4 pg/ml (range of 3.1-128 pg/ml)
prior to administration of the third and fifth dose, respectively of ramucirumab given in combination
with docetaxel, in serum from patients with NSCLC.

Absorption
Cyramza is administered as an intravenous infusion. There have been no studies performed with other

routes of administration.

Distribution
Based on population pharmacokinetic approach (PopPK), the mean (% coefficient of variation
[CV%]) volume of distribution at steady state for ramucirumab was 5.4L (15%).

Biotransformation
The metabolism of ramucirumab has not been studied. Antibodies are principally cleared by
catabolism.

Elimination
Based on PopPK, the mean (CV%) clearance of ramucirumab was 0.015 L/hour (30%) and the mean
half-life was 14 days (20%).

Time and dose dependency

There was no clear deviation from dose proportionality in pharmacokinetics of ramucirumab from

6 mg/kg to 20 mg/kg. An accumulation ratio of 1.5 was observed for ramucirumab when dosed every
2 weeks. Based on simulations using the PopPK model, steady state would be attained by the sixth
dose.

Elderly patients
Based on PopPK, there was no difference in ramucirumab exposure in patients >65 years of age

compared to patients <65 years old.

Renal impairment

No formal studies have been conducted to evaluate the effect of renal impairment on the
pharmacokinetics of ramucirumab. Based on PopPK, ramucirumab exposure was similar in patients
with mild renal impairment (creatinine clearance [CrCl] >60 to <90 ml/min), moderate renal
impairment (CrCl >30 to <60 ml/min) or severe renal impairment (CrCl 15 to 29 ml/min) as compared
to patients with normal renal function (CrCl >90 ml/min).

Hepatic impairment

No formal studies have been conducted to evaluate the effect of hepatic impairment on the
pharmacokinetics of ramucirumab. Based on PopPK, ramucirumab exposure in patients with mild
hepatic impairment (total bilirubin >1.0-1.5 upper limit of normal (ULN) and any AST or total
bilirubin <1.0 ULN and AST >ULN) or moderate hepatic impairment (total bilirubin > 1.5-3.0 ULN
and any AST) was similar to patients with normal hepatic function (total bilirubin and AST < ULN).
Ramucirumab has not been studied in patients with severe hepatic impairment (total

bilirubin >3.0 ULN and any AST).

Other special populations
Based on PopPK, the following covariates were found to have no impact on ramucirumab disposition:
age, sex, race, body weight, albumin levels.
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Exposure response relationships

Efficacy

Exposure-response analyses indicated that efficacy was correlated with ramucirumab exposure across
pivotal studies. Efficacy, as measured by improvements in OS and PFS, was associated with
increasing ramucirumab exposure range produced by 8 mg/kg ramucirumab given every 2 weeks and
by 10 mg/kg ramucirumab given every 3 weeks.

Safety

In RAINBOW, the incidences of Grade >3 hypertension, neutropenia, and leukopenia were increased
with higher ramucirumab exposure.

In RAISE, the incidence of Grade >3 neutropenia was increased with higher ramucirumab exposure.
In REVEL, the incidences of Grade >3 febrile neutropenia and hypertension were increased with
higher ramucirumab exposure.

5.3 Preclinical safety data

No animal studies have been performed to test ramucirumab for potential of carcinogenicity or
genotoxicity.

The target organs identified in repeated dose cynomolgus monkey toxicity studies were kidney
(glomerulonephritis), bone (thickening and abnormal endochondral ossification of the epiphyseal
growth plate) and female reproductive organs (decreased weight of ovaries and uterus). A minimal
grade of inflammation and/or mononuclear cell infiltration was seen in several organs.

Reproductive toxicity studies with ramucirumab have not been performed, however, animal models
link angiogenesis, VEGF and VEGF Receptor 2 to critical aspects of female reproduction,
embryo-foetal development, and postnatal development. Based on ramucirumab’s mechanism of
action, it is likely that in animals, ramucirumab will inhibit angiogenesis and result in adverse effects
on fertility (ovulation), placental development, developing foetuses and postnatal development.

A single dose of ramucirumab did not impair wound healing in monkeys using a full-thickness
incisional model.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Histidine

Histidine monohydrochloride
Sodium chloride

Glycine (E640)

Polysorbate 80 (E433)

Water for injections

6.2 Incompatibilities
Cyramza should not be administered or mixed with dextrose solutions.

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.
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6.3  Shelf life

Unopened vial
3 years.

After dilution
When prepared as directed, infusion solutions of Cyramza contain no antimicrobial preservatives.

Chemical and physical in-use stability of Cyramza in sodium chloride 9 mg/ml (0.9%) solution for
injection has been demonstrated for 24 hours at 2 °C to 8 °C or for 4 hours at 25 °C. From a
microbiological point of view, the product should be used immediately. If not used immediately, in-
use storage times and conditions prior to use are the responsibility of the user and would normally not
be longer than 24 hours at 2 °C to 8 °C, unless dilution has taken place in controlled and validated
aseptic conditions.

6.4  Special precautions for storage

Store in a refrigerator (2 °C to 8 °C).
Do not freeze.
Keep the vial in the outer carton in order to protect from light.

For storage conditions after dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

10 ml solution in a vial (Type | glass) with a chlorobutyl rubber stopper, an aluminium seal and a

polypropylene cap.
50 ml solution in a vial (Type I glass) with a chlorobutyl rubber stopper, an aluminium seal and a

polypropylene cap.

Pack of 1 vial of 10 ml.
Pack of 2 vials of 10 ml.
Pack of 1 vial of 50 ml.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Do not shake the vial.

Prepare the infusion solution using aseptic technique to ensure the sterility of the prepared solution.

Each vial is intended for single use only. Inspect the content of the vials for particulate matter and
discolouration (the concentrate for solution for infusion should be clear to slightly opalescent and
colourless to slightly yellow without visible particles) prior to dilution. If particulate matter or
discolouration is identified, discard the vial.

Calculate the dose and volume of ramucirumab needed to prepare the infusion solution. Vials contain
either 1200 mg or 500 mg as a 10 mg/ml solution of ramucirumab. Only use sodium chloride 9 mg/ml
(0.9%) solution for injection as a diluent.

In case of prefilled intravenous infusion container usage

Based on the calculated volume of ramucirumab, remove the corresponding volume of sodium
chloride 9 mg/ml (0.9%) solution for injection from the prefilled 250 ml intravenous container.
Aseptically transfer the calculated volume of ramucirumab to the intravenous container. The final total
volume in the container should be 250 ml. The container should be gently inverted to ensure adequate
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mixing. DO NOT FREEZE OR SHAKE the infusion solution. DO NOT dilute with other solutions or
co-infuse with other electrolytes or medicinal products.

In case of empty intravenous infusion container usage

Aseptically transfer the calculated volume of ramucirumab into an empty intravenous infusion
container. Add a sufficient quantity of sodium chloride 9 mg/ml (0.9%) solution for injection to the
container to make the total volume 250 ml. The container should be gently inverted to ensure adequate
mixing. DO NOT FREEZE OR SHAKE the infusion solution. DO NOT dilute with other solutions or
co-infuse with other electrolytes or medicinal products.

Parenteral medicinal products should be inspected visually for particulate matter prior to
administration. If particulate matter is identified, discard the infusion solution.

Discard any unused portion of ramucirumab left in a vial, as the product contains no antimicrobial
preservatives.

Administer via infusion pump. A separate infusion line with a protein sparing 0.22 micron filter must
be used for the infusion and the line must be flushed with sodium chloride 9 mg/ml (0.9%) solution for
injection at the end of the infusion.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.

Grootslag 1-5

NL-3991 RA, Houten

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/957/001-003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 19 December 2014

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11

MANUFACTURER OF THE BIOLOGICAL ACTIVE
SUBSTANCE AND MANUFACTURER RESPONSIBLE FOR
BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT

29



A.  MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers of the biological active substance

ImClone Systems LLC
33 ImClone Drive,
Branchburg

New Jersey

NJ 08876

UNITED STATES

Eli Lilly S.A.
Dunderrow
Kinsale
County Cork
Ireland

Name and address of the manufacturer responsible for batch release

Lilly, S.A.

Avda de la Industria, 30
Alcobendas

28108 Madrid

Spain

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product

Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are

set out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of

Directive 2001/83/EC and any subsequent updates published on the European medicines web-
portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in

the agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed

subsequent updates of the RMP.

An updated RMP should be submitted:
¢ At the request of the European Medicines Agency;
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o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

o Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

Description Due date

The MAH shall submit results from the randomised dose ranging pharmacokinetics | 01/04/2017

(PK) and safety study of ramucirumab monotherapy (14T-MC-JVDB). This (PK results)

phase 2 study will evaluate the PK and safety of various schedules of ramucirumab,

including higher doses than the approved dose of 8 mg/kg every 2 weeks in second | 01/04/2018

line gastric adenocarcinoma. (Final CSR
and safety
results)

Post-authorisation efficacy study (PAES): In order to investigate the potential

correlation between biomarker measures (VEGF-C. VEGF-D, sVEGFR1,

SVEGFR2 and sVEGFR3 from plasma, VEGFR2 IHC, additional KRAS, NRAS

and BRAF mutations) and efficacy outcome (PFS, OS), the MAH should submit

the results of a biomarker assay from the RAISE translational research population.

- Correlation with VEGF-C. VEGF-D, sVEGFR1, sVEGFR2 and sVEGFR3 from

plasma, VEGFR2 IHC will be submitted by 30 June 2016

- Correlation with additional KRAS, NRAS and BRAF mutations will be submitted | 30 Sept 2016

by
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON - 10 ml vial

1. NAME OF THE MEDICINAL PRODUCT

Cyramza 10 mg/ml concentrate for solution for infusion
ramucirumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One ml of concentrate contains 10 mg ramucirumab.

3. LIST OF EXCIPIENTS

Excipients: histidine, histidine monohydrochloride, sodium chloride, glycine, polysorbate 80, water
for injections.

4, PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion

100 mg/10 ml
1 vial
2 vials

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For intravenous use after dilution.
For single use only.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Do not shake.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Keep the vial in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Grootslag 1-5

NL-3991 RA, Houten
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/957/001 - 1 vial of 10 ml.
EU/1/14/957/002 - 2 vials of 10 ml.

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON - 50 ml vial

1. NAME OF THE MEDICINAL PRODUCT

Cyramza 10 mg/ml concentrate for solution for infusion
ramucirumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One ml of concentrate contains 10 mg ramucirumab.

3. LIST OF EXCIPIENTS

Excipients: histidine, histidine monohydrochloride, sodium chloride, glycine, polysorbate 80, water
for injections.

4, PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion

500 mg/50 mi
1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For intravenous use after dilution.
For single use only.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Do not shake.

8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Keep the vial in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V.
Grootslag 1-5

NL-3991 RA, Houten
The Netherlands

12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/14/957/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL - 10 ml vial

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Cyramza 10 mg/ml sterile concentrate
ramucirumab
For IV use after dilution.

2. METHOD OF ADMINISTRATION

Read the package leaflet before use.

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

100 mg/10 ml

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL - 50 ml vial

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Cyramza 10 mg/ml sterile concentrate
ramucirumab
For IV use after dilution.

2. METHOD OF ADMINISTRATION

Read the package leaflet before use.

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

500 mg/50 mi

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Cyramza 10 mg/ml concentrate for solution for infusion
ramucirumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you are given this medicine because it contains important

information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor.

- If you get any side effects, talk to your doctor. This includes any possible side effects not listed
in this leaflet. See section 4.

What is in this leaflet

What Cyramza is and what it is used for

What you need to know before you are given Cyramza
How you are given Cyramza

Possible side effects

How to store Cyramza

Contents of the pack and other information

ourLNE

1. What Cyramza is and what it is used for

Cyramza is a cancer medicine that contains the active substance ramucirumab, which is a monoclonal
antibody. This is a specialised protein that can recognise and attach to another protein found on blood
vessels called “VEGF receptor 2’. This receptor is needed in the development of new blood vessels. To
grow, cancer needs new blood vessels to develop. By attaching to “VEGF receptor 2’ and blocking it
the medicine cuts off the blood supply to the cancer cells.

Cyramza is given in combination with paclitaxel, another anti-cancer medicine, for the treatment of
advanced stomach cancer (or cancer of the junction between the oesophagus and the stomach) in
adults whose disease has worsened after treatment with medicines to treat cancer.

Cyramza is used for the treatment of advanced stomach cancer (or cancer of the junction between the
oesophagus and the stomach) in adults whose disease has worsened after treatment with medicines to
treat cancer and for whom treatment of Cyramza in combination with paclitaxel is not suitable.

Cyramza is used to treat advanced cancers of the colon or rectum (parts of the large intestine) in
adults. It is given with other medicines called ‘FOLFIRI chemotherapy’, including “5-fluorouracil’,
“folinic acid’, and ‘irinotecan’.

Cyramza is given in combination with docetaxel, another anti-cancer medicine, for the treatment of
adult patients with advanced stage of lung cancer whose disease has worsened after treatment with
medicines to treat cancer.

2. What you need to know before you are given Cyramza

You must not be given Cyramza

- if you are allergic to ramucirumab or any of the other ingredients of this medicine (listed in
section 6).
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- if there is X-ray evidence that the lung cancer has a cavity or hole in it or if the lung cancer is
close to major blood vessels.

Warnings and precautions
Talk to your doctor or nurse before you are given Cyramza if you:

- have any condition which increases the risk of bleeding. Also tell your doctor if you are taking
any medicines which may increase the risk of bleeding or which affect blood clotting ability. In
such cases, your doctor will perform regular blood tests to monitor the risk of bleeding.

- have lung cancer and have had recent bleeding in the lung (coughing up bright red blood) or you
are regularly taking non-steroidal anti-inflammatory medicines, or medicines which affect blood
clotting ability.

- have high blood pressure. Cyramza can increase the incidence of high blood pressure. Your
doctor will make sure that if you already have high blood pressure, it is brought under control
before starting Cyramza. Your doctor will monitor your blood pressure and adjust your blood
pressure medicine as needed during treatment with Cyramza. Treatment with Cyramza may
need to be stopped temporarily until high blood pressure is controlled with medicines, or
stopped permanently if it cannot be adequately controlled.

- are going to have planned surgery, if you had recent surgery or if you have poor wound healing
after surgery. Cyramza may increase the risk of problems with wound healing. You should not
receive Cyramza for at least 4 weeks before you undergo planned surgery and your doctor will
decide when to re-start treatment. If you have a wound that heals poorly during treatment,
dosing of Cyramza will be stopped until the wound is fully healed.

- have severe liver disease (“cirrhosis’) and associated conditions, such as excessive accumulation
of fluid in your abdomen (“ascites’). Your doctor will discuss with you if the potential benefits
of treatment are judged to outweigh the potential risks for you.

- have severe kidney problems. There are limited data available about the use of Cyramza in
patients with severely impaired kidney function.

Talk to your doctor or nurse immediately if any of the following applies to you (or you are not sure)
during treatment with Cyramza or anytime thereafter:

- Blocking of the arteries by a blood clot (“arterial thromboembolic events’):
Cyramza can cause blood clots in your arteries. Arterial blood clots can lead to serious
conditions, including heart attack or stroke. Symptoms of a heart attack may include chest pain
or heaviness in the chest. Symptoms of a stroke may include sudden numbness or weakness of
the arm, leg and face, feeling confused, difficulty speaking or understanding others, sudden
difficulty in walking or loss of balance or coordination or sudden dizziness. Cyramza will be
permanently stopped if you develop a blood clot in your arteries.

- A hole in the wall of your gut (“gastrointestinal perforation’): Cyramza may increase the risk
of developing a hole in the wall of your gut. Symptoms include severe abdominal pain, being
sick (vomiting), fever or chills. Cyramza will be permanently stopped if you develop a hole in
the wall of your gut.

- Severe bleeding: Cyramza may increase the risk of severe bleeding. Symptoms may include:
extreme tiredness, weakness, dizziness or changes in the colour of your stools. Cyramza will be
permanently stopped if you experience severe bleeding.

- Infusion-related reaction: Infusion-related reactions may happen during treatment because

Cyramza is given as an intravenous infusion via a drip (see section 3). Your doctor or nurse will
check for side effects during your infusion. Symptoms may include: increased muscle tension,
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back pain, chest pain and/or tightness, chills, flushing, difficulty in breathing, wheezing, and
feeling of tingling or numbness in hands or feet. In severe cases, symptoms may include
breathing distress caused by narrowing of the airways, faster heartbeat, and feeling faint.
Cyramza will be permanently stopped if you experience a severe infusion-related reaction.

- Abnormal tube-like connections or passageways inside the body (‘fistula’): Cyramza may
increase the risk of abnormal tube-like connections or passageways inside the body between
internal organs and skin or other tissues. Cyramza will be permanently stopped if you develop a
fistula.

- Abnormal urine test (‘proteinuria’): Cyramza may increase the risk of developing or
worsening of abnormal levels of protein in the urine. Treatment with Cyramza may need to be
stopped temporarily until the levels of protein in the urine decrease and then treatment resumed
at a lower dose, or stopped permanently if the urine protein level does not reduce sufficiently.

- Inflammation of the mouth (“stomatitis’): Cyramza, when given in combination with
chemotherapy may increase the risk of developing inflammation of the mouth. Symptoms may
include a burning sensation in the mouth, ulceration, blisters or swelling. Your doctor may
prescribe treatment to help with the symptoms.

- Fever or infection: You may develop a temperature of 38 °C or greater during treatment (since
you might have fewer white blood cells than normal which is very common). Symptoms may
include sweating or other signs of infection, such as headache, pain in the limbs or decreased
appetite. Infection (sepsis) may be severe and could lead to death.

- Elderly people with lung cancer: Your doctor will carefully evaluate the most appropriate
treatment for you.

Children and adolescents
Cyramza should not be given to patients under the age of 18 years because there is no information
about how it works in this age group.

Other medicines and Cyramza
Tell your doctor if you are taking, have recently taken or might take any other medicines. This
includes medicines obtained without a prescription and herbal medicines.

Pregnancy, breast-feeding and fertility

Before starting treatment you must tell your doctor if you are pregnant or breast-feeding, think you
may be pregnant or you are planning to have a baby. You should avoid getting pregnant while
receiving this medicine and for at least 3 months after the last dose of Cyramza. Talk to your doctor
about the best contraception for you.

As Cyramza inhibits the development of new blood vessels, it may decrease the likelihood of you
becoming pregnant or maintaining a pregnancy. It may also cause damage to your unborn baby. You
should not use this medicine during pregnancy. If you become pregnant during treatment with
Cyramza, your doctor will discuss with you if the benefit of treatment for you is greater than any
possible risk to you or your unborn baby.

It is not known if the medicine passes into breast milk and could affect a breastfed baby. Therefore,
you should not breast-feed your baby during treatment with Cyramza and for at least 3 months after
you receive the last dose.

Driving and using machines

It is not known whether Cyramza can affect your ability to drive or to use machines. If you experience
any symptoms affecting your ability to concentrate and react, do not drive or use machines until the
effect goes away.
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Cyramza contains sodium

This medicine contains sodium chloride.

Each 10 ml vial contains approximately 17 mg sodium (less thanl mmol).
Each 50 ml vial contains approximately 85 mg sodium (3.7 mmol).

To be taken into consideration by patients on a controlled sodium diet.

3. How you are given Cyramza
This cancer treatment will be given to you by a doctor or nurse.

Dosage and frequency of administration
The correct amount of Cyramza needed to treat your disease will be calculated by your doctor or
hospital pharmacist depending on your body weight.

The recommended dose of Cyramza for the treatment of gastric cancer and for the treatment of
advanced cancer of the colon or rectum is 8 mg per kilogram of your body weight once every 2 weeks.

The recommended dose of Cyramza for the treatment of lung cancer is 10 mg per kilogram of your
body weight once every 3 weeks.

The number of infusions you will receive depends on how you are responding to treatment. Your
doctor will discuss this with you.

Route and method of administration

Cyramza is a concentrate for solution for infusion (also called “sterile concentrate™). A hospital
pharmacist, nurse or doctor will have diluted the contents of the vial with sodium chloride 9 mg/ml
(0.9%) solution before use. This medicine is given by infusion via a drip over a period of
approximately 60 minutes.

Premedication

You may be given another medicine to reduce the risk of an infusion-related reaction before you
receive Cyramza. If you experience an infusion-related reaction during Cyramza therapy, you will be
given premedication for all future infusions.

Dose adjustments
During each infusion, your doctor or nurse will check for side effects.

If you experience an infusion-related reaction during treatment, the time taken to give your infusion
will be increased for the rest of that infusion and for all future infusions.

The amount of protein in your urine will be checked regularly during treatment. Depending on the
protein level measured, Cyramza may be temporarily discontinued. Once the urine protein level has
decreased to a certain level, treatment may be restarted with a lower dose.

Cyramza treatment will be temporarily stopped if you:

- develop high blood pressure, until it is controlled with anti-hypertensive medicine
- develop wound healing problems, until the wound is healed

- will undergo planned surgery, four weeks prior to surgery

Cyramza treatment will be permanently stopped if you:

- develop a blood clot in your arteries

- develop a hole in the wall of your gut

- experience severe bleeding

- experience a severe infusion-related reaction

- develop high blood pressure that cannot be controlled with medicine
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- are passing more than a certain amount of protein with your urine or if you develop a severe
kidney disease (nephrotic syndrome)

- develop abnormal tube-like connections or passageways inside the body between internal
organs and skin or other tissues (fistula)

When receiving Cyramza in combination with paclitaxel or docetaxel

Paclitaxel and docetaxel are also given by a drip into a vein (intravenous infusion) over a period of
approximately 60 minutes. If you are receiving Cyramza in combination with either paclitaxel or
docetaxel on the same day, Cyramza will be given first.

The amount of paclitaxel or docetaxel needed depends on the surface area of your body. Your doctor
or hospital pharmacist will calculate your body surface area by measuring your height and weight and
will work out the right dose for you.

The recommended dose of paclitaxel is 80 mg for every square metre (m2) of your body’s surface area
once every week for 3 weeks followed by 1 week without treatment.

The recommended dose of docetaxel is 75 mg for every square metre (m?2) of your body’s surface area
once every 3 weeks. If you are of East Asian origin, you may receive a reduced docetaxel starting dose
of 60 mg per every m? of your body’s surface area once every 3 weeks.

Prior to being given any paclitaxel infusion, you will have blood tests to check that your blood counts
are high enough and that your liver is functioning well.

Read the paclitaxel or docetaxel package leaflet for further information.

When receiving Cyramza in combination with FOLFIRI

FOLFIRI chemotherapy is given by intravenous infusion, after the Cyramza infusion has finished.
Please read the package leaflets for the other medicines that are part of your treatment, to see if they
are suitable for you. If you are unsure, ask your doctor, pharmacist or nurse if there are any reasons
why you can't use these medicines.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Tell your doctor immediately if you experience any of the following serious side effects that have
been observed during Cyramza treatment (see also What you need to know before you are given
Cyramza):

Common side effects (may affect up to 1 in 10 people):

- hole in the wall of your gut: this is a hole that develops in the stomach, gut or bowel.
Symptoms include severe abdominal pain, being sick (vomiting), fever or chills.

- severe bleeding in your gut: symptoms may include extreme tiredness, weakness, dizziness or
changes in the colour of your stools.

- blood clots in the arteries:arterial blood clots can lead to a heart attack or stroke. Symptoms of
a heart attack may include chest pain or heaviness in the chest. Symptoms of a stroke may
include sudden numbness or weakness of the arm, leg and face, feeling confused, difficulty
speaking or understanding others, sudden difficulty in walking or loss of balance or
coordination or sudden dizziness.

Tell your doctor if you experience any of the following other side effects:

Very common side effects (may affect more than 1 in 10 people):

- low white blood cell counts (may increase the risk of infection)
- feeling tired or weak

- nose bleed

- diarrhoea
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- inflammation of the lining of the mouth

- abdominal pain

- low platelet count (blood cells that help the blood to clot)

- high blood pressure

- swelling of hands, feet and legs due to fluid retention

- protein in the urine (abnormal urine test)

- inflammation of mucous membranes, such as digestive and respiratory tracts

- fever accompanied by low white blood cell counts

- redness, swelling, numbness/tingling, or pain and/or skin peeling in hands and/or feet (called
hand-foot syndrome)

- low blood levels of a protein called albumin

Common side effects (may affect up to 1 in 10 people):

- headache

- low blood levels of potassium (hypokalaemia) which can cause muscle weakness, twitching or
abnormal heart rhythm

- low blood levels of sodium (hyponatraemia) which can cause tiredness and confusion or muscle
twitching

- rash

- serious infection (sepsis)

- intestinal blockage; symptoms may include constipation and abdominal pain

Cyramza has been associated with infusion-related reactions.

Cyramza may cause changes in laboratory tests. From the side effects listed above, these are: low
white blood cell counts; low platelet count in the blood; low blood levels of albumin, potassium or
sodium; presence of protein in the urine.

Reporting of side effects

If you get any side effects, talk to your doctor. This includes any possible side effects not listed in this

leaflet. You can also report side effects directly via the national reporting system listed in Appendix V.
By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store Cyramza

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the outer carton and vial label after
EXP. The expiry date refers to the last day of that month.

Store in a refrigerator (2 °C - 8 °C).
Do not freeze.
Keep the vial in the outer carton in order to protect from light.

Do not freeze or shake the infusion solution. Do not administer the solution if you notice any
particulate matter or discolouration.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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6. Contents of the pack and other information

What Cyramza contains

- The active substance is ramucirumab. One ml of concentrate for solution for infusion contains
10 mg of ramucirumab.

- Each 10 ml vial contains 100 mg of ramucirumab.

- Each 50 ml vial contains 500 mg of ramucirumab.

- The other ingredients are histidine, histidine monohydrochloride, sodium chloride, glycine
(E640), polysorbate 80 (E433) and water for injections (see section 2 “Cyramza contains
sodium™).

What Cyramza looks like and contents of the pack
The concentrate for solution for infusion (or sterile concentrate) is a clear to slightly opalescent and
colourless to slightly yellow solution in a glass vial with a rubber stopper.

Cyramza is available in packs of:
- 1 vial of 10 ml

- 2 vials of 10 ml

- 1 vial of 50 ml

Not all pack sizes may be marketed.

Marketing Authorisation Holder
Eli Lilly Nederland B.V.
Grootslag 1-5

NL-3991 RA, Houten

The Netherlands

Manufacturer

Lilly, S.A.

Avda de la Industria, 30
Alcobendas

28108 Madrid

Spain
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For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgique/Belgié/Belgien Lietuva

Eli Lilly Benelux S.A./N.V. Eli Lilly Holdings Limited atstovybé
Tél/Tel: + 32-(0)2 548 84 84 Tel. +370 (5) 2649600
Bbarapus Luxembourg/Luxemburg
TII "Enu JIunu Hepepnaun" B.B. - Beirapus Eli Lilly Benelux S.A./N.V.
Ten. + 359 2 491 41 40 Tél/Tel: + 32-(0)2 548 84 84
Ceska republika Magyarorszag

ELTILILLY CR, s.r.o. Lilly Hungéria Kft.

Tel: + 420 234 664 111 Tel: + 36 1 328 5100
Danmark Malta

Eli Lilly Danmark A/S Charles de Giorgio Ltd.

TIf: +45 45 26 60 00 Tel: + 356 25600 500
Deutschland Nederland

Lilly Deutschland GmbH Eli Lilly Nederland B.V.
Tel. + 49-(0) 6172 273 2222 Tel: + 31-(0) 30 60 25 800
Eesti Norge

Eli Lilly Holdings Limited Eesti filiaal Eli Lilly Norge A.S.

Tel: +372 6 817 280 TIf: + 4722 883 18 00
E)\\Gda Osterreich
OAPMAXEPB-AIAAY A.E.B.E. Eli Lilly Ges.m.b.H.

TnA: +30 210 629 4600 Tel: +43-(0) 1 711 780
Espafia Polska

Lilly S.A. Eli Lilly Polska Sp. z 0.0.
Tel: + 34-91 663 50 00 Tel: +48 22 440 33 00
France Portugal

Lilly France SAS Lilly Portugal Produtos Farmacéuticos, Lda
Tel: +33-(0) 1554934 34 Tel: + 351-21-4126600
Hrvatska Romania

Eli Lilly Hrvatska d.o.o. Eli Lilly Roménia S.R.L.
Tel: +385 1 2350 999 Tel: + 40 21 4023000
Ireland Slovenija

Eli Lilly and Company (Ireland) Limited Eli Lilly farmacevtska druzba, d.o.o.
Tel: + 353-(0) 1 661 4377 Tel: +386 (0)1 580 00 10
island Slovenska republika
Icepharma htf. Eli Lilly Slovakia, s.r.o.
Simi + 354 540 8000 Tel: + 421 220 663 111
Italia Suomi/Finland

Eli Lilly Italia S.p.A. Oy Eli Lilly Finland Ab

Tel: + 39- 055 42571 Puh/Tel: + 358-(0) 9 85 45 250
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Kvzmpog Sverige

Phadisco Ltd Eli Lilly Sweden AB

TnA: +357 22 715000 Tel: + 46-(0) 8 7378800
Latvija United Kingdom

Eli Lilly Holdings Limited parstavnieciba Latvija  Eli Lilly and Company Limited
Tel: +371 67364000 Tel: + 44-(0) 1256 315000

This leaflet was last revised in .
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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The following information is intended for healthcare professionals only:
Do not shake the vial.
Prepare the infusion solution using aseptic technique to ensure the sterility of the prepared solution.

Each vial is intended for single use only. Inspect the content of the vials for particulate matter and
discolouration (the concentrate for solution for infusion should be clear to slightly opalescent and
colourless to slightly yellow without visible particles) prior to dilution. If particulate matter or
discolouration is identified, discard the vial.

Calculate the dose and volume of ramucirumab needed to prepare the infusion solution. Vials contain
either 100 mg or 500 mg as a 10 mg/ml solution of ramucirumab. Only use sodium chloride 9 mg/ml
(0.9%) solution for injection as a diluent.

In case of prefilled intravenous infusion container usage

Based on the calculated volume of ramucirumab, remove the corresponding volume of sodium
chloride 9 mg/ml (0.9%) solution for injection from the prefilled 250 ml intravenous container.
Aseptically transfer the calculated volume of ramucirumab to the intravenous container. The final total
volume in the container should be 250 ml. The container should be gently inverted to ensure adequate
mixing. DO NOT FREEZE OR SHAKE the infusion solution. DO NOT dilute with other solutions or
co-infuse with other electrolytes or medicinal products.

In case of empty intravenous infusion container usage

Aseptically transfer the calculated volume of ramucirumab into an empty intravenous infusion
container. Add a sufficient quantity of sodium chloride 9 mg/ml (0.9%) solution for injection to the
container to make the total volume 250 ml. The container should be gently inverted to ensure adequate
mixing. DO NOT FREEZE OR SHAKE the infusion solution. DO NOT dilute with other solutions or
co-infuse with other electrolytes or medicinal products.

After dilution and preparation, the medicine must be used immediately. If not used immediately, in-
use storage times and conditions prior to use are the responsibility of the user and would normally not
be longer than 24 hours at 2 °C to 8 °C.

Parenteral medicinal products should be inspected visually for particulate matter prior to
administration. If particulate matter is identified, discard the infusion solution.

Discard any unused portion of ramucirumab left in a vial, as the product contains no antimicrobial
preservatives.

Administer via infusion pump. A separate infusion line with a protein sparing 0.22 micron filter must
be used for the infusion and the line must be flushed with sodium chloride 9 mg/ml (0.9%) solution for
injection at the end of the infusion.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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\ B R
Jiik - A A )T ARRREARY, LA

VFr— MR AFar T uen
PEAICEB W T, @E, AKX 28
M 1, a3~ 7 (GEinf#
fiz) &L 1A 8mgkg ({FE)
B XZ 60 o CAaEEET
b, TeB. BEOIREEIZ LV B ER

w15,
1. BBUIRAREZEST - BROBEREO | (1) A EMoBEEEER & OBFHIC
B, ARHNL 2 ) ZXRALISD OWT, HRWER O M 3HEST L
PUEMIEEA] & OFFHIZEB T 2 H%) TV,
PR V2 MRS LT ey, 2) ZEERRIARIERE LIS E, &
2. IHIBUIRARRE R TEST - IO - b & e U TRZEARD Cpx &
Ak & EFEOSE ., A& EOHHT 2P CAUC DIETRRBOBND Z Lo
[he: o st PERESS AN, (BRI OEOW b, ZEEERG AT L. E
A o REBIN LTI ET, & RTH L, 7o, mEIEMTEEBIRICAAIZ S L
= [ TERRRKAE) OS] 7=%E, WIEVEERE oS &t
3. BT B A OFTEMEREES O TR ST B L CIEMEARE D Cpe & Y AUC
FEAFTDH L, DIETFTRBRDHND Z b, KX

IXEE R R OB BT D Z LN
LE LW, [ [FEYpEhRe oER
il
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1.7 [AIFE (R — T2

RN17-1 EAERMGR—ER (&)

—Wma R | FAYIL~T (BIETHEBLZ) L5 7 = =T K
4. AREFLEFICH DI S infusion | 3) BIEHNS bbb -8E1%, IR,
reaction ZHH I D720, AHKlID BEEEZIN U CUTOREELZE
BERICH e AZ I VA (7= LT, AREZRE, KREXIFIET
BRI I%) ORiEGEEEETS L. WELTEREEZkET 55
ZE, JU—FKEDIL XX 2D A2, 40mg (188) 9 oBETD
infusion reaction 23 & O NTZHEIC Z& (1H1F80mg A TRET S
I, REHEGELLMLTHE AZ IV el
KlapiEks L, T0o%b 7 L— RE | FRAEFER
1) 1 X% 2 @ infusion reaction 238 & | | ppgsepto o i} i
PR BB, Bt A I VAT e FEEV VR R TR R OALE
Mz, MESHEA T N7 I/ 7 |[Fo—F1 | AFORLG EMke L, EpEs
= LAY T OB R L A B HI47 5.
(FRHP ALY %) 2GS D |\ o2 1mg-
&, [ TEEREARER] KO KFI O 5% 40 mg (158) A
(AR EIER | DIES ] L, PERIEZE BT, i
Sl RE 1 e A LNV A, 7A BIKES
5. 7 l/‘ ]\if ) 3 X% gi)?mfusmn 5 HREIC LD 7 L K Ol ie
reaction 23 HONTZHAITIT, A ML, BYE5a2HEHET5. 78
KloFsrEHICHIEL, BES5 L LANIC 83878 2 b AR VA I T
BNl FU—FRED I T2 0 LM
infusion reaction 23 &N 7=HEIC THURIC S E RSNV A X
. B R SO%ME L, T e 5 s
@éTUD&@L:ﬁb\TMﬁZ@LfS& F 5. AF O AT 55
SEECTRETLZ L, [ TEER &, Bl 40 mg (150)BET
FEARMEE] LU TEXZ2EIER) 5.
ik - & DI ] 4[FA :
5. 3
CBEETS |6 BMEIZEERS S Db || | TRORIERETE.
gﬁﬁj’:@ﬁ Ez;g?m%ﬁ%iﬁ%&:ﬁﬁﬂ%% MR AE BT, 7 L— R0
pEY HOOWEXIIEGEFIETH I L, ~LICEYT B ETARL L b TH
[ ME&EEsE) | (&SN WSS 5. ARFIOE G wHT
B RO TEKABER OHES D RRE dome (SR
iy :
Bl LE itzglﬁo>%g&cp¢¢5
GOUE | JEBEVED | BETEANC X 5 1RE 24T 10, '
Jr—F|MENa >y ha—LTE 5
D | X5 ich s ETRIET 5,
IE T V| BIEANC K DIEMEIT > T
—RED | ar hr— TRV
3PE A BEERRIET S,
EAR |1 BIRE | MIEBEHE : 1 AIRE AR 2g
B 2g|RMED IR T T 5 E T
LIEED L, MW 5 %A
6 mg/kg \ZHET D,
2 [ H LABEOF B - 1 AR
B 2 g RIED IS T
HETHREL, HHT 5
AT 5 mg/kg lTHEET D,
1 HRE | &5 ETIET 5,
Hi 3g
L;L = *
Y X
70—
R T
R RH

WD) AHEFSLEMGESYE (ver. 4.0)

1E2) 24 WFMEIRZ W 2RMANLEE LAY,
FEhaR G R P OER 7 LT T =
R ERET 5,




LY3009806 1.7 [FfERZ A —ER
P A T LV EREEER (B - EE)
#1.7-1 AERMR—EXR (&S)
—Wma R | FAYIL~T (BIETHEBLZ) L5 7 =7 K
7. EHHROFERE JHER RE A AT Al SR
AFNOFGHH 1T, AR ONBEEE SRR A e B/
EYRey BB e B B OFLE FH A O
”Jr’%;f t%?%fi:,j{%m T}i% I ALT (GPT) XX AST AHNOP G kR L, 5
D RAREHERASRC TR AR | [ (Gor) atiE e b | 4efins A SRR Lo
WREIRMUTEE 250mL & LT ||BosHEuT 3T UL Al
AW3, @iix+ocii Zmd sz E@?iﬂ%ﬁ%ﬁ
> PRV BAENZAT D .
Lo [ TEAEOER] OHESH] ALT (GPT) X% AST 1[EH :
(GOT) ASIE U b | s i 28 16 LU IR
RO 52 4EM, 77520 |0 3 EA X 5 Al
5LF (T % % TR
5. BLETRT 55
&, #h5E% 40mg (1
B WL, PR LD
4SRN ATHE AR A %8R
ENCAT 5
2[\H
KA OB G % IET 5.
)]
ALT (GPT) XiX AST ARF O 2R IET 5
(GOT) ASIEH JEUE 1= |0
R 20 %% il
ALT (GPT) XiX AST ARF O 2R IET %
(GOT) AIERILHERE |1 D~ LR
o 3fEaEE, 1ot |2 OEHFICHNT ALT
UL B AEAIEHE IEHEE | (GPT) X% AST
LB 2 {5 % (GOT) @ FEAFEHLL
FgEAE, Aoy
EUEO I L BT,
FHICHET 5 ALT
(GPT) XIX AST
i & (GOT) DIEHEIZHE
B3 FE 1) FFRERERR ALY IE 7 6 P8 S B2 Al
c‘%ﬁ?fé BET, NFHEERA ZEENCIT D
B Lotk Y 2) AHIE UGTIALIZ & 5 700 7 i Vil I

=

=

TH, PR EEREOBF BT
MERMe Y L e S ERT D AR S 5.

e UL

FED 7 L—F

R LR K UL E

JL—F2
(HETEREPE)

AFNOEe G ZMk L, BEIE
B G- %2475, BEIEANC &
DIEWEIToChar b
—LTERVEGE, AFO
B % 40 mg (1 88
T5.

JL—F2
(et

JERAHE L, MER =
hE—/LTE 5 % THRE

L, BEANC X DIR#EEAT
9.

BB, MR LD
BREIToChbar hr—
NTERWGE, AFIOE
L% 40mg (188) JBamd
%

JL—F3

SERAE L, mMENR= >
b — /L T& 5 FE TR
L, BEFNC X DR E4T
5. AROELEEFHETD
A, Hh5E% 40mg (1
BE) BT D.

PG mBR%, BREAIC LS
B EIToChay hr—
NTERVEGE, KEIOE
Hdd X 52 40mg (1458)
Y 5.

JL—F4

AH OG- 2P IET 5.
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1.7 [AIFE (R — T2

RN17-1 EAERMGR—ER (&)

—fRRILTER | T AT GERIE TR Z) L5 7 =7 K
F D oEIEH
7 L— R3IU EORIEHRBERRL, 7L
FE - B — F2LTICHERT 2 TIREEL, &5
- B 2 iz 40mg (15%) WRLLFMT 2, 3
i EoovE BHEOHRILEBETH L.
= 7" L— KX Common Terminology Criteria
for Adverse Events (CTCAE) (ZHEL 5.

(& (&

1. AFNE, BERFICHFOMISTESE | (1) AHIE, BEFHI XIS TE 5%
PR IRV, DA LFEREIC T PR IZ BT, DAALSEIEEIC T
IR RBEROEMOL & IR - REREFFOEMO L &
T, AAOBENEY) LSS T, AFoEEN#EY MBI D
JEFNZOWTOHREETHZ L, F JEFNCDOWTORBET S L. F
7o RIRBILAIC N D BE T E 7o, WRWBRMAICENL D, BEITE
DFIRAZNE K OGR4t D ZIRNZAFN O IE K OG5
L, REzHTroE&EETH +a L, REEZEGETHLHRET
L, HZ k.

2. LHFEZE, MMEFREESOEERE) | Q) HEELRFEREEERH DL Z L
IRfARZEIRFED & & i, FETICE Bd v, BUERFE, FREIZL0E
HERHESNTWD, BIEE 5 CIZELHLREINTNDHDT,
WZATV, RERBDOLNTEHEIC AA B 5-BRIART K& OG- I3 E IR
X, BEEHIEL, EYRLE 1T IR A 21TV, BEORESL
5 Z &, BEEOBRIMARIERIED & +ocEET . [ TEERME
DN REITE, AR EFHEES L ArEE] , [TEXZEIEH) omE
Rz E, [ MEEEE) RO THE Z ]

K7eEIEH] OEZMR]
3. HEEOWHIEHMND b, T
WELFRHRE SN TN D, BlgEs
EE RO FAFATV, BFEBBD SNIGE
= i, BE AT L, YR AE A
17952 &, BEEOHIMNS DI
BEIZIE, AFZHEE LRV
L, [ MEEES ) KO TEXZH
EH oEBR]

4. WILEZARD LD, FETICED
BINHE SN TWD, BEE I
1TV, BERERD LN =8HE 1T,

BehHZFIEL, BOLEEZITY 2
L, HILEZRILD S b o= EBEIC
E, AFEFES LN L&,
[ MEERSE ) KO TEXZ2EIE
M1 omEsi]
22 (ROBFHCEBELAWVWD | [ER (ROEFBIZEHBEELAWS

&) ]

1.

2.

AHNO sy iz %t U 7o i HUE O BE
ERED B 5 B
I SUTIEIRE L CW A ATREE D & %
mwmA [ Tlhs, pEls, B~
5] omEBH]

&)l

(1) ARFIOR A% Uil BUE O PR
b oHEE

Q) R XITEIR L TW A AREE O H B
Ltk [ Thim, PEwm, BRFLmE~D
5 OIEBMR]
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1.7 [AIFE (R — T2

RN17-1 EAERMGR—ER (&)

Ho ( THEQEAWIEER] OEHE
M) ]

—fRRILTER | T AT GERIE TR Z) L5 7 =7 K

1. EELRES CROBJFIZIXEECES |1, EERE ROBFICIIHEEREICERS
T5H5IE) THIL)

(1) MBFERIETZOBEOHLE | (1) BEOHKEBEDH 2 BE [HH
F DOEE, M EREE, ek RERMD 7. T3P EE] 0ES
EEROLDLNIBENRDH D, ] il

Q) EMEECRE [EiENELT S | () SEEOSRSE (S ENElT S
BENWHRH D, ( THIE - A&EICHE Brhnd s, [TEEREKRKHE
WA EorE] RO TEER B, [EXZEWER] OESHE]
FEAREE ] OHZM) 3) WEEBOH 5 EE MRS 5o

3) HILER EEENORIEEZ ST LT nagzrhinds. |
WHBE [(MEERAND SIS | (4) MARERIEXITZEOBEREDH 5 &
BENARDH D, ] & DDAEL, LHFEEENRH LD

4) HIFERCEREREEOH HHBEHE X haBFhnds. ]
FHEREAEZRG L TWHEE (K| (6) & [ TEmE~okE] oEs
mAHHONLBENRH D, ] il

3) WWEEHMESEOHMAED T
5B (Wi EE I 5 BN
»5, ]

6) REXZ2TFIOWAIDIERE L TR0
BE [AIGTHREREIC X 26 0HEN
bobohdBThndsd, ([EHE
REARNEE] OHESBM) ]

(7) EEOMEF (EEOFHEZE, Hk
A % £ O FFIEZS . FFEZRIC K 53
7Rk, AFRMEGRE) 28T 25448

i EoovE #H IFHEENELTIBZNNH

(1

2

EELEARWIEE

Infusion reaction 3% 5 0I5 Z &M
HY ., 2 BHLEOARFERGRIZ G
HobhDZENbD, AFOERS
IZ. EE® infusion reaction |21z
TERBARFIZ 53 723 S D T & 2 Wi
EATo7z ETHIGT A 2 b, E7z.
AFNEEFIX, BEORIEZBIZ
L. IBBUERDBRO 5N GAIC
X, EEREEITO O, [ TH
% HEICEET 2 LodE)
O TERZRIEH] oEBH]
FIMERH 5N ERnHDHD
T, AHIE 5B GaET & O 51
EEMMIZEZETSZ L, &
MEND SbNT=5HE12iE, BIEA
OBEZE, WERNEERITS 2 &,
[ THE - HEICEEE#ET 26 H Eo
Rl kO TMEHKRS ) 0SB HR]

)

2

BELGERNEER
FRRIEERE, TPEEMER B ERMARE
( Toxic Epidermal Necrolysis :
TEN ) BT ORG EER E AR
(Stevens-Johnson JEf&RE) , AL
HEOBEREND bbb Z &0
bHDOT, BEESITTY, BE
DFRD BN T HA ITIT Y A L& %
17952 & MBS CHER 2%
ZTHLH, BEICHET L L.
[ M - AR 560 Lo
FE, TEKRRREWEH oWz
AST (GOT) , ALT (GPT) ®# L
W R AR D IFRERERE S, HIEA B
bbb, BUEFE, HFAREICLVE
CICELHBHRE SN TNDDT
AP 5-BRIART R O 5-1X, &/
BINCHFHEBEMR A AT 5 70 &, BHOD
KL +HICBET L. BEN
RO LNTEAITE, BE, KREX
G EF LT 5 7% CiEY) e L &
7ok, [ THIE - HEICEEY
LA EoRE] , TEKRAREME
M1 OEBH]
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1.7 [AIFE (R — T2

RN17-1 EAERMGR—ER (&)

FIZBWT, KA AT X0 FHRE
NEAL LT oFERH D, BHED
FEE A2 8BH T %50
AIEIEEICHETT s 2k, BE T
AR, BlEE ol Ty, B
WO LN HEITIL, ARAIOR
Hawibd 572l wmuie gz
22k,

—fRRILTER | T AT GERIE TR Z) L5 7 =7 K

3) X7u—VEFEEE, EARIHOD | (3) MED EERROOENDZENHD
N2 ENHHOT, ARG HIM DT, AREE G BRI OG- H1X
HIZREAZ EHNICHRET 5 Z TEMIRC I ERE 21TV, BB
L, BENRDOLNLEHEAICE, A U CRIER DL %2175 72, )
FORE, WETEGE2FIET D RAVERITH Z L. BIE, fttd
el WUIRAEEZITO Z &, DWVTRE ORBERE T2 fr—
[ THE - AEcEET /M Lo NTERVEMERD &N HE
HE A TERZEIER 0ES Wi, e, RESURES A kT
il 5z k. [ THRE - HEICEET 2

@) AHNL, AVETEEICEEE KIET fEH EoEE] , TEKRARIVEM]
HEMER D 5, DIEZHR]

) FiizTPELTWAEEITIE, Fili | (4) AEREEZESEDFAEEMENH DD
DORNIAFIOE G2 W+ 5 Z &, T, FIRBNTEISNTODHEHEI

2)  FIZICARZ LT DB, Al %, FPIRORNIAR OB % il
EREBEB LTINS Z L 250k AL, FHMRORSEEL, BE
L, B#EEFBTLIZENEEL OWRBEITIS CTHET T2 2 &
VY, 5) EARBHLDLNDIZ ERHDHD

3) AUBIREIC X A AIHENR D &b T, ARFEGBRGRT R OG- HILE
LA, AUENIEIET B £ TAKH HHNCIRER 28R L, BEPED
OFeH A IR L, WU e LEETT D NG AITITEY) RS 51T 5 2
&, L.

G BEEOHEE (EEOHFMZE|@6) FRIBERETRHLDNLLZ &N
(Child-Pugh 438 B X% C) . JIfi%E HDHDOT, AHlEFIXESMICH
A % £ O FFIEZS . FFEZRIC K 53 WIEREOREZ FET 22 &. H

i EoovE 7Rk, AFRMEGRE) 28T 25448 RIMEREIR T2 S S b= 5G4

(3, EERLEZITH Z L.

HEER
AFFTFEIZT b7 v — A P450
(CYP) 3A4 KONV 7 b gl
B3 (UGT) 1A9 i X W Rgtshn
5. REIOTEERGY (N ¥4
KETHSD M2 LY N-AFH A4 K
T NETHD M-5) 1%, I
#EH (BCRP) KO P-fEEH (P-
gp) DIEETHDHZLIRENTY
5. £, EEREICBITDARE
i, M-=2 } O M-5 O iR,
UGT1Al, UGTI1A9, BCRP, P-gp,
CYP2C9, CYP2B6, CYP2D6 K (R
CYP3A4 %#PAEHET HREICET HF
RS S, [ [HEY#E] oms
il
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RN17-1 EAERMGR—ER (&)

1.7 [AIFE (R — T2

— I R

T LN T (R THEZ)

L5 7 =7 K

i Lo

=

=

BrRZER GHHICEET 22 L)

EFa%E

BRIKAEK - HEAE

W - RIREF

CYP3A4 #iE
W (V7rv
B )

AFIEEE S &Y 7
eV LD
ik, REMED
AUC KR Cpax 8%
ZI 50% K% T 20%
B Lz, M20D
Crnax 13 1.6 {51258
L, M-5® AUC
B O Cpax 12ENZ
N 36MER 4215
IML7=23, M20
AUC 1321k L 72>
STz

CYP3A4 FHEEH D
RN T IO FEA~
DORBFEZRT D Z
& PEHDNEET B
RWEATE, BE
(28N R Nk E =
THZ L.

In vitro iRBRIZF
WC, ARANE
CYP3A4IZ &~
TR#tsh, £
72, M2 X T}* M-
5D ARRIC
CYP3A4 2B 5
LCTWnZen
RENTVD.

CYP3A4 [
E (rha)
V=)

AFINHEFE G & b
o — L oftH
ik, REMKD
AUC J O Cpax V2%
ZEI 33% K% T 40%
BINLZ., M2 KO
M-5 ® AUC %1
2 94% K% U 93%i
DL, Crax FEZH
2 97% K% U 94%i
STz,

CYP3A4 [HE/EH O
RN T IO FEA~
DR EEEET D
L. PRADNEET B
NnNRWEEIZE, B
HORREZEEICH
BEH L.

In vitro iRBRIZF
WC, AANE
CYP3A4IZ & »
TR#tsh, £
72, M2 X} M-
5D ARRIC
CYP3A4 23 5
LCTWnZen
RENTVND.

AV ) Th

AV )T hE Db
Ak, 1V /7
71 v OV DIEPER
#¥<TdHDH SN-38 D
AUC N ENER
28% S O 44%EE 1N
L, Cpax 3707
U 22%EE 0 % O 9%
W Lz,

Invitro BRIZE
W, AT
UGTIAL 2 & D
A= 3]
HBEREFETDZ
LRI TY
5.
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1.7 [AIFE (R — T2

RN17-1 EAERMGR—ER (&)

FERG - ELRGE B BRI L LA
& FOLFIRI fffIC & 2 [E LR
I ARV 2L L EBGRBR IZ B WV T
AEINREEG Stz 529 Bl (HAA
JEG] 74 HlaEETe) | EREIERIX
TF BRIV E  (58.8%) . g MM
(33.5%) . A% (30.8%) .

M /NI AE (28.4%) . & I E
(26.1%) &THo1-, KGR

—fRRILTER | T AT GERIE TR Z) L5 7 =7 K
3. ElEHA 4. El¥ER

AEUIRATEELET - BROBRE ! ARV B EST - BROKEE -
< BEME5 TORE> BEGE
BREEE 6% L LA & FE - B ERE XS L L EEE
WX BAVEE I AR A L e RS M FEERARRERIZ IV T, 500
Bz T, AFINEZEE X 236 Fd (AARN 65 Bl GTe) 465
o e B E R X E R (93.0%) (CEIER (PR i 2 i 52
(28.8%) . mME (16.1%) . F WahETe) PR LN, ERRIE
Fl (144%) S ThoT-, (KR AoxBG% GEBLE) 1%, FREAE
RF) fERE 225 5l (45.0%) , T 169
<N\ ) axE)LEREBRETORE (33.8% ) AR OIR 152 )
> (30.4%) , J&F5 145 5] (29.0%) ,
BB ENRE LIAKE 7Y FEEE 142 6] (28.4%) , mILE
& X' OO L 2 E R R 139 %1 (27.8%) , & 113 #i
I AR A L R BRI B W (22.6%) HTho7-. (KRE)
T, AFINEEH SN 327 604 (A PAEEEERICEE LS
ANEH 68 BlEEie) | EREIE BiES
F s E (56.9%) | & LSRRG RS g L Lz
ERBAME (54.4%) . B fEREE ERALIR S T FRERRERBRIZ IV T,

i Lo (33.9%) . Tl (324%) . dih 132 Bl (AARA 12 fl%ETe) 130

p=8 M (306%) % CThot-, (kR Bl (98.5%) (CEIME (I PR I 2 il
FE) BEisEte) NRD L. Ed]
AEUIBRTEE LT - BROKE - TER ORI (BBLE) 1%, T2
ERE JEMERE 87 1] (65.9%) , EIMLE 64
<FOLFIRI A 5 TOBAE> Bl ( 48.5% ) ™ #1053

(40.2% ) F o E 44
(33.3%) , &9 39 Bl (29.5%) ,
95 38 f (28.8%) , WiFE 31 f
( 23.5% ) 0w % 30 #i

(22.7%) , &¥E 29 1l (22.0%) ,
AR 28 B (212%) S ThHo
7. GIrEBIAGER)

BIFEFA OB X, 555 - EimEE
FOVH LB R EIEEBRE 25 s L
7o [EBS LR I A ER PR 55R D45
WCHSEHHE L. 2 b DORERR
BRI DD OWETHE R L L
7.
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1.7 [AIFE (R — T2

RN17-1 EAERMGR—ER (&)

2) ) . HMEREADE (0.4%F D |
21.0%%E 2 ) GFPEREAE, Bl
BRI E Jo OVFS B 4 A BRI iE
(0.4%E D | 34%E 2 ) R"HLb
NHZENHBDT, EHHNTMIK
MAEZIT O 70 EBEEZ 01TV,
FENRD bR EAITE, #wYR
WEEITH Z &y,

—fRRILTER | T AT GERIE TR Z) L5 7 =7 K
() EX#TENMER (1) EEXLEMEA
1) BIRMEERE (1.7%E D  16%| 1) FREMEREE (494%) : TRMEER
E2)) | BIRMAEERE (3.8%% NHLPNDLZENHDHDT, KE
N BT%E2 ) - LEEZE (0.4% SEMR DY & B AT BT IE S HE R
ED 02%E 2 ) | K e E %, R, KREIRGOFIEEE
(0.8%E D | 0.6%E 2 ) SZEDEIk Bisz L.
mFEERAE, MERE (1.7%E| 2 HEMHREEFEXEMMEE (Toxic
D 2.6%% 2 ) ZoERieER Epidermal Necrolysis : TEN)  (#8
JERH HOND T ENHY ., LI FE R KI5 #5 15 BR fE 1% 3
EAHRNHRE SN TND, BiEE | ( Stevens-Johnson #fE {& B¢ )
ITTATO, BEMRFED LN AIC 02%) , ZWHM (0.6%) : T
. AFIOF G2 H I L, @y PR R SEAEMEE, SRR IR AR AE
BE2ITH> 2L, £, BEEOBIRIM B, 2RO Z LR
BIEREND b b BF I, A 50T, RFELGHITBEE I
FEEELG LN &, 1TV, BENRED bREA I
2) Infusion reaction (0.4%=1 | 5.8% Bk L, @UR0AEEZITS 2
E2) ) o HIE WAL, RME, L.
We IR B, SUE KRS O infusion | 3) BIERFX (HEARWH) , FF £
reaction NHHLHOND T ENHDH D (0.5%) , FF&EelEE 27%) , &
T, AFEGHILBEEOREEZ 5 8 (0.5%) : AST (GOT) , ALT
WCEIE L, ZL—FRE) 340 (GPT) D L\ LH 2 1F 5 IT-ERE
infusion reaction 23F2 D HILTZHAIC [ SEYEN D b, BIEZ,
W, AFIOFGEEBICHIEL, # FFRAIT L 0 B TCICE B HI s &
PIZRAUE A4T 5 & & b2, DR, K nNCnn., ARG IT8EE 5o
MEFHRE LW &, [ THE- ATV, BENREO LNEHA IR
G oo AEICHEET LA EoEE] KO W, REIEGEPIEL, #@Y)
by [EEREANEE ] OESH] RAEEITH Z k.
= 3) SHIEEZEF (0.8%FE 1) . 15%E| 4 Hm (98%) : M & Hm
2) ) HEIEEFELRDLDIRD Z (1.1%) , &1 (03%) , Mifi i
ERBY | FEEICELFNRE S (0.3%) , MEFENHIM (0.2%) , K
TW5, HILEFILDRD b= i (0.2%) , Jd i (B8 B R
ATt AFloZG2HIEL, w#Y) B B (62%) i @
RAEEITH Z L, Fe, HILER (0.9%) ZDHIMAH bbb Z &
ANd b= BFICIT, AKI%EH N5, \EELAHMICENTIE,
BHELRNZ L, CIZELFDBREINTNDHDT,
4) WM (12.7%%1 | 43.1%%2) ) AENP 5 HITBE L+ 74T, &'
HALE H I (6.4%E 1) | 11.4%%E EaHmind s b Haicids&s
D) ZoHmAB LD Z N L, WUIRMEEITY Z L.
HY. HEICELFNRESNA TV | 5) EBEUMESR FEEARH)  BEE
%, BIEET3IATV, EEOHIM iEBRDLLNDZENDH DD
DD LENIZG AT, AFIOF G T, Wk, PROLIREE, REZEOEHR
ZHRIEL, MUIRLEERZITS 2L, FEMR o icBlEE L, RENHEO L
£7-. BEEOHLAS b~ BH NESEAITE, MEs X M, MEs CT
Wik, RREFEL L2nD & LORBEEERT D L. MEMEN
5) WFHREREANE G T%ED | 57.1%F RN EDNZGA I G2 IE

L, BIBEEFRLECHIOEELSED
WY ZRAEEFTH 2 L.
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1.7 [AIFE (R — T2

RN17-1 EAERMGR—ER (&)

—fRRILTER | T AT GERIE TR Z) L5 7 =7 K

6) S-oMmMEDLFE (04%E D | 1.4% | 6) MAEERE : OFEM (02%) , O
E2)) 9o MELARERH LD fEZE (02%) O MARZERIEN H
N5 ENHHDOT, BEEL DI LN ENHDDT, KRS
1TV, BENRD SN EAITIE, T3S A TIATY, BENRD
AFlOEG 2R ILT 57, @ DN AIZIIE G E2RIEL, @YD
WUEZITH Z &, TAUEZITH Z L.

7 BUSHEEE (0.7%%2 ) Al 70 &mE (321%) , slES ) —+t
BRI A T TEEER H 1 | (02%) :EMERSHDLDNDZ &
BIGEREEIC L2 AHER D DD WdHDHDOT, KEEEHIIEEE+
N2 end s, AEIREREICL FITATO, BENRO SN HEIC
LEHEND b b -HmaiciE, Al YR LEEITO 2 &L B, =
ENIRET 5 £ TARAO®RG 2 H 1k vk — LT X AR WESE O I
L, @EREZITY Z &, BO LN EITIIREST L Z L.

8) EF (04%EN [ 05%%2 ) & T, EiLEZ YV —ERH bz
ARBoLbNDZ ENHHDOT, # LEIE G52 9iE L, ) 7e
L +mITV, REPBO LN EITHZ L.

LAiE, ARG 2L, @ | 8) WHEMRAERE (02%) : AWk
YR E%1TH Z &, BAEMERND LbNDEZ E0NDD

9) WFEMEOAEMNEERE (0.1%F O, R, TR, SEEL, FBLARE
2) ) R[AEMERR RO RE R A = OREEENRD NS AICT
bbb ENHDHOT, i, BHEEZHRIEL, mMEOa> ha—1
R, BEEL. TIREESNTZD LN B, WEREEITO T L.
EHEIE, Ao EFIEL, | 9 GEIEEZFEA BWEEARH) , HILEE

W Lo MMED = r—)b, R D £ (0.2%) : THALEZEAL, HLEED

2 HEO@HERAEEITY 2 &, HoONDHIERDHY, FETIZED

- 10) *70—EEEE (04%%2)) | & BIRHE SN TND. ARFIEG T
BR (3.0%%" | 16.9%%2 ) : *x BIE R TV, BERRED LN
7 —EREER, BERRRS b a5 2k L, #Eyliea
DT ENRDLOT, BIEETITAT EE{TH>Z &.
W, BRENEOONEEAIE, A 10) m/hRED (11.2%) i/
Kok G2 RIET 57 8, w7 BHLONDZENRHDDT, KAl
BETH L, [ THE- AEicHE P o E IR L R A & S
T AEH EOER)] ROt [EHEEZ, D70 EBIEE 51TV, BT
HEARNER] OHESH] DN EAITIE, B, RO

1) MEHEMEE (04%%" | 1.1%* B 5% Ik 5 7 CE b 2 ALE 24T
2 MEMEREESS bbb Z 5z L.

ENRBHHDOT, BEETHITIT,
BENRD SN HAITIE, AHI O
BehZERIL L, @ERAEEZITO Z
L,

D W AR L AR O BB 517 X B
S E R R IS s 1 B BB 1T S X ok
L7z,

H2) WRBEEAGL LEAALA2 U FF L
BRI 54C J B B LA (AR 68
Bl GTe) RO - EMRIBE 2% e L
- AF & FOLFIRI PF A1 H1C & 5 [ 3
B (AANER 74 BlaGE) 1B 5 R
DR IC S E B L,

H3) AEFSIGEAGERYE (ver. 4.0)
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1.7 [AIFE (R — T2

RN17-1 EAERMGR—ER (&)

—fRRILTER | T AT GERIE TR Z) LA 7 = =7 K
(2 ZotoEHER (2 ZotoEHER
LR D X 9 72BIER RO bz LJTUDOE HIMEWERN S &bl
BT, JERIZE DY TR AL E AT, BEZES CT?‘Q%’»’%‘:PJJ:T
ITHT &, éﬁ&@@]&@%%ﬁﬁ Z
1) By 5D 10%LA E | 1~ 10%Ai5 l%ﬂ%{u BEEE A B
WU | 2000k [s~ooekini | skin | [ TN
- TR == — N,
ik f;ﬁ;d\#ﬁﬁ/} R A
= D E g, =
HiLE | T WAPAIE A
ARz T £ B, AR,
R {9y BN — —
e . A% & B B Hug
MUY oA Wiees | TR, & [, B |EE, 1
e BRpGR, (M, 189, |k, B
T E R AP, PR, |
E’LE’% X %T‘JD U/\“ti
Zot o WD J A TR
—tY k&
E)ﬁﬁﬁ%%ﬁ%&btt%mﬁmﬁgmxéﬂ [INGIRTS
J2E] Jifé PR SRR (2 LRI S ERHE L JE, OB
7o 7%, A
Wi, LR
it an pit) B, iR
2) GHRE%kSRE TR B oE
BIVEREE | 20%Lh B | 5~20%K015 | 5% 5, BiE
1% /AR MW (FERRETE | PEULREE, sk, &
i ik b
JHiess T, 8 JiliRT:3 i, 4 |V Bk
[ AN Bk, ~ |
%, BHK ErmE
TR b, INR
FFfiet AST (GOT) &, Af
A oy #, ALT BRI
22 (GPT) #8m JFli mEULE |[IFHhE R
- BBB TS LEM QT v, WLy
R AST (GOT) |GTP I
RS PR PR, % b5, ALT |5
Wk, SOE R (GPT) L
Y H, Al-P |
] ETA7se BT FU D 7. LDH E
15 A giE K 7+
Y UL = EAR, M |G R
i b LT T E,
B 7 L7 =v kS |BUN R
F= M 7+, &
BRE b - s E?ﬁé?
S - B DR i TR
K& TN BZJ%'EL @J;/:,L‘ E S A w, BT
R FE R \REER R | T |, | R
JEFE AR AR - 1 )
. \ ES ALBE, J& WL, RIBE
SAERRE 5, W, MRS,
Z 01tk W5 W) EE?% %é%ék EEE@?%EE Mok,  |zEmss,
) HEBEEENRE LA E 7Y X X000 %;IJ &»
B 500 & % [ 5 R B B OV RS - T B N

Fhxtg L Lz AR#K & FOLFIRI ff #4512
ERS LRI I 2 R BBHE OFEFHIC RS &
oA L7,

oM (Y, Y, KXY |[IKT7 LT |CK
TIE, K| REmE, [T | (CPK)
g, & |HURIRERE |, 13T RS
@, RE [IKTE, % |0, &
W, g (ME, KU |78, HOR
#h v NMRE,  |BREERETT
BAsy |HE, &
AMfSE, K [RU 7Y
F U DA (Y KL
MmAE, W |5E, R
K, &~ (i
EA/PNI}
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1.7 [AIFE (R — T2

RN17-1 EAERMGR—ER (&)

—fRRILTER | T AT GERIE TR Z) L5 7 =7 K
4. SEHE~OERE 5 mEfE~DERS
— R i Tl AEPREEREME T L — I B TIT A PRBERE MR T L
TWNDHZENZW=8, BEDIRE TWAZ ENZNWDT, BEDIREE
EBE LN LEEICELET D B LN OEEICELET S
L, L.
5 1R, ER. BILRE~DOEE 6. iEiR, EiR BRILBE~ORE
(1) EESUTEHR L TOWARREED H S | (1) HE USSR L T 5 AREE0 H 5
I ANIZIE, ARAERE LN &y T, BELRWD &L E724T
FLHRFTRE 7o NITIX, AFIB 5 K& BRATREZn oMl LCig, @yl Zn ke
OARAKIE LG8 T 15, —E B I3 ) MaiTo KoMETsz &, [l
TRMEIE AT ) K HBETH L, 2B AEHRRIT V. U Fo
[ARAI DM - fa R 5 A FEMRABRITHE PR - he R E R (04mgkg ~
i S Cuievy, E72, VEGE RO 1.6 mg/kg Z 2B RAENZE A& S)
VEGFR [HEIZL Y, Bzl T IZBWT, HREMIEC K ORI A
RFET, FiPE, RSN 2 ¥ (NIER VB RATE) OB H
ZEPHEINTEY, AFIOEH mERLTWS, ]
KRB, ARIDIE - BIERAERG| Q) BAFOLME~O&F 5 IT#ET D 2
HIZER DR AT B S KIE T A RErE L RUESTRE TGS TR
R D5, ] LAEFIEESELZ L. [BIWER
BERLEOE | o) mahos#xciET 55613, & (T b, &0) CHHFA~BTT
= HAETIESEEZ L, [EBFIgGiT L ENMEINTND. ]
v MELHHICBITT 2720, AN
LR ICHEE RIETAEERD
%, ]
6. MNERE~DES 7. IMNREADEE
INRERT B e VI RESL LT R AKRER, SrER, 2R, S
e, [EEHBEERD 2, ] SF/NRIT T B eI ESL LT
W, BRI . @S
BRCREBRE ORI 7 v MIEEY
WA~OEBRREI N TND., ]
8. BEHRE

ES IR B W TR G SNk
EAEE, 220mg 1 B 1HTHS.
COBICBERINZRIERIEEE L
CRERESE, HFREE, T, R
K, DNELE, BEGEGR, &ifE&
WS ThoT-. WEHRENEDNL
HETE, BEE5EHIEL, RIS
IS U R IE AT H 2 L.
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RN17-1 EAERMGR—ER (&)

— I R

T LN T (R THEZ)

L5 7 =7 KN

R EooiE

7.

(1)
1)
2)

3)

4)

3)

6)

2
1)

2)

3)

4)

EALDEIE

EEELYS:

AFNL, WREICHRFARAIT S Z
L,

KRN D SA T L1 EUENTI Y Th
Do A TIVHRORM FAERILEY)
WCEESTDHZ L,

FRHBLAT I RV B O TR N T
LEAMICLVERTHZ L, R
PR NI EERRD N D LA
ER L2V &,
AFNOFIEN 1T B RAEFERIE RO H
PHERATDHZ L, 7 RUBRRED
EEERET D L,

AN e ORI U 7= VE IR % s S
REHSERNT L,

PR I, T AT D 2 &,
B, RUEHTRELZLELTS
e, BEMAT BG°CLLT) Tid 4
REEILAN, ERERAE (2~8°C) Tix
24 BRI LINIC B 5 2 BT 5 2
L,

B5h

PGB, TR 7 SR R A
MBI LR BRI K VHERT D
Z &, RBRMEBBTED LN HGE
A LN &,
AFNTSFEHER E LToORAND,
SHBEIITbRNE, [ TH
% - &) OESMR]

AFN O EHRE L 25 my/sy B2 73
WwWZ ok,

AFN O IZHT-»>Tid, BEAESE
WHO7 ¢ vs— (02 X% 022 27
ny) HEHL, toFEMERL T
AVHERBER LN &, B, KK
BHEKTHIZ, FHLZF74 % H
JAERREFICCTZ Ty v ad b
L,

9.

BHEEOEE

FEHISZTEE : PTP QLEEDHEAIL PTP
=LY HLTRATAS LD
R4 5 L. [PTP o — b DA
WZE D, BEOEA T A R TR~
AL, FIZITZHEAEEZ U CTHENRR
REOEEREIEEZIIRT L &
NPHEEIN TS, ]
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1.7 [AIFE (R — T2

RN17-1 EAERMGR—ER (&)

— R FE | AT A~T (B TEHRR) L5 7 = =7 KR
8. ZTODEE 10. ZOHDEE
) =24 FATE. ARlog | (D AEGRICTT M7 he b,
@ &; (5~50 mg/kg. @ 1 [E#5) &E%iiﬁzﬁﬂ%ﬁébf:&@%@&%
L&Y BERERICBO TR BDS. )
(ﬁ%ﬁ%@zggﬁ;ﬁj‘z\ Wous kg | @ REELSHEERR (75 FROA
RBRD BT, MERBICE W ) OIFEAF RSN,
Lo T B R OB LT Lo [ 2 WEH ORI 2500, RRBVEIE, EA
% MENTBLT. g aomEg: | ) TR G, BRI
B G 5. TE CE) OISR
Q) wEEE  mAAORRMRIc | SR B D BB R
T, AFBEIC X D S RADREL 2 RERLAR IS
BT 0.5% (14/2890 fil) TH - '
7o AEFEGIHRELL OBRIIAHT
b5,
A E=S
ﬁgig@ 20154 6 A 201442 ATKET (5 480
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& 1.7-2 RIERZ & —

1.7 [AIFE (R — T2

BEx

—REETE | SN2V AT (GBI THE#Z) vV~ (BT Z)
. NRY T 4 ¥y 7 A SREE 100 m . e
e <074 C oy ASTRHE 400 mg S ey 7 XM 100mg
AR AR TS ANy w— ) RS
RY T 4 By 7 A SRERE 100 mg
- AREAH 201044 A 16 H
REEAR N y7 ooy apmtpdoomg | 2008 F716H
AREAHR 201146 A 27 H
FAEAAE A
H
PR A
H
Y RRELE . BIEE, AT EEIETE EESRELE . BIZE, TEEIESED
FEIR 4y ‘) ‘ 1) &E-—EET U)kji* YO ERTHZE
D) WTEER - BRI O EIC k0
R
REY A TII 21407 I JEEE | By~ 1349l T I BERENS
(C1028H1588N2740336S6, 77 T2 : TeHEH 2L, 214 BOT I
23353.63) DR AREN 2 TR ON445 | BEIRFEDND 7R DBEH 2 /3 T DFF 4 43 T D R
BT 2/ Wik URTF RN SR DBE-AAE
ﬂﬁ?*glﬁﬁ (C2171H3355N5730672818, ﬁj\%%
48,811.47) 2D 7a B HEEH 2 43 1D AR
ENDHEX N IE (TR
147,000) THV, HEIP T 2=> bD
ERSIEC RO Y PV m KL,
VESHH TR
LA T (5mL) . T—EH 7 AFEHHE 100 mg :
R=v heT GRETHMZ) 100mg | 1770 Q0mL) FEYFo~7 (i
.o | 4 fRf#I#z) &L C100mg &H
1317/ (20mL) H :
N=Y A7 GRETHBEZ) 400 mg
af
S - KRAS &5+ BARIOIRE YR A RE72 1 | EGFR BRI YIRARE /2T T - FF3ED
e 1T - RO - B G - . SESEE
(1) IR EEHEE UCARAIZM | (1) i bk s L COARBOF
M LT=56 OB IR VL EMET BIPE R OVZE A PEIIHEST. L TR,
ST L TR0, (2) EGFR OB UIBRAHE 22 AT -
(2) RAS (KRAS J TN NRAS) BB T RO - BT 2 AR50
ZhHe - 2hit BoOEHELEZE L LT, BEiGH i FIZER L TIE RAS (KRAS X
W BET % FOBNEITH> Z L, ([ERERRK NRAS) #EETEROFEEZZEL
A oy ] oWz 7o BT, EISEEOBREITH Z L
=3 (3) [BRERAHE) DOHEOWNE % B ( TE&IREKAR) DS |
L, KFIOFEDMER V22 2+ | (3) THFESRE OEONEEZmM L,
IYCER U BT, IS O AHNOHIIER WNZ R % +571T
WREIT5 2 & g L7z B¢, GBS ORIN AT 5
Z &,
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P A T LV EREEER (B - EE)

K172 EERME—ER (&)

—fxAATR | N=Y AT GRE TR Z) 'YX ~T (BETHEZ)
BE, BRAZIZ 2 @M1 E, S=2 5 | @E, RAZIZELE, EY%~T7 (&
~7 (EfaM#fz) LTl farffaz) & LT, Il 400 mg/m2
ik - R 6 mghkg (KHE) % 6047 PA LT TRl | (EREAED % 2 Keff2Nd T, 2EH LR
FET %, 1% 250 mg/m?2 ((KFRER) % 1 R 2NF T
7ok, BEORREICS U CEERET RIEEET 2, ek, BEOREBIZEVE
5, HEET 5,
(1) ARAEORT DM OPUEMIELA | (1) EGFR BEOIREEIBR AR /2T -
%, [BREREEE] RO TEoftho BREOREE - EETIX, 3%V
HE] OHONEEZRML, IR TIFUROT ALY 2 VR
T5HZ L, Hla Gt b FHEIEN R L /e~ T R
(2) EJE (Grade 3 LA L) DFZJEREEMN FNRET B A T AR KN
bobhi-%a1E, TERZELIC Wl oftRIzBWT, AFlo RS
AKEOHEERE T 252 L, 2 & DIEM D RITMFE S LT
( TEXZEWEH] omsi) ( TERIRAAR ) 0B
<HME (Grade 3 LA L) DREREERBED | (2) EGFR BEOBBYIMREE R ST -
JHERE O A 22> R OREN « BEiE T, K &k
BeRilEE AFO Bt AROR SRR & OBFFIIC I T B A RhHER
IO el OIRIE R OB A MEITHEST LTV,
e R ooty
6 mg/k £ 6mHINIC HBOGENEMESA & G2 = &
ghe IR AT omeke X ( TERFRACHE) DIBIR) |
CEfEES  48mgkg | (4) AARERHICHOLDONDZERHD
s - g | 48meke BGIE 6MEMLIAIC 3.6 mgke infusion reaction Z B I 5729,
(BT % M Grade2 LT AFI O EANCHE % 2 3 L AIORT
8 Lok I EEE & BRETTD b, Sblo, ARG
% 36 mgkg fﬁw R IR DR LB A A4 5 %
TE4) QBIEIL Grade 2 D1 F LBl L7277 55 i;ﬁl;)f%smnreactwn PIEBSND T
B, AROREETIET S, ° N
(5) HEE (Grade3U\J:/£4 ) @ infusion
3) EJE (Grade 3 L L) 0) Infusion reaction 2N FEHL L 72 5812i3, AHAID
reaction 23& HHIT=5 N 10) BHAEBELIZHIEL, ﬁ?ﬁ“@bfib\
BehadikL, LI, zlx%%ﬁ;cﬁ L, BE~PEE (Grade 127
HLZpnwzZ b, £72, Grade 2 UUT 4) ) O infusion reaction 23 FEH, L 7=
@ Infusion reaction 233 B HiL7=3 BlTiE, BEGHEEZFEHE L, T D%k
HiE, BEERELZR L THEEICE DOETOHFIZEB T HHEHE L&
545z b, ( TEERERNE HECTREGTHZ L, BEHES
2, TEXZEAMER) 0mEs JBGE U 72 %275 infusion reaction 2%
H) FELHEITE, BEbicibsEd
@ AKHloOEEIZHT->TIE, 17 IEL, BES LN L,
A7 4nF— (02XF 02237 |(6) HE (Grade3w’:ﬁ4 ) DR FEHER
oY) BHEHTL L, DB L 7-5A812E, REITENAK
ﬂ@ﬁi%ﬁ%Té L,
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K172 EERME—ER (&)

— TR | =Y a7 GEGTERR) Y X T~T (Gl z)
(5)  HEHHROFIRE K O R NI B %)
( A LR oEsR) Grade3  A#lo  EHEH  AAO
1) AFIOBERTIT 1 ER &L L DR RS RORE @G
Tomghg 7% k5 lumad | o D
WD, HRABEEIRCEML | La
TREEH100mL &35, 728, e
H R AR AR TRk O s s 200 mg/
& OARFN DO FALPREE I 10 mg/mL ey M TH
%ﬁx&wzgo o I ma Pk
2) ARANL, 60 SyLA LT TAURIE | RGN o B
THIEL, 2L, 1REgERE L 250 mg/
T 1,000 mg 22 HEAE, A gég
BRI CAHR LAY 150 mL & AT RHTE
L, 90 4yLA BN CAaiigiET 5 N
Z &, 150 mg/
m2 T
Grade 2 s
SRy G0
T g G 206 mg/
m2 T
ST Bk
A5
Grade 2 ]L:JJ:
o] 4 P :
JRE - R ‘ T meck
\ZBEE TS 5#kie
o EEEd E5 Rk
o 4BED  FEEHIE
B
A : ROTRIRE & QD OB A B 1 METRRRIE & ODF
LS DBE

V£ 4) Grade |3 NCI-CTC (2% U 5,

(7)  BEFROFERT LK O 53
ARFN OB G TSR 2 RS T
WEWY | sy 7EZAVAETR
AHEHEE CHIRL TH D WVIEHER
BT, 10 mg/53 LA T D% i
T, PIEHERE 2 B, 2 [ B LI
VL RER T CRRIRNIEST T2 =
L, BERTRIIAKIZRGREEF T
WEWETT A v & AREREEIR
I Co77vva2ad5bHlEl,
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K172 EERME—ER (&)

@

0@ ATIER LTS ATREE D
Hhg A ( Tidha, pEhs, 3lidss
~OFeh ] OEEH)

—EA TR | N2 AT (EE TR Z) 'YX ~T (BETHEZ)
(2% (2%

1. AFZzEHEETHEAIE, BARKC | (1) AFIL. BEAFCHOGTE BE
T4t T & D EFMERIZI PR 2B T, DAALFEFRIERIC
T, DAALFRIEIC S 7ok & ITRIN - R EROERMO S &
BB A FFOEMO L & T, AFIN T, AAIDEG) & HE S HL D RERNIC
B & S D ERFNZ OV T O ONTOHRKETHZ &, £z, 1A
HEETH &, Fiz, IRERLA BBHARIZEL D, BE XTZE ORI
W2 G, BEILEOFERICA WA E R OMERRME 2 537 B L
R Qa2+ L, [ RIBEZGTOrLEETDH I &,
BERTHLEETDHI &, (2) EEJE O infusion reaction N FIL L, E

2. MEMHMEERSDLND Z N CIZELHDBME SN TND, FER
HY, B TER S HE S LT, [UESTRR, R, (K
nTnsd, RENZEDLNTZHE mE, BifEk, vayr/nbbb
WZIEAKI OB 2HRIE L, B o, DMEZE, DMEILLHRE SN T
EARNECH ORGSO 2L W5, I OIERIIAAOREB
EBEITHZ &, (MNEEREL) , HH TG T % 1 R LANICEL

S R OER TERREWEH] OHEBH) BINTWDN, FHEFREMEZ T
= 3. EHJE ® Infusion reaction 23 FHL L, 2B HUBEOARANE G THRETH 2
FHCIZELHDBHE STV D, ERHLHOT, BEOREEZ I
JERE LTI, 774 T7F%— R LN bEEIIRG T2 L,
BRAEAR, M/ VRE, S SR, F7-. EE D infusion reaction 2 FHL
FEEL, RRSE NRWLIREE, i A L7=5E1E, AfloRG2EBICH
NHLbNDZ ENbD, EED 1L, S5 Ligwnwz e ( TEEA
Infusion reaction 23 5 O I=H5E FAREE ] KO TERZRENEM )
WZiE, AFloEsERIEL, B DHEZH)
Me, AFIZFERE LN L,
( [ER], [EERERPE B, AFUEIZ S 7= > TITHATC
B, TEXZEWEH) oms EEHGTHZ L,
i)

[ZR] ROEBFIZEHBES LGNS [2R] ROBEFEICEESLEWVWIE)

&) AFID AT x U B 22 B OE o BEAEEE D

AFIDO RT3 U BEE ORBEOREERE | & 5 8BE

OhoEH ([BE], TEXRZEIE

M) DHEBH)

1. EERE (ROBEICTERIZE |1. EBEERS (ROBHBICHEEICES
54524¢L) T5IE)

(1) FVEMmiZe, WEHEEOBEL | (1) MEMREOHEREOH 5 BE
FOBAERED & 5 BE [ NEN [(RIE MR B IESE 58T N
EREMETHIBENRH D, NdhH25 ( THERREWEH] 0mE

o ([BLE], TEXZEWEH) © ) ]
A kot HE) ] @) DRBO b5 BE LT DRELEED

HoBE [DVERBAHEESELRBE
BB L7120, AN X 2 1RE 2
T AI2hl--> Tk, BEOEIR
AL O oMM DAL R OREREE
OFERICEETLZE ( TEER
EANEE] OEBH) , ]
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1.7 [AIFE (R — T2

K172 EERME—ER (&)

—WREIGTE | =Y A~ T GEEFEZ) 'YX ~T (BETHEZ)
2. FEEREXRNEE 2. BEEREXRNEE
(1) Infusionreaction & LT, 774 |(1) AFOEIL, BEHED infusion
T X —ER, MEEE, XE reaction |Zfiff 2 TEERFZ 43 7225t
SRR, FEEN, HESE, WRUR IR, DTELMEFEIT 72 ECHMT D
RIMEERH LN BB D Z &, 2[81H LB O ARK B GBI D
DT, AFNOEEIXEE D Infusion CEJE O infusion reaction % FHL 45
reaction |Zfif X TERERFIZ+-53 72 %t ZEbHDHDT, KA HIER
JEDTE DY EAT > 72 L TR BEOREBICTDICEET S Z &,
952 L, 20 B LA O ARAIF 5 ARFN G- ORAI R G544 T %0 72
\ZH) TEE D Infusion reaction % < &b 1 BERITESREI ONg Z v
FETHIELHDHDT, KA YA vrT=—F5HE) T
H 3Rl EE ORI H0EFE % Z & infusion reaction Z 3Bl L 7=
T 52 L, RFEEH R ORAIRE TraZi, 2T OBE R OYER A 5E
HRTHADR< e 1 ReIIEisE RZEET 5 F TREE I
B (A 2P A v BE=S — o2& (MG RO THERZRE
T5HRYE) T 5 L, Infusion TEH DHEZM)
reaction %Il L7255121%, &7T kB, AN LT T 74 7% —
O K OEAR S 522IZBIiE 35 DOFRERFO—> L LT, AFNZE
FCERELTHIBET L L, F 11 5 Galactose-a-1,3-galactose (ai-
([EF)] <Hi%- A=CEE gal) |23 DIGEHUARA AT L7oBEF 23
THERALDFE>, [EKXZE WEEINTWD, FRE (FR%) I
TER DIEZR) DT LK —EC~ H I
Q) E~ 7R UAME, K0 DA DB 5HHBETIE, a-gallcxtd HIgEHL
HE K OME A Vo 7 ARER & & TR SN Z &G IR TWy
PNLIERBHDLDOT, KRENILYE Do TDOH FRITKT DT LV
Lo BRLART, F7o, KEBRGH RO X—EOHHBET, KENZLDT
=3 R THHIMEPERE (w73 FTT7 4 TX—RNRO LN EOH
UL, BV TLROINTY End b,
L) BE=ZVITHZE, B | Q) Wb RAZ I UAIORHEEEI T 2B
R B D ER D DN GAITIE, FITBWTH, EE D infusion
MBS UEMRE ORIFG O Y) reaction NI L7 L OWMENH DD
TRAEAAT S T &, T, BEOREEZ+SITBET ST
(O TEEE ) <HEk - HEICBE
T O EOEE> KO TERZRE
fEH 1 omEs|) |
3) K~ 7Ry yAiE, &Y U A
JE. AT AERFEBT 5 Z
ERHREINTWD, 2, LDA2
FOLIEEE OB b ST
50T, IREBRGRET, TRE R KNG
P T HITIERERE (w7 x>
T, AV TERRANTT L) &
F=X VU TTHI L, BRERE
DRD LNTHEITIE, RIS
EIREMIEEITO Z &,
(4)  AH & B A OFH U 7SS

R g R TR A SRR R
BRIZIUN T, DA 1k OZRERFEA
WEEIN TV, AAIC KL DIREE
BRtGT B2 H7- - Tid, BEOFH)
IR, 9 it DA LR ORER
HOMEREICEETDZ L,
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& 1.7-2 RERZSE—

1.7 [AIFE (R — T2

Ex (&)

— I R

NR=Y h~7 (GEiaTHEZ)

YR~ T GEaTHEZ)

R EooiE

(5) AFNZ, A7 TR TRICED
TUUIMEHED ) Rz A BE %2 f
FALTWD, Zov v imiEhkmsy
%, BAEZRAMEE N CHE N,
KEEBEICLVEFETHD LR
SNTKEEY S HETHY ., miE
MEVEHRRIRIMIE (TSE) [E5ED 72 8> D
WoNE S (BEU) FEHEICHEA LT
5, 2L, AFNTIZY Ri-ABE
IEEENL TV, flOEEE & [F
BRIz, AFloF5i12k v TSEQE k
B LI L ofE T2y, 20z
Linn, AANZL D TSEBFED Y A
TIIBH TR D EEZ HND
M. BN Y 27 135m2ITEE L
BT, FOEEBFICHHT
HILEBETHZ L,

3. EIEA
<ERNFEH g A (pied) >

BLERTE O — BRI B GG O 2]
R L CHEM LISREICRS N T, e

PEREAI 52 3,085 51 2,595 5] (84%)

WCRHWER RO B, FOERE DN,
SIERERIFE S 1,591 61 (52%) , J\PHZ

73161 (24%) , FZfE iz 605 14

(20%) , &~ 27 % v AME 520
ARZ% 506 61 (16%) ETh

(17%)
>7= (2012 4 12 A %R

< BRI 5 G >
EIN OEERER (55 1 FRERRHUER 13

B, 52 FEERRER 52 41)) 2BV T,
AFIHHEIE G S NN - B
¥ HE 65 B 64 B (98%) (ZEITEA A

bz, ERRIEM (20%24 )

i, B 26 (65%) , RS 39 41
(60%) , F& 364 (55%) , J&FF27
Bl (42%) , TFAE 23 6 (35%) , 1%
~ 7 MUE 18 5] (28%) , PSS
A% 1661 25%) &
OEAAE 1361 (20%) ThHhotz, Ui
SMERARBR I, AFIDEMBE S Sz
HRREPEAE NG - [ FR A 987 il 925 4
(94%) ([ZRIERMRES bilz, E72El
YEFR (Q0%LL 1) 1%, SUERERZFEZ5 526
B (53%) , SREE 52161 (53%) , HLEE
51961 (53%) KO 359 B (36%)

17 % (26%)

Thole UKRRER)

3. ElER

Bl oA B

<ERERRHER >

[EIN D EGFR FBLOS MRS S -5 0s - 1B

IGRE SR E LinA U J T 0 YRt Kl

W) & OB 1T FRRER 022 2 PEETATRIE 5

396, BWEMOER DX, SE
(87.2%) . %% (61.5%) . BHRAIE
(56.4%) . FZRERLE (51.3%) . JNPFAZ
(51.3%) . FH#l (51.3%) . ANE

(51.3%) . &~ 7 32T v AIfE
(51.3%) . ZIHFIE (43.6%) . HEil

(43.6%) . J&F (43.6%) . U 3BER¥
B (30.8%) ThHotz UKERER) , JHAT
AT OIHSER R T bR 2 55 & Lz,
AH e ORI REBINRRGHEIC X 2 g Rk
& OB O T FHERER D 224 M AT RE (]
2 FH, BWEROLEZR GO, RS

(68.2%) . S¥E (63.6%) . MiEDJIE

(50.0%) . Z HFEAE (40.9%) . ZEEE
K (36.4%) Tho7- KRRFE)
PR TR ME D BESEEN R - b R & k4
L LTeARR ek E OFFHIC L 28 1
FEERIRSER O 2 A FEMAE R 33 B, &l
EH O xR b DF, &~ 7 x> v AfE

(75.8%) . FLRERE (66.7%) . SUE

(63.6%) . JNFHZE (57.6%) . A%

(42.4%) . Z9FE (303%) ThoT-

UKGREE)
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K172 EERME—ER (&)

1.7

[F e ] 2 it — T

e, B5 %k L, @b
TAVBEZATH Z &, 728, He3d
D RIEME TGN E D RERR (5
%, MM, BAES) O
FEUZHmEE L, b DER
X9 BB e B 2T 5 T &
£77, MEISCTRER %2
THEOBEIIRETL L,
(<Hi% - A=CEET 5EHAL
DEE> DHEBM)

2) MEMMESR (FEMEMR, MR
HEE, BhREZe, BHEE)  (1.3%)
MEMERREN D bbb Z &
HDHOT, BEOREEIHE
2L, AENPRDLNEHEET,
AHOBEZHIEL, BIFRER
VE RO GO 2R AL E %
1T52¢&, ([EE MEE
51 OHEZH)

— LT | =Y A~ T GEETERZ) vV~ (BT Z)
<FRRABR GBG5> (FOLFIRI X% | <ERNFERARERE (24HE) >
FOLFOX4 & O ftf) TR % O — & #1235 GE 5] D 4451 2 B Gk
AF AL L OPFRIC X 2 EEEIERE | UCHE LRI T, ZetEi s
#B& (FOLFIRIJfH 302, HA%ZE 42006 BiIH 1797 1] (89.6%) (ZRIMEH A
Te) ROVEAMERRER (FOLFOX4 OFA | 8o b, ToELboik, J9E 1091 4
322 f) IZRWT, AFINPFHEG S | (54.4%) | FERERCIE 421 6] (21.0%) .
72 KRAS BT B AR OB MERERS - 1B | 3895 405 41 (20.2%) . J\BHZE 338 44l
o /B 624 B 620 5] (99%) IZEIME | (16.9%) . THI302 41 (15.1%) . %9
AN Lz, ERFEIER (20%L FEIE 201 f51] (10.0%) ZETh -7z, (2011
b)) i, FHI3TLH (59%) , FIB 332 | 4R 2 AR
B (53%) , LFFREREE 301 45
(48%) , L2741 (44%) , W57
196 1 (31%) , ZIERRFZFE % 186 H
(30%) , BERAIRE 160 51 (26%) , 1K
~ 732U AE 156 B (25%) , AN
K 15261 (24%) , WEH: 146 )

(23%) , HIEDOLRIE 141 61 (23%)

Bz R 122 6 (20%) B OYEEE 122 4

(20%) THo7- KK

(1) EXGEMERES (1) EXGEMERES

) EEQOKEEREE 1) EE® infusion reaction (0.5~10%
HEOSBEREER - 395 Ri#) B O infusion reaction & L
(10%) , JNPAZE (4%) , F2f§HL T, RESRR, FHE, KifE,
18 - BRI - FERA (2%) BT g v o BERE L
FREEE (1%A0) R OYMIEE (1% 7T 4 TR U—FERRH S b

R i) NHELLbNDIZENBHDHD LZENBHDLOT, BHFROES
B Lo T, EEORMEERS DN b BARE TV, EEO

infusion reaction 2338 HILIZ A
i3, AFOEEEZEDICHIEL, £
LR, ARZHEEG LW &
( Mg ROy TEE AR
Bl OEZH) |

2) EEOEEEK (0.5~10%FKH)
e RERER [ RIS SERRES, KO
HE N OV, i3 T D RAEME K O
Bt ofER Rk, nEx, &
BE, Bk ] ZbobhsZ &
BHY ., BEOKEER (FICIE
KRRz98) #ERC, UIBIEERZ 24
DN, BRI T Ky
BRI AE 25 2 & 0F L 723 is &
NTWLDOT, EEDKERERDT
O OLNTEEITIE, AR R
IS 2 & L bz, T A RAEME
SUAFEGMEDFER DR BUZ A0 E
L. IS OMERICHRH 25 7220h
REITH Z &, F-, BEIIELT
GR35 X 5 BEICRE Y
52 & (KHE - HEICEET 518
A LEOEE>EBH) |
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K17-2RERMA—E

1.7 [AIFE (R — T2

x (W)

— AR | =V A~ T GG TR ) vV~ (BT Z)
3) EEO Infusion reaction (1% 3) MEMMESR (0.5~10%KH) :
b)) BEYERRBR D 5D Z b D
B & @ Infusion reaction & L C, 7 DT, BIEE+THITATV, Kk, FE
F 74 TR —FER, MEE W, [R5 D R BRAE R S 2B B
JilE, SUESERE, FEEN, EUE, IR ONTGE TG AR IE L,
WL IR, ARMEERH Hbhd 2 XBEOREZ FEHMT 2 & &b,
LB HOT, FEED Infusion B B R Ve RIS O ) e
reaction Z 3O E, AFORE WUEZITH Z &,
ZHIEL, EWEE (7 KLY 4 IDFL (0.5%FKHE)  LEERHD
v, BIBEREAT A FAl, it b ENbHDHOT, BEE Y
A B I UHIE) F OB 7R AL A ATV, BERED NG EITIT
179 & &b, Lk, AFZFE G a2HIEd 52 YR ILE &1 T
HL7nwz e, ([2F], [# 2z &,
=], TEZIAREANEER , < 5) EEOTH (0.5~10%KE) : HJE
A% - AEIcEET SFERLDE O TR OBIAN D B D Z L2
E>DHESMR) BV BEAREITE - G b RS S
4 EEOTH (1%FKiHE) nTns, BEL 5T, Zh
HEO THILOWANH Hoid SOERN S b b BaIiE, 1k
ZERBD, BEO TR UMK HIE (a7 I RE) oL, fik
L AR REICE S IER S HOWMYRLBEEITO Z L,
WEENTWDZEnD, BEO | 6) MEERE (0.5%FKH) : FEIHIR
KEZHDICBIEL, Z0kH7% MARSE, FERESEN D Hbh s Z
EIR D B b =gAIcE, kL ERBHDHDOT, BEETHITITV,
2 (BT RE) o%h, #l HENRD SN EA IS 2T
REFEOWEE LB AT H 2 &, 1T 278 SO R ALEEZIT D 2 &,
o | Y BV LIE (17%) 7y BEREE (0.5~10%KiE) : fifide. M
= QT R, &, LU, &HE= IfE % D B E DRKGED & B i D
- BEEPE D R~ 7 R T AJED ZEBRHDHOT, BIEETHITAT
HOHbhDZ ENHHOT, Mk V BENRED bGAIIEIR S
MERBEEE=FY L TTHE L R iEd 570 EEYAE 1T 5 2
HiC, EROFBBUSEETD L,
&, BEPBEOLNTHEI
X, B E2HIET 57 Sl e
BEATDZ L&, B, Kvrxy
7 AMAEIZERK LT, Ky
LSE, KA Y v A IES O EfiE
BRAE 2O GEAITE, FRTER
NEEATHZENHDHDOTHEER
T5Z L,
6) ™HhEBEMREIFEFERMAELE (Toxic
Epidermal Necrolysis:TEN) , K &
FLIEARAE(ZEE (Stevens-Johnson
FEIREE) (BEEFRH)
H R L AE RIRAE, R s
IREFEER S oD Z LR D
DT, BELEFHTTY, BERN
RO BNEEAIIIER S & Ik
L, W@ERMEEZITH Z &,
ES)  EPE A AR R (fRd) ko x

FEHUHE % Rl L7z,
7%, EPERAR R K& OV i A CidmE o
2o LEWER A BHEERBT & Lz,
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LY3009806 1.7 [FIFERZh S —EE
P A T LV EREEER (B - EE)

K172 EERME—ER (&)

—fRRILTER | N2 AT GRIE TR Z) Y X vwT GRS Z)
2) TOtOEIER 2) ZTOtDEMERES
LT O L 5 eBWEHNERO H AT WD L D REWERNSH &b HE
LEE, JERICE Ul e Wi, ERICIES CCili bl 22 L E 217
EE1T9 2 &, 5T &,
FEEVEE | 10% | 0.5~10% 0.5% BEPE
< B > TET) s Al S
10% 20 | [05%DL I | 0svokel R | | [BHER R, & EHE (K
10% 4 ik il {77~ ;;%L‘ E)' E/}pr
L KA, |5 | #E
1) & TR S FilEo% |7, PO,
ﬁ%ﬁ . VEIE, [T
T 7R %j\f
2) HIE[ARZE W, B |nmei 0RO || hers = 1 T
= (1% |0, 18 oo | |HE# | TH ;fﬁ‘i S“%m
e n T I
%, R .
: R, M |
e SRl T | | [ FLERR D | IR
" VAT ﬁ? é?tlﬂﬁk buﬁff 38
Wb, ~ |k
HARIE Eravry |5E
4) RIE | SRR |RFERE,  |BLRSE, N VR Wb
JEs% B A B o
(48%) |%, B U o SERR
, BB [, AT e
i B, S T - i
(23%) |, T L R LB
. IRPRZE | OB, AN i i
(22%) Far . g R % 1&‘7// Khry o HB?JK\JE_Q
DB R # Ry | AME, X U/;ﬁ/&:m}
(10%) | BAR%IE DMJE |\ TAT R R, fRE
RE, 1R e, & | @,
= N
A JiE JE. K 7 —EH
BEREOE | 5w wEE  |REOR  |ROX VU L
= o & B |E R
12, BB% B 9%, iR ALT ey
i, SRR (AR (GPT) Lk e
m, ERMESE |2 BB FAST
5 B (GoT) k
2 £ H. AlP |k
B, 7+
BB || [ - A0 TR | IR
g || |wn = B
6) Mk /IR I, WEL RS, [mRim, n%
P PR, @ St ik
A3 iIRESE R/ | SFS | R g, PR
fE TR | SRR (BBAE, B . %
7) HRE# Ay WAk T G, O Ectrd
2% U Al %, Bk MO
9, Bk p ke, RE
Wk, 1% f, %E |JEGERE, 2
A BN BB, K
e, & BHZe, B B
RSN ZoRE PR
1L i Bl
8) =0 E, e | B il 5 T T
m el i T %E%‘ﬁ IR 2%
A ZoM | Wais [BEcE  REM. |EwRE
b, Ve C-RSHE |
_ I RIET) B (e
E6) ROBHNDHOAREICE, B HICIRF om0
MIMEZITV, LEARELRIT) 2 &, e
VET) RS, AR E TOENERARE O ey
SHFEOHRICHSEFIM Lz, 7B, E B
PIBRER BRI K OV 2 B A LR D 72 o 7 o
BIEAZBEEARHE LT, P BRE
SElam
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LY3009806 1.7 [FIFERZh S —EE
P A T LV EREEER (B - EE)

K172 EERME—ER (&)

—fRAFE | =Y AT Gl ) BYXowT GRETHBZ)
<R 5> VE 5) 96 BUBRE [T RRR I % C 00 [ IR R S8R & O 2]
10%54 E | 0.5%Bk E [ 0.5%Ai | B A MEORAIIES TR, 7235, EAHEIK
s BEROLAME Tt 5o S
F L gy % Sttt 20 BEPEAH L7z,
bl s [EE e || 0 Mo A5 5 DAL, 15 IR
a5 P b Ot BAZAT, BERMELAT) S 2,
it = = SR || R L oOURRCB 5 R
—nF —, &
- iR, S
B, A
A,
RIRSE,
%% = a
— 1 /RF

2) GHAE (A% | R, R |[ERL, A (AR
E 21%) |0, BB Wik, (B, O
%, WaM: |ME%E, k[N, 0
g5, [BoOW
HEEY |Hh, O
Tl |
B, npE
iehice! A
54

3) MR S, |k, %
3 MERIA | R,
e, ZE | SRR
¥IE, B
e FE e
4) KRE |SERIE (35, & (KR |REE
(53%) |W%, B |#IBL, R (R

A , MBHZ %,  |Eadkik
‘Eﬂﬂ@ﬂi (25%) |\, F |#, %%
=S , BREE B RE PE, o
I R |BE, %
(19%) |RA&fERE |[7TE
e, WiE
JiE, FLBE
5) BRE fEIE REE%, |ERfE
6) ARE%,
AREZIE,
TR
m, &E
HAE
B OEE
DEE
6) MK G BRI (=, FE
S) DiE, B | Bl
AL MERMD | BRI E
JiE, i)
Wi
7) il R,
=ES WAL, 5
M, &
1+
8) Xt KA ik KU e
2% 7 Al 15
Wk, K
VRN
15

25



LY3009806 1.7 [FIFERZh S —EE
P A T LV EREEER (B - EE)

K172 EERME—ER (&)

— A FR | =Y AT GRETHERZ) Y X o~T (Bin TR Z)

10%L4 _E | 0.5%L4 _E | 0.5% A0l | A8 5 A<BH
10%3A
9) B JFHERE R
% (AST
(GOT)
, ALT
(GPT)
, AL-P,
LDH, y-
GTP @ k.
", BE
Jyrey
MFES)
100 Z® BRI, [JER, I [KIEO%
it FEACPE [FORd,  E, #E7
S, |BAk, |iE BB
W e, | MR
ey o TR,
CARE, [, W%
R |,
T—7 )V
B
U, R¥
e,
%, kR
Y,
I, i
HOE, &
TR
i, PO
K, %
K,
A Lo A
oy i
= E6) ROERNDHONEEAIIE, HbICHRA
HREZITV, LEARLEZIT) 2 &,
W7 BRI, KREE TOENERARE
AHREDORRICIESE M L, 723, E
PG R R OV I Tl O 2o 12
BER 2RI & LTz,

4. EEBE~DERS 4. SERBE~DERS
— R E i Tl AT RE MK T — IR S IR PR REAME R L
LTWEZERZLNDT, BED TWABDT, BEDWREL 40108
REZBIER LN OBE5T 52 BURNOEEICRGTL L,
L,
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1.7 [AIFE (R — T2

K172 EERME—ER (&)

NE—IZEVERESNDN, A
TIUTIE AT DTGB I3
LZanZ &,

— TR | =Y AT GERB TR Z) VX~ T (B THEZ)
5. iR ER BRILBE~OKRS5 5. 1R ER RILBE~OKRS5
(1) EFUIEE L CW A AEEME DD | (1) R SUIER L TS etk o $H 5
DAY, G LoR D E IHNZIE, TR LA ISIEN BRI
Witz EEb b LY SN %E % kA5 EHE SN D GAICORR
WCOHRFESH L, REET Flafb4 252 &, MHRT 5 ATRENE
BETDEAL, AABEGICLD Do L BETIE, AEIFEEF, )
S~ farrE (GiEE IR TOBHIEE WD LS IS5 2
PE) IOV THBEICHOHET S Lo [ ot - JRIRFAE~DFE
Z &, [KHI30 mg/kg ZIEIE D = R 2R BRICB VT, ER IR
AP GFERAE) b L RIFECOFKBBEED LARA LN
Tl A, WEKUIRIEIET O 77 ]
MABFRD BTz, ] Q) ETILHomAcx, ELEPIEsE
Q) MHRT DRTEEMED & D i AT, 52 &, [k FIgG Tt FEIHHIC
KA EA, IR G T % P ah s, BV ~7 0k
HAK 6 » A IR EY) AebetiE % WA EZE L, AFIOBSHET R
Az kofEgdszs, (= kst 5:4% 60 H 33L& k7
I AFIITBNT, AFEEIZEL LDEEETS L ( [y
D AREMOILE, TRFEOK T HE) OESH) ]
BRD LN, ]
() TIWIEETZHE1L, BHLE
FIEXEBZ L, £, AAES
ETHOIRIK S EMIFIRA L 22
kotgEsso L, [KAloe b
HHPA~OBITIIRE ST
WA, B b IgG IR IcB T
0T, RRGLBITT D REMD
N H5, ]
PR EDE g™ NRZE~DRE 6. NRE~OBRS5
= R ARE, HAak, FE, 4 R AR, HrAl, R, SR
WT/NRIZR 2 Atk 1 I ST ANk 2 e I3 HEST LT
LCW7e0y, W (BEHRREBRD 20)
7. B#BEHRS 7. B#BEHRS5
FRARERBR CIE, AHI 9 mg/kg £ TD ARORKRESEE L TLHIT
AEREESNTND, £, & 1000 mg/m2 34 5- S 7z, Z DIER]
A (1181 6 mgkg) O 2 f5HHY TRIWERIZHSE ShTunwan, £/
(1181 12 mg/kg) D EARGH] & H FEARFRBRIZ R\ T AR 700 mg/m?
HEINTND, AFOWEEH& 5K % 2 AR TR G LI-FRRZRD b
2B BB ERERIE, B R NEBIERIZ. T3, BIFER (oEd#k
=OTRL, BK, EHETHoT SINTVDLILD EFRIRTH- T,
3, TIUBIIARKIOABHE TR
OOHENTHLDERETH -T2,
8. @ERLMDIEE 8. @ERLMDIEE
(1) AR (1) FREEF
1) A TIEREES, ML B KHN DA 5 T BB A RS T
L7pnZ &, WERY . mffiy 7EERCAR
2)  AFNT AR RHIRICHFR LA AR CAIR L TH D \WIEAIR
i R R R FPICEET 5,
3) AANIEEOWE T, YEH~A 1) oA E DREIZ LRV &,
BORL T2 DT NCRDD Z & 2) AFNE, IBES LnZ b,
WD, BRI TA T 1 3) BAEMRIXECICHEHT D Z &,
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K17-2RERMA—E

1.7 [AIFE (R — T2

x (W)

— I R

NR=Y h~7 (GEiaTHEZ)

YR~ T GEaTHEZ)

Lok

4)

3)

6)

7)

8)

9)
2
1)

2)

3)

AFNOFERIT 1 B G8 L L
Toéomgkg & 705 K51z, wiTpe
WEIIN L enEEAEEIY, A
JRABSRICIRINL T2 &%
100mL &%, mA&RELEL LT
10 mgmL X 722 &,

T 6(mg/kg)

1 [A% 58 L LT 1,000 mg % x
L840, BREHEAHEKR CHAR
LI 1S0mL & 952 &,
FRGIERN TR NIRI L, 2%
TRIRZITRE T D b,
AFNIRAEANZEH L TN
W, FREIL 6 BRI LA
52l RUEHTHERETIC
B GBG U722 WA IR 2 e
17 (2~8°C) L, 24 BERILIANIC
BEBMGT D ENEE LU,
AFN OB E/#£ I B RAER AL
WERAONTRET A 2L,
AH &AL D PESFISU TR & DR
BEHETHZ L,

AAEH OF R VN e O % D
PRIRIIBEIET 5 2 &,

B5h
AFNE, A TA T 4NH—

(02X1Z0223I78Y) ZHNT
BHETDHZ &,
AFNTEFEEEAE LToRA
W, AMEEIITh RV &,

( [Ai& - AE) omEEH)
AFNL, 6053 LL BT T s
THZE, ZEL, 1HEGEEEL
T 1,000 mg ##8x LA, 904>
PLEDNT THRIEfET A Z &,

(2 HTEEE
VTEARNEES- & L, BT, AN
WZIFBE Lz &,

3) ¥B5rF
ARFNDOEEGIHREIL 10 mg/53 AT &
L. ABEEIC IR LAV
L, Fe, BERTHRIZ. AFILR
U HHETT A % B JRAEREAR
RIZT7T7vvaddlE (<H
ik - HEICBEET 20 Eodks >
DEBM)

RO
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K17-2RERMA—E

1.7 [AIFE (R — T2

x (W)

— I R

NR=Y h~7 (GEiaTHEZ)

YR~ T GEaTHEZ)

i Lok

9.
(1)

2)

ZFOMOEE

HEIMT BN T, (LRRIERIBIRD
R VTR - B R & 5

2, s FIEA LIRS
BNEEIN, A%V TT7F
XiFA U T h R KT &
BT FRIE & RNV X~ T DOff
FFIEICAR 2O HES L= &

&, ARAIGEHRE RS A TR
D 5EHE K OFELE RO MNBFRD &
, F7m, AR CHZER,

JRYYE R I R E o & 0F
JE) , THIL O K OB )3
EL{RO LN EOWERDH D,
WSMZ B W TARFNZ I 5 FFnft
EOREAEDRE I N TS,

I ED
TERAEA

2015 4E 8 HekaT (56 13 i)

20154 7 AdkET (G 9k
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LY3009806 1.7
YA T LY SRR (R - ERE)

R 1.7-3EERMG—ER

[F e ] 2 it — T

—IBTR | NNV Re T GREB TR Z)

Wi TNATF 2 A EHE 100 mg/4 mL
. T SATF i HHE 400 mg/16 mL

Egad MR A A

AGREHH | 20074£4 7 18 B

PR AR
H
HHRAFA
H

I 4y A ERRE L BISE, LT SRR AR )
V2) M EE Ml L) T

(RS | 7 VB 24 OB 25 FL 7 2 VB 43 DO ESH 2 b Ak A BB

HEHAF (AT L)
T NATF R EE A 100 mg/4 mL
A - G dmLH : R~V AT GBI HHEZ) 100mg 25 H
T RATF TR EEH 400 mg/16 mL
16mLH : XNV X+T (EEFHHZ) 400mg #5F

IBRTEIBR N RE /R AT - FFEDRENG -

J VL Bf 2 B < GIBRNRE /R AT - FREE DI/ Nt
ZORE - DR | IPELRE

FHARESUTFF R LI

AR B

17« FROIENMIEIE OS5E
T, BISEBEOBEIREIT) Z &,
Q) TFIARBEXIIHERILBEOEE

BifE - R | 2) EEMZIRITRENTW AR ( [BRREHE] OHSH)

(3) EMEMRBIEOS S

T, TRIRIE, BRI 2 B 2 TSR OIR A
4) INEEOLE
1) FIGO Stage IIl DA LD JREEBE IR 5925 Z &,

p)

LT EISEEOBIREIT) T &,

(1) BEOIBRARE LT - FFFEOREN « B M OV - BB & B < YBRANRE 72 1
D) IRRMBMEFRRIECIS N T, RRIOFGER LSRR ShTuhaun,
2)  [ERERAHRE] OHONEZRIN L, AR OA MR OV k2 40 Hig L7z
D) IRRMEBMEFRRIECIS N T, ARIOFGER LSRR ShTuaun,

WZBET S | 3)  [BREREAE] OHONEEZRIN L, KA OAMMER L etz o PEfE L7

Bk £, HER2 U VE AR DO R EIRIE 2 B £ 2 TRANIRG O M2V 2 1
p=8 AL, ESEE OBIREITO 2 &,

(BRERAUHE] DHOWNEZ R L, AFIOAMER VL2 -+ B L7 b
192 &,

2)  [ERERRAHRE] OHONE 2RI L, AR OANER O a2 40 I Biig L7z
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LY3009806 1.7 [FIFERZh S —EE
P A T LV EREEER (B - EE)

K173 EERMAE—ER (&)

—RIIATR | _ANV R~ T GEE TR Z)

IR EIBRARE R HEST - TR OREHG - EAGIE
L OFEEMEEEA & OO HICB T, @, RISV AT (B G T-HHR
%) L LT 1M 5mgkg (KE) T 10 mgkg (KE) ZmEdIRNES+ 5, #
HREE 2 EMU EET 5,
L OFEEMEREEA & OOFHICB T, @, RISV AT (B 6T
%) L LT 1[H 75mgkg ((KE) & allfRNESN 5, Z5MRE 3 BELE
LT 5,

R F R % B < BIBRANRE 72 ES T « PR O IR/ NI i
M OFEEMEEA & OPFHIZB T, @%, ANV X7 (Efs 7k
%) L LT 1E 15mgkg ((KE) ZmMeRIESN 5, 5L 3 EFEMEE
T 5,

- HE | S
M OFEEMEEA & OFFHIZB VT, @H%, ANV X7 (Efs 7k
%) L LT1E 15mgkg ((KE) ZmflskIiESN 35, Z5MRIE 3 EEMEE
T 5,

FARARE T I IR
Ry EFRLEDOPFRICENT, BH, BRAZIESNY X~ T (BB TR Z)
LT 1 E 10mgkg (KE) Z Wi RMESR T2, &5 2 B EE T
%,

TEMEATR B
WHE. RAZFEAINV X~ B FHz) &L T1E 10mgkg ((KE) % 238
MR SE 18] 15 mgkg ((RE) % 3 @M CAMEIRNER 5, 2k, B
ORI XV EEMRIEEIER T 5 2 &,

(1) HEUIBRARRREST - BROME - EFEOLG. AFIIX, 7ok ) Vv

RIEF & G et O U IEEA L O AIc L v 535 2 & ( [EREREE] @
HBH)

R

- b R A % B < VIBRARRE 2R AT - BRI/ NI OGE . ARNIXA AR
PUEMEIES A % & Tefh O FUEMERESA & OPFRIC E V. PIRARRE XTI H R LS
OEE, AANT N7 VXL EOFRICE Y, VIREBEEERBEOCS S, A
NI RBE RO T v FEOFFHIC XY, INBmoGE, KA
RTTFURONT Y22V EOHHICE Y HIGT 22 & ( [BRERKE] ©
HEM)
AAHEPERT DO PUEMEREA X, [BRREE] OHoORNELZRMLTZ
T, @RTHZ L,

2) PEHT DO FUEEE A ORM SCEEZ GG T 5 2 &,

(3) FREMEARBIELSMNC IS 1T D AK B 5 T ORBMER VLML LT
(,\foel,\o

FRIE - R

Eﬁfzg @) EROBRREET - RO - HIBEOBA. AROMRE - ART. (5

- REHE] OEOWNKFEZE LTz LT, K & O T 2 oHUEERE A & OVER

- F DN AIMEFFERRGE CTEIRT B 2 &,

(5) HEMEMRBIEOSE, AFORE - HE, [(BBEREE] OHORNEZEm L
7= BT, BEOWERERIIS U CGRRT L Z &,

6) INFIEDOYE. MOPUEMIEEA] & OO & G4 T % b ARKIHEMEE 5 % ki3
5L (RAIEME RS L W0 EEImR I Ty, [BRERR
E] OEBHW)

(7)  EFHR OFRE R OV IRE ]

) ARHOBEGRFIVLEZ 2 FERE CHEMY . HRABREERIZEINL T
100 mL &9 %, FIEHREENT 90 2572 CEMM#HET S ( DEA LEoERE] oHE
B

2) WPIEEEOAFENBHFTHIVUL, 2EIHOFESIE 60 M TIT>THRY, 2[H
BOBEHIZBWTHAREN B THIIE, TNLUBROFE 5L 30 &G &3
LI ENTE D,
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1.7 [AIFE (R — T2

YA T LF AR G - 55

K173 EERMAE—ER (&)

— IR

NNV AT (B Z)

(25

1. AFZERN AR EIL, BARKRICHORISTE 2EERRICBWNT, A
(LB R ik - R RFOEMO b & T, ABRIENEY) S s D
JEFNZ DWW TORET 5 Z &, ISEEORIRICH Tz > TE, AAIKROEDE
AEAORMNLELZSZBLCHOEET LI L, £, IBERMBITELL, &
FHXIIEOFBECHEIMER EEZ Fad L, REEZRChro&ET52
L,

2. WHILBEADRD b, HCKELFARHRE SN TS, RAIOELEFIZ, H
LEHILEZWENTZGEE., AR O&ES 2 F 1k L, @) R0 2170, LA
Be, AFIZF&ELG LWL ( MEERE) . TERREIER] 0EZBH) |

3. RAUSIREGEEIC L2 A0HE BILE, ikiiinsg) bbbz tndbd,

(1) FioBEICAR ZRESTHH5AF., IFRAIOREEZHEL., BEOLEEZK
D2k, REARTFIROMABINEE L TRV, 1BF LoFRIENE
etk % Ao LB &N 256 %2RE, AFZ&ELE Lanwo & ( EERS)
DB |

2) AANOLEFIZAVEIEREIEIZ L A APHENS bbb -561, AlESERT
LFETCHRANOE G 2R IEL, WERAEZITH 2L ( [ERREER 0oES
)

3) AHNOFER THRICFEMNEZIT O BAZ, AFOBRGKTHLZOHOFHET
oM ER< oL ((THEEREAMEE) . TERX2RER 0ES
)

4, AFOBEIZL VO EEEEEMO Y 27 NEFE AFREEN S S, MIEE (ki

BEE) 2ATIOIRECARERS LEGA, MELAS bbb hn

HD, AFOFEGHICEEOHINAD HbnzGaE, ARG E2FIE L,

TWE LB 24T\, LA, AR EERG Lenwz & ( MEEES ) . [EER

FEAMEE) . [EXREWER OBEESH) |

AF|OF G LY, HiHin (B 2AdSbh, ETICELFINHE ST

5, BEE ol Ty, i (i) AdbbhEaE. ARlOERE % H

L, @MYIRMEZITV, DR, AFZFES L2 e ([E#ER] . TEX

RRIER] OEZBM)

6.  BMIMAFZEAME, —BPERNME MR E, D%, PolE, B, M2 OBk
MARZEMRIEDR & DI, FBEICEIBIRRE SN TS, BEEL THITITVR
FHRRDONTGEITIE, AFOEEZFIEL, BWYRLEESITY Z &, Bk
MARZERIEN & O DN BFITIE, AREZHFRG LR & ( MEEES ] |
TERREWEH] OHEH) |

7. EIMEMRESUIEIIESEZ V—Enb bbb, ETICELFRRE ST
Lo TNHDHERRNH L OILVICEEX, AAlOKE LR L, WORALEZT
2T L, TOLDRBEITIZ, UK, KEIEZHFRG LRV L, 2, KAlo
BE MR E 2 ERAICE TS 2 ( TEEREKRNESE) . TERA
BIVER) OmEESM) |

8. AWM AEINEEREEN D bbb Z ENH D, Al VU IMAEE S
S -Haid, AFoORGE2FIEL, WY RMEEIT) Z & ( TERARIE
M omESE) |

W

(£ (ROBHICERELAGNIE) ]

1. AHIORKE UBUE OBERE D & 5 B HF

2. W& 25mL L EOfEM o) OB EDH 58 it (i) 235 5
h, ECIZELBEWY®S ([BE] |\ TERLFAEH] 0HZR) , ]
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1.7 [AIFE (R — T2

YA T LF AR G - 55

K173 EERMAE—ER (&)

—IREIL TR | SNV R T GG TR )
1. EERE (ROBJFIZIXEBIRETEIE)
(1) HIEBEREEERNORELZEIF L TWHEE [HIEERLALODbhEBZEN
N5 (TERZEIER] OEZBH) ., ]
Q) KRERFIFROWAIDTER L T WEsE [AEBEEREEIC L2 60HERH b
nNa2BENRHL ( [EXREWER] OESR) . ]
3) MWMEBEATHEE NHLAS b sBEnNnd 5, ]
@) ERMEHMER, BEREEOHHEE (HLASLbNIBENAND D, ]
(5) PEERZELS L TCWHEE (HldbbhdBEnnd 5, |
(6) MAREREOCTAEDD 2 BHE DL, M, FEIHEFIRMARTE, ME~RE
RERLLONLIBENRH D, ]
(7)) ®EEORSE [(BiENELT2B8ENN"H D, ]
Q) ) oIMELAEITEIIRER L EOEERLDEEROD HBE [H oMb AR
ENEA IS Db BZENARH D ( TEXZEER) OESH) , ]
9) @EE (TElE~o®&L] OHEBH)
(10) Wi 3R L TW A RO H 2 BH ( Tk, Ekm, HilmE~0&
51, TZ20OMOER] OHSH)
2. EELREARMNEE
() vavz, 7774 7% —, infusion reaction N HOIDH T LN HHDT,
BEEZ 2TV, BEUERDERD SNGEA IR, AFoRGEEFIEL, Y
B (T RLFU v, RIBREAT oA AL fie A& I UAI1%) Loyl
O oo EEI D L. )
b 2) AVGIERBEIC LD EHER S LD Z EnH D, BRRBICBWTRE 2
= FAi% 28 ARFRE L TR WEB AR 285 LRIV, AR 5%
TRICFEIFZAT O GEX. RFOBREGHKTHLZDHBOFHE THoe iM%
B Z L, RAOERKEEEDS T E TCOBUIZRRBRIXH S N2> Ty
2, BHBRBRHIC O W T, AFIOREMEEZET L ( TEXREIE
A1 . [EYERE] omESH) |
3) ®EIERHHDLILDZ ENHDHDOT, BEHMPITNE % EMaHlE L,
UIRLBZ1TH Z &, B, @mIMEORIETAKOFAREICHE LT EAT5
BHBAREIN TS ( TERZEWER] OESHR)
@ BEERPGLONDZERHDHOT, EHEHMMTIIREAZ EHMNHRET S
TEMNEF LW, kB, @EEOCBEICAKNEZELST L L, BAROREILE
NDERTHZENH D, £, BAROEBRKIIAFOHEICHEL T LT
DEMBA BRI TV ( TEXZREWER] OESH) |
(5) MEEBEATZBRETHMHMZROZFNRESHh, £72, WEBFERE L

g & U EBR LRI R BRI W T AFIOFEIZ X0 ik i o 5 B3R5 5
T BMHANRFBD LN TS, iEE (M2 ET) 2079 588 ICAA%Z
BHEIDHEF, BIEE ToIATV, ML gD D &5 IR D3F8 0 i
G EE, AR OBREG P IEZ G THY RIS T 2 &, £z, Mg 25
IIERD 72 < AR 2@ AMEFIRIED IR SN2 BE BN TH, HEIS
BEZBIRL, MR TFHRE D DN 56 I IMERE K& O H i o> "TREME 4
BRLT, AFNOFEEGH E2E 0 THYRAIEZTT ) 2 &,
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1.7 [AIFE (R — T2

YA T LF AR G - 55

K173 EERMAE—ER (&)

— IR

NNV AT (B Z)

R ook

3.

BlEMA

TRIEEI PR A RE 72 AT - TR O - B X7 2 ENERR R O 22 2R
KIGB 140 Bl Je O R 521% O R5 E 0 F AU O 22 M3l e 52451 2,696 B,
RIBRD R T R % bk < AT - R oI/ NI IE 2 )3 2 [E N ERR R O
LV G5 125 B, FARABE ST AR I ISR 2 BN EEERBR D224
PEREARGF A5 120 1), 058 OBZENE S k9~ 2 [E B I [R) i PR 5k o0 22 4 ME R Al e
G5 (EWNEERD 19 B, TR BRI 3 2 E PG R ERER O 22 2RI
RG] 31 B, PR R 5 [ERE AL R R PR BR 0 2 2Rl x5 (ENIE
) 24 FlOF 3,133 FIED 12,107 il (67.3%) IZEIWEHIRD biviz, E72E
YERNZ, AFHpERi 775 6 (24.7%) . BEREAD 769 B (24.5%) . Hif 609
Bl (19.4%) . mIE 561 61 (17.9%) | fEdEEME 500 1 (16.0%) . 5 - e
% 484 1 (15.4%) . BBIEGE 464 5] (14.8%) . Bl 446 6 (142%) . OPNZE
368 Bl (11.7%) . BLEBIE 340 1] (10.9%) . /s 328 61 (10.5%) . JRE
HEEME 328 65 (10.5%) FETh o7 (IRHIEZIEEBINK)

(D
1)

2)

3)

4)

3)

6)

7)

BEXAEIERA

avwd,. TFI72453F0— (19%) :¥awvy., PFH 74 5F— infusion
reaction (EFFS. WREH%. OERE. WEEZES) NbobhdZ03d5
DT, BEEDITITV, BRERBOONEHEZ, &5 2L L, @R
EEITH T &,

HIEEZRA (09%) :HIEEZRARHOLDONDZ ENH Y, FETICEDFINH
HEINTWa, HILEFELEZEI SNTZ5E1E. KBl 2F1E L, @Y7
WEEITH Z &, EERMEILEFILNERT2BENNH DD T, KElZFHE
H Lz &,

Er (03%) :HILEE (FEREE. HEE. LTREES) XILHEILEEU
NOEFA (REXMIRE. WREERE. BEESE) 2HobNDIIEBH
D, HEICELFNHRE SN TWD, BADPRD NG EIIARO®R G %2 H
L, BERAEEITY 2L, £, [RERBEEIIEEOEANRD bbb
BETEH, AFEFEEE LN &,

BUSAEEE : BUSARICREZRIITTIARMENEZ SN, BUISAREEICK
HEILE (05%) RUMHEM (04%) ZOEHENSHLDONDZ LD D,
BEIRRLRIEIC L 2 AOHEN S b b EE 1%, AHERIEET 5 £ TAR O
Hadik L, @ERLEETY Z &,

Hin (194%) : EEEELNFST. HEEHm (tm, FMm) (2.0%) . ff
i (Mg - Em) (1.2%) . BKEm (0.1%) E2xb6bhdZenHb, £
7. BHMm (153%) . WAKM (14%) . BHI (0.1%A50) SOREIEH i)
HOoONAIERDHD, BEEOHMIZBW COIETICEABAHE SN TWD
72, Mt (i) SUIEEOHMAH Hbh-8Haik. AR S % H ik
L., WU EEITH) 2, F2, 2oL A db Sbhn/-EE T, &
EOHMBHRETI2BENNHDLDOT, AFlemHE Len &,

MR : NOMBERME GEEARRES ) | —BERELRE (0.1%) . DA
BE (0.1%KRH) « HDE (01%) . WEM GEEARHE S ) | BKERE
(02%) FOEBRMEERE. RUORHHRLZE (02%) . MERE
(0.1%) FOBRMBRERENLSHLDONDLZENHY ., HEICELHNHE S
NTWDDOT, BEELZ STV, BRENSBOONLHAICIE. AFoRE %
HFIEL, #@URNEEZITH) 2 &, £, BIRMEREREND bbb/ BHE T
I, FARFHIECICED YL H LD T, AFIEFEE LN &,
BMmMEMKE GEERRES) | SlEES ) —F FEEARHESD ) cavko
—IIAREDEME. SMEMRKE. SmMESES ) —E1H 5 on=HGa812Id,
AFNOPR G ZH 1L L, BORLERITY Z &, Fio. EIMEERNE, & ifEk
7V —ERERTIBENRSHDLOT, ZOX ) RBFITTIAANEZFERS Lk
WwWZ ok,
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8) WM FRABEKEMEIRE (0.1%K6) : ATHEEREEREEES (EKX . =8
e, SERE. BB, REEE. KEES%) »"obobhdZl b,
%mE%%im&%b&wWﬁ%%énfwéoﬁ%%+ﬂ’ﬁw Al iR
FENEEERES LRSS, Aflo&S%HIkL, iEoar ha—
S, PURSIEO B 5.5 ®@@&L%%ﬁ5_

9) FT7O—EEERE (0.1%AKHM)  F70— trﬁﬁﬁ%%bhé ENRBHBHD
T, BEL 24TV, BEORAREORENRD bNIEEIIE, 5%
$¢L WE B EITH 2 b

10) B ﬁmﬂ.M@#Mﬁﬁrﬁ&@ﬁ%mbwfﬂmwmwﬁ(M%ﬁﬁ)\ﬂ
¢Hﬁ@(mm0\Emwm¢(mwﬂ\§M(M%)\mmmﬁw
um%)ﬁ%6bné &ﬁ%é@?\ﬁ%%rmﬁﬁﬁ%ﬁéﬁeﬁ%%+
ATV, BEDFRD LN EAICITEY R NEEZITH 2 &, B, BERR
Tth, o HUEME RS AN Kﬁ%ﬁmbﬁﬁnﬁwT\ﬁmbfw&wﬁ&wﬁb
T, BEOFREREADAE, FEBEIFPEGRVEORBUHE NG E D Z & BRHE
ShTns

11) BRI (84%) : GHEKBALOAEITHrbO ML (06%) . M
(02%) . ERIEMHMIER GHEARHE S ) EOBREENH L, HCICED
BIRHE SN TND, 72d, BERRMEMHBERIC OV TIE, AIETEEIELE, HLE
ﬁ% %&’ﬁ%btmﬁﬁiénfwé AR GHITBEE 01TV,

DR BNTEAITIT, WYIRAEEITH Z &
12) DoMﬁMTé(m%iﬁ):OOM&MTéﬂ%Ebﬂé’kﬁ%é®T\
BEE 2TV, BENRD ONIZEAICITEY e AEERIT) 2 L, EE

KB & LT AR IR R ER Tl &Vwb3uL®E$%” BN 22%DHEET
WOLINTEY, FEREHFOEZLIL, T b TV A 7 U U RERIOE G,
FEENBE~DBEHRIBRIBESE OB HBETHo 22 LB HEINTWD

13) ﬁﬁ&%“(m%) ﬁﬁ&%ﬁﬁ%%bﬂé’&ﬁ%é@f BEE I

A ooik (EANE Yt IR LT EEREEZRIE L, EORLEEZTTO Z &
= 14) m&ﬁwmmmr<ﬁr7%&9>:m&ﬁmmmmyﬁﬁmrsemﬁﬁ%

FESEIR B F O MRMRNLEE)LHSDOND ZLRHLOT, EHNITHEL
ﬁﬁ&gﬁﬁ +A’?V AR ER 2 0 5 i, /MR BB REREE
BRODNTHETIE, BEE2TIEL, WYRLEZIT) Z &

7 4) IWEW nﬂcﬁﬁmEvﬁ;_ﬁ&;mﬁﬁﬁm@fﬁﬁﬁauﬂﬁ IRAT LIz 2261 @E%E%I‘ﬂ\f_{ﬂi&ﬁ)ﬁ\ét
1 5) VBRI O FEHG K O WA I TS SN2BE 2 B © & W ENERIC O W CIEBHEERE] &

L7z,
) Zothosl{ERA
PLFD X5 ZREWEANZED b EAICIE, ERICH DY Tl R 0AE 21T 9
Z &,
5%L)_E X THRE AT 1~ 5%l 1%
TR GRISPERSE = = — [WR RS, 0Uh. NUUE, 77 [, (M E v, R
o | B7SY— R = 2 — |t E L g2, WLRRALAR, Jof, HEFENE
WRRER L oo b ) IR, e
(16.0%)
BHE (148%) . BL |0, WAK. HEE, 35 [HEm. 3% BIERE. M
(142%) . HA% ek TR, e, PR,
i (11.7%) . THi, wank, {8 Fa. BENE. MYe. MREHEE. W
) L FbEREgE, Wk, Tk,
JEPYJE B . DR
S REABME (10.5%) R i B BUN #0, 7 L7F=>
WA R 2% from

frFgne A (AST (GOT) L [ife Y Ly i
iR H.. ALT (GPT) LkH.| y-
GTP #§ll. LDH #4N%5)

U L REREIA . 74 7Y » |[INREIN, 74 7Y

i - D & ~—Hi/m B, AERECEAT, APTT 4E
" Fo. APHREEHEN, 7 m bm
VB HRIER
b |PUUE (17.9%) | EERFES . AR

NRHE 6
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5%LL ESUTHAFE A 1~ 5% A il 1%
BLERE (10.9%) . %2, K |GBFRILE, FREETE. N |ALBE, FEE, REE, &2
i JEZEEIES) | HIBLVER RGATE B, REEAE REHIBL, BEREse, JNBHZE, TR
6 BRI, Bk
BAEH e, A VOB, FhE RS REEL, AR
- HkE ORI, BORE) L W
JHETF. NS
it 786 1 S 5 7 6) Loo< v, FEiEkRE, WHEH VW MR R, S, R
MEBER . i . IREEFRIE
AR AR pE 5 E O %ﬁ%\ﬁﬁ%mxﬁﬁ
M= L AF m— i, (g ) e, ) hY Y
FTVT R R LA ML RERSEN, A
U U AMUSE, REARD. &
AEIMAE, HLh A v 7 A9
rem D RFT ROBERE. Al
Ny AE, S IRE,
Ja—)gh, @~ rxvy
ALE, (K~ 27 % A
JiE, M U A, K
71U 7 ASE
T - BRI (154%) . F | DRGERY: (RUHEELS) | BNk, MO5E, 13T, K
B BPRRAEALES | SPELEE [IRERECD. AL- P RS SRR |EEN. MR, MR TR,
A (AR O PETERE, WAL, CRP L&, ¥ | # 7 —T VBIEAOHE (K
FHBAL OGS (&%) e RIET) . RS, pkE~
Z Ofth P SN 7/ N = BN [ |
BHEV, BEK, BHIETE,
B, kg, HOMES. R
Yetbf e, HARPUE, A
HifR, PR, IR
* 6) WM OR EREG L OH MG IS Tl SN BEZ R TE 20 AER IOV TITBE AR &

L7,
e PR TN
HEMBRIRARBRIZ 5V T 65 BRI AGE & Hl L, 65 REDL L Hol CAAIR Y

WL AR FEAE, —IBMERMAE MR AR, O 255 O Bh R M A2 ZEARE D FE B =R
®L‘fm>w&>%nto B TiE, BERREVERND bbb\, B
OWREEE FCBE L 2N b EREICE T2 L ( TERZENER) 0ES
i

5 1R, ER. BILBRE~OKRS

1) &%Xi%%bfwéﬁ*ﬁm%é%%*i%%i@ﬁéﬁﬁﬁ@ﬁ%i@é
LHBF SN DA ORZEET D 2 L, TIRT D ATREMEDS & D B IR, AFH
Behr, %@J&ﬁﬁﬂﬁ%ﬁﬁméio#ﬁ%@“é_&o T, RRELK TR
K6 » ARITBHIEEZ WD L O BET A2 & [KRIERG SN BE THF
EHTHROHENRESN TS, £72, AFZ VX GYETRAE) (o

HL7z& 2 A, I - IREFHER OMEATEERRO b2] (T2 O/MoER)
DIESBW) |

R

2) BIRIESTIHAICEFEAEFIESED 2 L, F2, AAEER TR L
6 AM iP?LLm\ EREE LW [b b IgG AT T 20T,
AFNIHIR ORI EE RIETAReEnH 5] ( [ZoMoiEE] 0ES
ﬁﬁ) 5

6. RE~ADEE

(D) ﬂ&l’fuéﬁgﬁjm AW, LR PRI/ NRIZH T D LML L TR

( TZDfoER) @Iﬁi%ﬁﬁ) o
(2) /NRFETEHBIE (FALSOIA) Db Hbivd L DOWMENRH 5,

7. BERS
bt h TR ENEREARTHD 20 mgkg FRIRNELS) (cBWT, BEEDOR
Fﬁrﬁ)wu&) E‘vhf_o
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—RIIATR | _ANV R~ T GEE TR Z)
8. HEHALDOIE

(1) FREE
) ARAOBEFRFIISLEREZTERE CHEMY . HRAREERIZERML TH
100mL &35,
R = B SR
JEEEE
& LY f(mL) = A 5 (kg) X (mg/kg)
25(mg/mL)
1 [l i WP & LY f(mL)FH
5 mg/kg P& B fi(mL) = KT (kg) X 0.2(mL/kg)
7.5 mg/kg & B fit(mL) = K (kg) X 0.3(mL/kg)
10 mg/kg B B m(mL) = (K (kg) X 0.4(mL/kg)
15 mg/kg P& Y fi(mL) = K (kg) X 0.6(mL/kg)

2) HEAEBESEERDSMNIEH LN &,

3) HRFAM L, SRRBITECHITHER T 2 &, £70, BRIKIIFEETHZ &,

(2 ®5E

1) AKAE T RUBRREZIREG LSS, SNV AT OO BEIEL D%
NRH B0, 7 RUBRKRE ORAZH#ET, AFIE 7 R OBEREOR Uik
FTA v ERHWRIEE G131 Th7e 2 &y

2) AANIAWEHER E L ToLAV, BRI IThRVWS E ( [AE - AE]

DIEZW) |
S%L@E 9. ZTOmOIE

= 1) UYXO - BIEABR (10~100 mgkg Z2ERRLEG) 2B\ T, JRIEAKRE
OWY . WIROEEN, I - Bk R 26T 2 REOBEMNED biviz,

Q) Hhh =7 A VNV CTIIAROXKEES 2~50 mg/kg, H 1 [BIXI3HE 2 [\#5)
2L, EERENR CEMRIE RIS ED biviz,

(3) WESMBIRFRBRIZ W TARA LR IEZ DR U7z AR AT Lot B 1, (bSPRik
DF7 Fh LT B L LT, IIERE R 2 (B-HCG MR AT 3 » A
DL Efk#E 9 2 M A & H>> FSH=30 MIU/mL) OFILRNE N EDORENRH Y |
LR T O RTREME RIB S iz, 72k, ARAIF IEZICITE & A EDBE THNE
HEEDORIENED G TNDED, REDOEZEE~DO RN 2 ZBIITYTH
2o

(4) AFEGEHICHEEERENER L ORELRDH Y, LI RARATR— PR
AN Z B G T H D VEEGRBNHHEETH-oT-, o, AFl%2ETe & B
ARREFE L B AR AR R — bR MA & OF IR BB EESE O BL N 5 Al HE
PEDPRIBE NI & DWENRD B,

(5) WISAMERBICHT 2N G - AR BEAICRWT, MR, IR
W&, EFIRH I, MRS OREENH H>bh s Z ERMEIh T\ a,
AR E W ERNE G T HI1CH72> T, AFOREY) 2 MEBRE T TR T
L0, BEERIREIYEN S 6oL, KPIZE > 23 THRE STV D,
Fo, WHMZEBWT, O, MAETERLLDND Z EAMESh T
2o

T CEHED

jrionys 2015 4E 12 AkET (5 16 B
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P A T LV SRR

F20xx 4 xx H kGl (3 xx hfD) H AP Sy JEE B
X2015 4= 6 A GET 87 4291

REMESS t M VEGFR-2® £/ 40—+ Lk

LS ﬂ‘fﬁlﬂf@ﬁiﬁﬁﬁiﬂiiﬁ 100mg®

B

U s YA S LY RiEEER 500mg”

ICL VTS E) ® @
TKFRFE R | 22700AMX00664 | 22700AMX00665
e W Y. 2~8°C TR Cyramza® Injection SR | 20154E 5 A 201545 1
FERHIIR : AMEE IR SLYNTT (EEFHEBEZ) GEHE BR5EEALA | 20154E6 A 20154 6 A
sox | ZhERiE N
ERSFEA | 20144E4 1 2014 4% 4 A

1¥) VEGFR-2 : Vascular Endothelial Growth Factor Receptor -2 (Ifil & PN Bz B SR 15 514 2)

(&= \ [3h8E - $HR]

1. XFEIE, BEECHORIETESERERICENT, KA MU ET - BROEE
LEEEICHRGME - BREFOEMO L LT, RED AR TEAEST - BEORE - BB
BENEY L HI SN BEFICOVTOHEET H &, il .
Ffz. AERBICKLL. BEEXEZTORKICHEDERY D L<%hEE - HRICEHET AHEALDEE> :
EREET2HBAL. REZHTHLERETHI L, L AR ORI FIR 31T B AR ME R OV Sk A 3T

2. DEHEE. MNEEESZOEELHIROEERENSH LD S LTuhRLY,
N, REICESFNMESNTIND, BERETDITITULN. D2 AKHN D WAL FEIRIEI BT DA R O M3 RESE LT
BEELNEOONEBEICIE. HE5EHRLEL, BULELEE AV AN
T52¢, EEOEBIRMEERENSH OONzEEICIE. 3 B UIBR A RE A LT - B O B OGS TSI D
AFEFERES LAV E, [ TEEERS] RU TEXAE W, TR OEONAZE L, AFIOA MR
ER1 DIESE] L YRR LT T, MISEE OBIREIT )

3. EF’O)JW[:"“H.‘.JIM“%%#’)*L RTICEZHMNR/ESNT & [ TERIRAAE ) oTEESR]
W3, BERE+2ITITL., BEEAROON-BEICE, B DA BRI EE AR ELT - FR O - BIBEOBE . THE
E#dutL. ﬁﬂlfc;&_%% '3 L, EEQHmAH D COEGER DTEONREEZ L. AFI OB ER OV e R+
h=BFICIX, AFEBRS LGV E, [ TEERSE) DO ICHER LI BT EIGBREOBRETO 2L, [ THUR
EU TEX%GEWERI OEBESE] LR oTEBE]

4. HILE %?—?L?b“ﬁ%bh RTICEZBINMEEN TS,
BRE+2ITV. EEARBOONSEICE, 544

kL. fﬂﬂ]?&kﬁ’éﬁ5 &, HIEBEAAHOONIZE : .
Eiik. AEEBLRELAVNCE, [ [EELRE] RO JE-% EJZ)\( [ 282 1@, SLVIILYT (GEIEFHEEZ)
IEX%RIMER] DESE] ELT 1[0 8mgkg (AE) £H &% 60 HhITTHRERE

‘9"60 TH. E%@&ﬁﬁl J:Ua@ﬂﬁg‘é‘éo

[£E2 xossiciEmsLancs) )
1. AFOBS IR LEELBREDEEENHDEE
2. l&ﬁmlli&ﬂ)& L‘CL\Zo‘Iﬁ‘é’rio)?i;étm)k [ THEt@. EELR.

4')/7’73 L iE g 7K$EW% l/‘hn')ﬂ' FRUYIILADY
SYNEDHABIZENT, BE. RAICF 2BMIC1E. 5
LT GEGFHBZ) £LT 10 8maky (KE) &
BEEE 60 NTTHRFEHIT S, BH. BEORKEICLY

. BEREY D,
CAERL - K] e <R BRIHET SRR EORE> :
A, wam100ms | Wedo00my L BB AT - BROUMOG S, AL 7Y 2%
AR (AT ) 10 mL SomL ‘E/l/u%@hfﬁﬂéf%l 1& OB I T DB K OV
- A N\
o - AR <E{i‘;‘;ﬁ;ﬁ??m (w,?{f;;;ﬁg.?m : ;;gt;f;%afg@% - FIR O - OB . AR L O
(7 )  oome S ome L AT A UEMIEEALT . R OEONEE B LT
LEXFUL 6.5 mg 325 mg © o bT EmRTLHZ L, [ TEURMEE OS]
- L-b A F VU 122 mg 61.0 e 3. PFHT 2 o G HENES A OIS L ARG T H Z L,
7Jl] KT ] ) DA ARG RFICSH SIS infusion reaction & R & E D 72
L1 99.8 mg 499 mg o, AROBERNICHE R IVH (P72 KT I
SALF Y T4 438 mg 219 mg D) ONBEEEZEETL L, 7y~ RED 1 Xt 2 o
RY AR 80 | LOmg — L mS'O mg © infusion reaction 23 & LN TZIHE T, REHE GO 04T 5
etk - T 8 L ERAS ARG L, A o
~EREDH (EHA) - infusion reaction 23 & H LI HHAITIL, Fie A ¥ I VA
PH 763 LR REMURA (TR b7 7 =) RORIE Bac%:fw
BB DOEVA (fﬂwbw// 1 ik dao &, [ TEHER
(PR AR5 2 kL) 1 . EZIKE/JHEF'J KOY TEKRZEIVER] OESK]
15, 7 L— FED 3 X% 4 @ infusion reaction 73 &% &N HEIC

I, AAlOEEZBELIZHIEL, F'ﬂﬁﬁbtﬁb\:t TL—

FED 1 %13 2 @ infusion reaction 283 &b - HBEITIE, %

HEZ S0%H#H L, TOH%OETOREIC kb‘f%ﬁﬁ

Lo hmEcbda2 s, [ [HEERQERMER KO
[ERZEIWER] OEZH]

- 6. mﬂurﬂtimﬁﬁﬂbﬁ)bﬂt ZiE, UToHHEE B2

WCARH 2 AR T i?ﬁ’ﬂ—-ijﬂ:@'é L, [INaEEE

) AFE, v AIzn—~vifilaz v ciliEsh g, WETRORM
Bgy & LCo v migikpksy (FA7Iy) ERLTHD,
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LY3009806
YA T LY R

G THSEZREARNER) KO THERXZEWEHR] OHS
]

PR AL

WEGERED 7 | BRIEAIC £ % TAM & (10, BLEA = > |
L= FED | m—TE 5 LD IS ¥ THRET 5,
20 X7V | BIEANC £ DI 2T > Ch 2y ha—
— U3 | L TEACBAIE, BEETIET S,
I8

BER |1 AIRE AR | PIEZEER 1 BREAR 2 g R 1T
2 g UL BT TIaETHhREL, BT LIHEGICIE
6 mg/kg (2T 5,

2 [alHLABE DS BIRG : 1 HIRE A= 2g R
W RT T A E IR L, HT A8
AI2IE S mgkg I2HiET 5,

| BIREA&E | REE2HIET2,

3g J:J\Lii—z) .
NiEx7m—
EIE R & %
i)

ik
i

1) AFEFEGIEAGERE (ver. 4.0)

2) 24WFEIE IR 2 W2 RIRBRAE DR E LA, EMNEERSE I3RS

DEA/ I VT F= U ENET D,

7 BRI

KA OEERIT, AROLEREHE L, LERE ERE
THETY | AR AR T IR AR R LR LT

A 250mL & L THWA, BiRiE+oIciRind 52 &,
[ A EoEE] oHESR]

(ERLoEE]

1.
(€0

@

(©)
(©)
®)
(6)

@)

)

@

(©)

(©)
1

2)

3)

REERE (ROBEICIXREICRETSHCE)

nAe FEARIE XX Z OO H 2 BE DL, fMim s
fEE, MEREENHEbNIBZRR’H D, ]
mIEEOBRE [(RiENE T I2B8ERHD, ( TH
% ARICE#ET 26/ EoEE) kO TEEZRANTE
B oEZR) ]

L& 72 PIBEN O RIEEZ ADFL TV A EBHE [T LEZEL
NoHbbILdBENRH D, ]

H Ifn 52 R 0BR[] R B8 0 & D BBE XUTHUEEE A &2 & 5- L C
WHEHE [HinbobhdsEhnd b, ]

WALE IS O I3RS 5TV 5 B3 (i3 ik &
NLIBENRH D, ]

K& R TFHOMABIDIER L T ARWESE [AEHREREEIC
K28 HER D b dBETNNH D, ( TEERILAN
EE oESR) ]

WEONFREE (FEEOFEEA, TFHENEZ /5 A, T
I K HERRIEK, FBEIEGER) 267585 [FHk
RRELT2BENLRD D, ( TEEARLERNER) OHE
ZH) ]

BEELERANIE

Infusion reaction 3% HPONL Z ERH Y, 2 F B LIFEOAR
AEFCLHEbNDZ ENnD D, AFloEE T, BEE
@ infusion reaction {Zfi X CERARFIC 143 72k m D T& B Y
%2 ITo7c ECBRAT 22 &, Fio, AFIBEGFIR, B
OIRREZBLE L, @BUERSRBD SN GE T, @)k
WiExITH> 2k, [ THIE - AEICEET LA EoER)
KO TEHRREWER] OHESR]
FIERD HbND Z ENH DD T, KA GBMGET RO
BHEMMIEEMOChEZRET S Z L, mMERD S
bNIGAEIE, BIEAOR %, MURAEEZITY 2 &,
[ TR - HEICBEET A EoERE] RO MEERS
DIES ]

X7 a—BEFEHE, BEARPSLDONIZERHDHDT,
AANE G MBI IREAEZ EHICRET S Z &, BERN
O OLNTHEITIE, AFIOKRIE, BE UIE G2 R ikT
L7pL, U REEITO 2L, [ THE - ARICBEES
LM EoEE] RO THERREWER ] omEsR]

AHNT, BMEIRIEIC B A RIZ T AletEn H 5,
FilizTELTODEAICIE, RO AKIO® S % H
W5z,

FHRRICABNZH G T D8IE, BERNERL TS Z &
AR L, EERAETHZENEE LY,
BIEIRIIC L2 B HENR S b b= 5A 12X, AlES TG
THECARANOEGZHIEL, WYRLEZITY Z &,

1.8 IfI3CE (%)

(5) HEEEDNTFIEE (EEDNFEZ (Child-Pugh 2338 B X% CO)

2

~

3)

4)

5)

6)

7

TFMERGAE 2 £ 5 FFREZS, FFFREZELC J 5 8012 MK, IFRHE
[BERE) & AT B BF BT, AAUEEIT L 0 RN
(LUt b DRGNS D, FEOFFHEE L HS 5 BFE T
BEREOAEIIEEICHIT 5 - L, #5554,
B THITAT. REASED DA, ARIOR
BT 57 Y. WOIRERTTD T k.

ElfEMA
BEYBRTRELET - BEDOBE -
<BEMBS5TORE>

B RE 3G & U7 ARHI R 512 X % 41 E 2 AR JE1E
ZACLEBGABRIC BT, AFIR G S 236 fildh, Fie
BIERIZIESR (28.8%) | mILE (16.1%) . FH (14.4%)
LThote,  UKFRE)

<N ) A XE )L HARS TORE>

HREEBEEZNRE LA L7 U 2 X2 Lot AEEIC
& 2 [EIBR 2 [R5 AR S 2 AL LB BR 1T B\ T ARHI A3 3¢
Haniz 327 60F (BARNIER 68 Bz E&Te) . E2EIEH
IR EIAE (56.9%) | HFHERBUDE (544%) . H
MERMAE (33.9%) . F#l (32.4%) . &t (30.6%)
LThote,  (KFRE)

BEYBRTAELET - BROHE - BERE -
<FOLFIRI }f %5 TOBHE>

FhG - EAGFRERE A & LI AKI L FOLFIRI BHHIC L D
[ B 36 ) 275 T A R 2 AL L BGRBR IC BV T AFIRFE X
N7z 529 Bl (BARNIER] 74 Bl & &de) . E7RIVER A
ek A E (588%) | st (335%) . AHINK
(30.8%) . IM/RIBAE (28.4%) . EILE (26.1%) %
Thotz, CKRE)

BXAEIER

BARMAEERE (1.7%%7 . 1.6%7F2)) | #HikMEER
fE (3.8%7%") [ 6.7%%2))  LFFEZE (04%%Y | 02%
E20) | M EREE (0.8% Y | 0.6%F2) ) SoBikiMmAe
FERIE, WZEAE (1.7%F1) | 2.6%™%) ) ZoIRimAR%E
BIENRHODLNDZERHY, HELICELIFRHRESINT
W5, BEETSITATY, BREPEO NG AEICIE. K
Foghzhik L, MYRLEZITH>Z L, o, BEED
BINRIMAR FERRIE AN B b b B 1T, AF 2 H#% 5 L
WZ &,

Infusion reaction (0.4%%" | 5.8%%2) ) : e L,
(I E, R IR, &S SO 25 D infusion reaction 738 5
bR HDT, REEGHITEFTOREL 7
BeEL, 7 L— R 3 YT 4 @ infusion reaction 23328 5
NiHA R, ARoBEGEBELICHIE L, @Y7 0LE %
175 &bl IR, ARZHES Lewo e, [ TH
% HEICHEET A EomEE) RO TEEREANTE
Bl omEzRE]

HIEEZETL (0.8%%" | 1.5%%2) )  MLEZRILLDH D
bbb ENHY, HCICELFNBRES LTS, Mk
BHRILDBD bNTHEICIE, AAloB S 2 IE L, w#EY)
RAEELTD T &, Elo, HEERILN S b b BEIC
I, RANEFES L2 L,

M (12.7%%" | 43.1%%2) ) : ¥{LEHM (64%FY |
114%%2) ) SEoHmMNH b b2 ENHY ., HICICE
DHINRHE SN TWD, BEEE+H3ITITV, HEOHMmA
RO LNTHAITIE, AROFEGZFIE L, @Y 2R 0E
7ok, /o, EEOHMND LbhmBEITIZ, KA
EHEE LN L,

FHREREAE (4.7%% | 57.1%%2)) | BmEEDE
(0.4%% 7 | 21.0%7%2) ) : #FHERIE, B fEREDE
B O BT R BRI E (04% 7D | 34%72 ) bbb
N2 EnH50T, EHCMEREZ1T D 72 EBIR %
FTATV, BE RO SN EAITIE, WY AL E & 4T
2z &,

SoMmEDLRE (04%%V [ 1.4%%2 ) : 5 o MmbELAR
ENRHLONEZENHHDOT, BEEHOITV., B
BRD ONIIGEITIE, RFOFEEZPILT 572 L, GEl)
TRALEELTH Z b,

BUSARIEE (0.7%%2)) : AMGIAICH B4 MF 4 ThE
PERH Y, AUEHEEEEICLD2AHEND bbhd Z &N
b5, ABEIEEREEIC L 2 GHER S b oL,
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YA T LY R RN

BIENIRET 5 E CTARBIOE G ZF 1L L, @Y 0E%E1T

22 &,

EF (0.4%%V . 05%%2) ) BARDLDNDLZ EN

bBHOT, BEEFSIATV., BEBRD LREGEITE,

AFNOB G-I L, WYRLEZITY Z &,

AR O ERNEERE (0.1%%2) ) AL VR IME

JEERER D LD ENHDHOT, &, FAF. AL,

R ESDSGES DNTHA I, AFlOESs 2Pk L,

MED =z br—/L JUREEKOE 5 EOHY) /R I0LE 51T

22 &,

10) * 70— FERE (04%%2)) . EAR (3.0%%") |
16.9%*%2) ) . x7u—VEER., EARSHLDOND Z
ERHLOT, BEETHIITY. BRESBO NG E
Wik, AFOFEEZ T 5L, WUIRAERITH Z L,

8

=

9

~

1.8 IfI3CE (%)

I) BEBEEGGR L LIEARE RY Y 2% VIR HEEC K 2 EERILE

AR Ol - PRS2 45 L L/ AH & FOLFIRL PF 512 & %

EFSE R 5 5 BBUHE DL LS ST L7,

[ Ak - AECBES DA EoEE] KO THER K
AR DHSR]

11) MEMEMES (04%*0 . 1.1%%2 ) : BEMHMEER S
bbb H0T, BRETHITTN, RENSBD
LB E T, AFORE 2k L, WU 0EZT S
ZL,

D) HEEEE AR U ARKIORME 512 X 25 E R
BRI D RBURE IS X G LT,

H2) HEBEEHRE LIEAFIE 7 U 4 XA AL
K o EEEEFERE (BANEG 68 #il % &te) LU
1 - B ERE A R & LAAI L FOLFIRI ff A 3 51
£ 2 EEE LR (BARNER] 74 FlEETe) ICEBITD
FEHBEE OEFHCES TR L,

3) AEFLILEAFELE (ver. 4.0)

(2) Z0thaEIER
LD X 2 2BIERDRD b= Hacid, ERICAbE
THYRLEEITH Z L,

1) Bk 5

EIWER 2% 20%LA k= 5~20% A 5% ANl
;3 i SRR iE
JHAESER (e [ 55 PHE
RIRE e Ifn
R KAV v A

JE. KT hU D

L IfE
KIE b N A
ZDfth GIERE HERBEL 0D S8

) BEEZ NG L UAR OB G & 2 EBRRRBRICIS T 5%
DU RS & Fik L 72,

2) BHARSHE

BIVEM %8 20% LA I 5~20% A 5% At
i i MR E
SHAE SR T, MEE .
oWk, A5
Jloe1:s
FFF B AST (GOT) #§
m. ALT (GPT)
i
RIRES 5 1L LEX QT iR
FEOR 35 % N L %
ok, B SGERG
R K77 | K7 b Y oA
JiE JE. KU VU fgm
2 mi 7 vryrs=
AN
B Fi i i
R§ . KR | W, SERK
B, PE R | SR
F6 IR0 A A E
Z0fth W gy M) | SRR, AN MK | IRBEVEME. Bim
SE . RAEMEE | EED . BIRO | FE
Ji RIE

4. ERE~DOEE
— I E S CIRAETEENME T LTS 2 RSN,
BE O BIE L2 HEEICHEST 52 L,

5. 3R, Eif. RAREF~OKRE

(1) 4 XATATER LTV B Al 0 & 28 NITix, RAIZ &5

LW Z &, IR ATRE 2R AT 1T, ARFIE G- B OAHA 3%

GRT th, —ERIMISE eBHTE AT O KO ET L L,

[(AFI O - MR AFBERBRIIER S Ty, £72,

VEGF &Y VEGFR [EIZ L Y. BICBWTIRSEL, ]

PE. RFBIESENR - S 2 ERWE S TR ) AFO

TERRER B . ARFIDIE « MEVERAE R O HAER OFEITE

B RIETAREER D B, ]

BATOREIERET AT, BlehiEswgs L,

[B b IgG 1Tt FAHHITBATT 572, AFITILIEICE

BA RAZTAREERH D, ]

6. INREADEE
INBEIT R B AT MESL L TRy, [ AR 72
AN

7. BRALEDIEE

(1) FPEeF

1) AFNE, EEAOCAHRARAZITY 2 &,

2) KFNOASALTE 1 BEEWNGIY Th D, A T A ORM

FRRITECERET S 2L,

FRRLATIC REME R SE AN 2N 2 & & BRI & 0 esdd

DI, RRMEEYIIEGRRBD LNLGEFER LA

W2 &,

AFIOFEIIF A RABRBEROAEZHEHAIT 2L, 7K

U PEAIR & OFRAERET D Z L,

5) AHIK OFREL U 72 il & OSSR & 5 SR Z &

6) B IT, ESLNIHEHT DL, 2B, SLEETHRE
I LTAHEA, RIRAGF (30°C BLF) TiX 4 BRI,
BT (2~8°C) Ti 24 FERLINICE G- 2 BT 5 =
&,

(2) H‘ErF

1) 5T, AR L EMRICREERY R N2 L2 BRI

IVHERTH L, RIEHEEDARDONLGAITHERL

AAYIPEN

ARENTERFFER & LToRHAV, 20lFHEII ThRn D

Lo [T - HE) omEsi]

3) AFNOFEHE L 25 mg/y AN &,

4) KR OEHICHTe > T, BHEGRE O 7 45— (0.2
M 022 I78my) EEMAL, MoK ERUTUT A %6
ALz &, B, AFIBEKRTHIT, BHLZTA v
ZARARSHEKICCZ Iy ad52 L,

8. ZODEE

(1) Elsh =27 A Pt AROERE (5~50 mgkg,
1 EIEE) 2D, BiRERIC B CIEE & OVE ik
B, W ONRERIEE R BB bivlz, HUiERiBizkn
T, BAROBHEEFTROBERIIRF SN TEHT, Ui
FTROEEME R CH 3 2,

2

~

3

~

4

=

2

~

(2) s ENE  ENADERRBRICEW T, AFEEICL D H
FHURORBIEE T 0.5% (14/2890 #il) THo7-, AEF
GRBE OBRRITRATSH S,

[FEhrE] =

1. Mo

(1) HREEGEE
AARNEEEE 6 fllcT Ay~ 8mgkg &8 LZ 60 73T Tl
HEL7 & & DM PREMES R OEYBRE AT A =S FUTO LY T
oty FHPERIE, K8 H (HEPH : 6~10 H) Th-o7 Y,
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P A T LY SRR
200 200
150 H{, o
. 150 100 1/ o
~ |
EEB \ 50
= 0
g 100 01z 5 24
o +
" ~—
g 4. “Pwm“ ~ ;
Bl S
LER ]
0 24 48 72 96 120 144 168 192 216 240 264 288 312 336
Bxfl (hr)
E1) Z 4w 78mg/ kg EIEE # O MiFFIRE (N=6, FHRUFRE
m#=)
£1) FLVILTIT8mokgBEIEEHODENENRE/NS A—4 (N=6, BAFH
ERUVEEFRE%)
Cmax tmaxﬁ 1) AUCO—:\O % 2) CL 2 tin i 3) Vssﬂ“ 2)
(ug/mL) (h) (ug - bmL) | (L) (h) (L)
161 2.05 25600 0.0150 183 329
(16) (1.07-2.12) (34) (20) (138-228) (27)
1) g K OVEbH
#2) N-3

T 3) B PRI K ONHiIR

(2) RPN
AARNEEEE 6 fllc 7 ) ZX v LG FTI AL~ 8 mgkg % 2
TN 1 Hd L% 60 /37T TRl fE CRMEHR LG Lics &, 1 HAKD
3 [6] H 544 0 M i IR EEHER K OSSR BIRE N T A — X IZLL T D & B Y
Thot, 3EEEGHO AUC IFHERGHD 1.52~1.53 {5 Th -7 9,

350 4
& 1[@AB
800 —— 3E8
= 250
E
®
= 200
5
a2 150 4
#
"= ,
100 4 3 —— ]
=i b o
T3
50 4 G
- *_ _ .
o
] 48 96 144 192 240 288 336

EFM8 (hr)
E2) FLv07 78mg/kolE R UFRERS®R (7Y 25 HEA D
5 PR (M5 N=6, RS N=4 (264 R U336 EN &
N=2. Fi R ViR H %)

R2) FLYLTIT8mykgBERUREREHR (VU EFXEILHR) OFEY
BN A8 RATHERVESHERE%)

Conax tonax 1 1 AUC g CL tip
(ug/mL) (h) (ug * h/mL) (L/h) (h)
1[EH 171 4.00 18300 0.0166 12 181
(N=6) (26) (1.02-9.05) (35) (138-225) 3
3B 282 1.82 41300, 0.0133, #2)
(N=1) | (15 | (1.03-215) | 4260079 | 0.01389 218

VED) TR O

H2) HHBRE O, N=1

15 3) N=4, Bl PR K OFEH

TE4) HHBRE O, N=2

T & HRHE
T FFRBNTT v ) I D U RIEA B E AL TFRRIE N B oM T
B U EE S IR S, N7 D 2R R TT AL
~ 7 8mgkg & 2JEMNC 1 [IEHG Liz& &, 3[EHEKO 6 A H L%
OMIET - T 7 WEOKMEEEIX, Zh i, 45.0 pg/mL (HiFH :
12.4~177.0 yg/mL) K& T® 62.8 ug/mL (&P : 14.5~164.5 ug/mL) . 1 [A]
H. 4B, 7EE#5% | R O Mg PIREOZMES#IT, Zh i,
146 pg/mL (& PH : 66.0 ~274.0 ug/mL) | 193 pg/mL (& PH : 58.0 ~
492.0 pg/mL) KT 216 pg/mL (ffiFH : 84.0~382.0 pgmL) T > 7z,
(AR B OSHE NI % A Y

SNV AST | FAXHVTTFUROT oY I T RIEA OO
G £ B —RIBHR P UTE OB ITIEE L 7B MRS - B I
INAa I, KU F— b ROA Y )T 0 R KR & S ek
905 (FOLFIRD B FTT A ~7 8 mgkg % 2 WRIC 1 [FIKE
Beb Lol 2 BIHKO 4 BEESHOMIER b T 7 REOKMEY
fEix, ZhZEh, 463ug/mL (HEPH : 7.65~118.75ug/mL) K Y 65.1
pg/mL (iPH : 14.50~204.50 pg/mL) THotz, (AARAKRUSEAIKL
BB 9

(3) MEAMEM GHEANIZIIT 5 i)
T AUV T LYY XL OMBEIERRBROME R, Wi ORICH
WIBNHE AR EARSIZZRD b -7z D,

1.8 IfI3CE (%)

TEYN=T AN )T H o OMEEARROME, T2 ~T 0
JICE DAY 770 v R ONEHARE#Y) SN-38 DIEMEhiE~D ISR
Y RAS/REe Y

(ERPRREAE]

OBRBMYUIRTRELET - BROBE

1. SMESE N ERIEAILLLEHER (REGARD &ER) 2
T FFRATT L ) IV R ER 2 G DAL FRIEN R OHELT
MR S A A R A 355 9l & %E4:1Z, best supportive care

(BSC) & DHFMICEWTARAE 7 7R L kT 2 EBIEA{L _EE

77 & Ak GBI AHERER & FE0E L7z, AK] 8 mghkg XIT 7 T AR%E 2
N 1 BB L, FEOBEDRED DD £ Cilke L7z, 2
HE Th 2 2EFHRICBWTHERER 2D 1,

% 1) SEFSRER (REGARD HE8) IZH 5 RiE

ARF BT 7T R
JiE B 238 117
A X BRI 179 99
A E (F) 5.2 3.8
(95%15 X [H]) (4.4-5.7) (2.8-4.7)
AF— R 0.776 (0.603-0.998)
(95%13 # X [H) P=0.0473
1.0
0.8
0.6
it
"H 0.4
02] — amsE
e TS RAEERH
'TEge
oo+ —
012345678 91011121314151617181920 26 27 28
1) Z 7 % H (at risk#) £1FERE(A)
FEHESH 238 154 92 49 17 7 3 00
TR BEE 117 66 34 20 7 4 2 10

1) 24778 DKaplan-Meierghis (REGARDER)

2. ENAASEALLRAR (ERLRRE : RANBOW HER) ©

T FFRANE 7 o) I P RIEA O OF IR E D B OHEAT H R
RITEAERA IR 665 B (HARNIER] 140 il % &ie) ZxIRIZ,
ES TAVER £ SV SR SV L Sy W 3 e v <Y (2
ZHEEMRT 7 A BB MR A Ehi L7z, AF 8 mgkg XITT Tk
A QEMIZ 1) &7 ) ZxEL 80mym® (A 1 [\l 5% 3 @it
L., 4 8HZAKE) L% 48fE 1 YA 2708 LT, JREOE(LSE N
DHNDE TR LML BE5OBIE, AFIOBRE#I2Y 2%
TN ERE) . FEHMEEA TH L 2AFEHICB VW THRRIERE 2R
Dz,

% 2) ERERIFRE (RAINBOW RER) ISH D HE

K+ ) ZXEL | FIHRIZ ) ZXEL
LR BGRE
JEBIEK 330 335
A R M REBBIK 256 260
REAFHIR P (F) 9.6 7.4
(95%1Z X [4) (8.5-10.8) (6.3-8.4)
NPF— R 0.807 (0.678-0.962)
(95% 15 FE X H]) P=0.0169
1.04
0.8
ﬁ 0.6
#H g4 ™
- .
u\""lu,. -
0.2
—_— FFIT ) 2 ISR
s FIEFHNT ) R RLESH
0.0 ' #1594
012345678 910111213141516171819202122232425262728
1) Z 7 %M (at risk#) HfFHAR(B)
i+
T g4y 330 308 267 228 185 148 116 78 60 41 24 13 6 1 0
Ttk
IWU?%WL&%‘&BBS 294 241 180 143 109 81 64 47 30 22 13 5 2 0

F2) 44 17HAROKaplan-Meierdiif (RAINBOWE L)

ARYIRTREA AT - BREOHE - BEisE
1. W EEEALEHHER (ERERER  RAISE 3KER) 'V
ANV AT FAXHVTTFURVT v Y 2 VRO G
542 K 2 —RIRIR T IS Z DR ITHIEE L 7 i MRS IS - BRI AEE 1072
Bl (HANES] 136 fla i) B, AfortayZ b, K
UF— b ROA Y T HEEREOK Y (180 mg/m® % 2 3 [ 1 C
51 ) Z&iefb s (FOLFIRD & 7°F £ R+FOLFIRI & % bh#i4 5
HAEA(C _EE R T T AR B AR RAR 22 J20i L 7=, A5 8 me/kg X
1377 /AR & FOLFIRI % 2 FRIC 1[5 L, HEOENENBO SR




LY3009806
P A T LY SRR

5 E TEREEkR LTz (BE5OBRIE, Ax‘ﬁﬂmf“ 5-#12 FOLFIRI %425

EEEHEE A Cd 2 AR B W CHEARIER 2B O 7,
1) A Y T AEREEOK T ORI - (lf‘WT‘nEX iﬁ%) ZBI5

EWNAGRHE - R BIE: AV /7 AR K & L C, NI YN
A 10E], 150 mg/m? % 2 JAMIFIFE C 2~3 BLAGEHEL, D7 < M) 3@! RS

3%, Thaz 17—V L LT #5280 KT, 2k, FEifn, SERIC K Y EE

T 5.
% 3) ERiERER (RAISERER) 1B 5HEE
EXUSFi|
AF+FOLFIRI 7'+ R+FOLFIRI
fitaeniid fitaeniid
SEGIER 536 536
A X2 N IRBLBIEL
“EREA. %) 372(69.4) 397 (74.1)
AR R (H) 133 117
(95 %A HE X [H]) 12.4-14.5 10.8-12.7
AP — R 0.844 (0.730-0.976)
(95% {5 X ) P=0.0219
HA NSy 4
SEGIEL 74 62
AR BT
GEEHLL . %) 46(62.2) 39(629)
AEfFHIE R () 16.4 194
(95% {5 X ) (13.4-20.9) 14.2-25.3
Y — R
Py S ——— . . -1.
(95% ) 1193 (0.762-1.868)
os
w oe
i os
#H ..
o3
C- b + FOLFIRIZ S 85
F54® + FOLFIRIRS N
00 osay
Q 3 L] L 7 " " Fal 24 e 0 » » » 2
YRS EM (at risk $D £HFEHM (B)
#H
FOL;IRI)B:-‘}:# 536 497 421 345 269 195 114 78 53 34 22 12 4 0 0
T3+
FO’LHR,Mﬁ 536 486 400 329 228 166 108 66 44 22 10 2 2 1 0

3) &4 7FHIRD Kaplan-Meier B (RAISE XER. £{A%E[H)

1.0
03
08
07
06

a 0.5 o
i o4
03 4
02 ‘I
01] —— EM < FOLFIRIBHN |
734¢®R « FOLFIRIRS W 1
0.0 osay i
0 3 L L] 12 185 18 n 24 27 o »n 3.0 39 42
NAOKE (atrisk #) EFME (R)
X+
FOLFRIgSE T4 73 69 56 48 42 23 12 5 2 1 0 0 0 0
75 ek 62 62 53 48 43 37 25 17 10 4 3 0 0O 0 O
FOLFIRI 58
H4) £4FHEO Kaplan-Meier BifR (RAISE &E&, BARAERSEF)
(€-3/E-2:) e
1. fEFARF

Z L= 7 I b VEGFR-2 (2% 251K TH Y . VEGF-A, VEGF-C &
O VEGF-D ® VEGFR-2 ~Offi& % HET 22 L2 LV, VEGFR-2 DIEHE
{b&PES 2 2, 5 AL L~ T E, VEGFR-2 OIEMALMEIC LY . A
RO, HEEKOCAEGFZAEL, BELEHEZAETILEEZLND
13)

2. ESHR
R R ok OEMAR B M EBE R MKN-45 MBaRRIE O FER - RS
FaH sk HT-29, HCT-8, HCT-116 K& TY Colo205 Hiakk% i FRAH L 7= X —
R~ 2128\ T, DCI01 (=7 A VEGFR-2 [ZXf4 2 HUAK) IXEEEHE T
%M/Eﬁq 5?/]\ L7Lx_o

1.8 IfI3CE (%)

(AR5 2B SELFMR]

—fk

ES

-
P

T LV~ T (HIETHEZ)  JAN)

Ramucirumab (Genetical Recombination)

T LIRS NN R A 2 ORISR
ST AR e b [gGl £ 7 a—FAPKRTHD, T4
VAR TR, vUAIT o —<H#ild (NSO) ICKVIELESND,
T AN~ TNE, M EOT X BRI DD HEH (v 18H) 2
AR 214 HOT 2 BEENS25 L (8 2 ATHERS
NoHRER R (SR 9 147,000) ThH D,

(&RBEH]
PSR U A 2 A A SO b, MO T 5 =

(a%]

TS 100 mg : 1734 7L (10 mL)
TS 500 mg < 1734 7L (50 mL)

(EEXBMBRUSHERFERE]

D
2)
3)
4)

5)

S

EEkEeEe

=

2

HENEE T A~ 7 QAT AR BT D RERREE

HNEEL : T A~ T OREHRGHEIERR

FENEE : AARANEREE BT S T LA~ 7 BiE 5% 0K

s (GF 1AH)

AR BRANEBREICBT D7 Ly~ T ERE (7Y

2O BOZEMERE GF b i)

HENEE  HRBEICRIT D T AV A TR (37 ) 2%k

NOER) HOFEYEE (5 TAH)

FEEE - R - EEERE ISR D T AL~ T RS
(FOLFIRI {if}H]) & D IEp@hte (5 1 1)

HWNEE . 7 A ~T E87 ) 4 X8O EAEHRER

HNEE : T AV N~T AV )T H v O EAEHRER

Fuchs, C. S. et al. : The Lancet, 383 (9911) ,31 (2014)

Wilke, H. et al. : The Lancet Oncol., 15 (11) , 1224 (2014)

Tabernero, J. et al. : The Lancet Oncol., 16 (5) , 499 (2015)

#EPNEEBE : VEGF U > R VEGFR-2 ~DfE & IZH 5 7 AL

~ 7 DOIER

R : T A~ 7 OREEREIC kT 2 1R

MR b M EREO~ U ARFEBAE T VI281T 5 DCL01 OFL

NI AN R

ALNEERE - B MAER - BRSO~ U R R E T BT D

DC101 DOHLiEEE L R

FECRRICFRMM ORI D& E L TH FREIC TRk < 280y,

AARA—F 4V U —FR &t
T651-0086 A HTFRXEE @7 TH1&ES 5

Lilly Answers yy—7-4—x
BARSAM—Z/))—EEFRBESEED
0120-360-605 (zmmmEm+
S0 B ~% 8:45~17:30
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LY3009806 1.8 HAE (%)
P A T LV EREEER (B - EE)

182 HhEe - PR () RUZDHRERN

1.8.2.1 EE - MR (F)

[ZhEE - $HR])
AEUIRTRE G HEIT - BROBRE
AEUIBRTRE G H#IT - BREOKEE - ElakE

TR < BN

E

1. AR ORI LFRIEC BT B AR AP LTV R,

L2, RAN O —PAFERIEIT IS B AR ORI LTV, |

3. IGMDIR R EEAELT - FIREO HEMOBE | TR EICOWT,  THKRRT O |
DNEEBI L, AF O O 2% 9 B L= EC. G ORIR |

L EBfTH ZE. [ THRRAE DmEBE] |

L4, IR R LT - FEE DRSNS - EIBEOBA .  HRRERT OTEOWNE % R |
L. AFIOB R O et Z 0 BIfE L7 1 C SIGHEEORREITH Z &,
[ TERSRRRAL ] OEBH]

1.8.22  EREIRH

ARHGEEE « hRIT, "NV AT AXV VT TFURONT L) U R A
(2 KD —RIBIR T T E OBITHEHE Ui YERG G « B EAE xR & Lo EHERILF
55 11 FHERIREER T 5 14T-MC-JVBB 7k (IMCL CP12-0920, RAISE) (LL'F. JVBB
B ORRESICESERE L,

JVBB iBiL, "NV A~vT | AXHVTTFUROT LB Y I DU REANT LD
—UIBHE T LT ORI USRS - E R 2 %F 42, FOLFIRI #&i%E (1
V)Fhy, RUF—F AT TA 5-TA0FamI3i0) FHTFTIT LAV LY TS
W& 77 B R GREOA IR Ve E ik U, [EERER, ShEdiE, 77 R
XL CEER, EEAL, B MAEKRBR Ch -7, JVBBRBRITIE 1072 B3 58k S
., TOI>HHAKNLI36HITH -7,

RAEFHIBTIX, 7530~ T T 7 BRI R TREFFICH BRI
BEOLIEENEO BN, 7L /L~T7 L FOLFIRI iEZ A& EGT 52 L1k,
FETU A7 DN 15.6%0 L (N — REE 0.844, 95%(E4EX[H : 0.730~0.976, p=0.0219) .
EEFHMOTREILT AN~ TBTT 7 RBECHASRT 1.6 » HIEE LT (T4
N~TREBB3 A FIERBE LT A) o ZORAEFHIMOER I, BB - B
JEgE OO —RIGHIZ B W T O IVEFT AEBRLE R L P RE 2 OF IR G LT e LR TH
ST,
ARV T O RAFHM L FREIC, 7 A3V~ TRETT 7 B ARERZHA
THEMFHICH B OBRIRIICER DO H DIERRBD bivle (Y — R 0.793, 95%(F
FEIX M @ 0.697~0.903, p=0.0005) . fEHEAGFHIMOPRIEIL, 7L 0~ T HTIE
575 A, 77 BFREETIZ4S » AThoTz,



LY3009806 1.8 WfF3CE (%)
FA T LY RIHEEIR (R - ERE)

7 Ly v~ 7 & FOLFIRI IED RGO REMET 1 7 7 A4 VX, YIBRARREZR ST -
HROBEREFICT Ly ~T (HMEE5IN7 ) 22X eEffifkE) Z2#&5 1
T ZeMET 17 7 A )V EFRIERToh - 7o, £7-, FOLFIRI JEiEFME G D222~
a7y ANEBHELL T, BEOS IFHEFE L ONEY) 2 LE CEEETH D
TEMBLHFRAWETHY ., BRMITEETHoT, FHITE W ZEEomITE LR
VAIEoY

ZL—F 3 U LEOFFEFROBRENIGIL, 7LV~ THTT T BRI TEN
ST (T LI~ THE 79.0%, 77 BAREE 623%, LLTFEIE) | EELAEFROT
BEE (35.7%. 31.1%) KO LCICEST-HAHFFRLORREEG (4.0%., 3.6%) (X5
BECRRTH - 72,

T LU TRECTOIRBLEIG D 10%LL ET, MO I BREELY @ho/L—F 3
U EOFEEEGOL L, BROICEHEiERFS [FPEkBE (AEE)  (38.4%,
23.3%) . mIE (10.8%. 2.8%) MOVFH (10.8%. 9.7%) ] NITFFATEH LB 416
NHFER Y (aid) (11.5%. 78%) ] OH»ThH o7z, £7-. FOLFIRI ik L O
OFA#E I X 5% b MK [14T-IE-JVBY (IMCL CP12-1029) (LLF., JVBY #&
) 1 KOS IAHEGREER [14T-IE-JVCB (IMCL CP12-1033) | i ONZ FOLFOX #&ik &
OOF# G X 25 1T FAEGARRER [14T-IE-JVBH (IMCL CP12-0709) K Y 14Y-IE-JCDB
(IMCL CP20-0801) ] OZEMEDFERIZHOWT bl L7z, 24 6 OBRGE R D 1T,
JVBB RER CH LN A ~EMTREF - RERIIE SN, FEINZRER (&
FEHWHZEESL) ~EMT b0 b ehoT,

BLED JVBB REBADREIE A B E & AAIE, SRS - R X 5 A
PEASHIREC & 2 LMW L. JVBB BRI AL B AL B 75 S5 2 28 L CARH S
- e NSHYIMRRREAMEAT - RO - BB L3ELE, 2B, <Mk -
ST BT % EOREE > 2oV TR, VBB RBRICHV TR R E SNBHED
IR OPEL TSN T, BRI EC EERET 2 BENH 52 L b, BRR
GOEEBRTH L L LE,

183 Rt A2 () RUZOHRERN

1831 F&%-HzE (¥)

(A% - AE])

1. AEYIBRTELET - BEOEE
BE. RAICE2BBIC1E, SAVIILTT GEEFHEMEZ) & LT 1HE 8mgkg
(KE) #HB &% 60 M TTHBERTT S, BE. EEFOREICIYEERET
S

2. ARUIRT LT - BROKERS - ElRRE
14) /) THUBBIEKNY., LARKRYF—RRUIZILAODSIILEQFHFAIZEL
T. BE. BAICIE 2 BRIZ 1 B, SLVIILIYT GEEFHETEZ) LT 1M
8mg/kg (AE) ZHLZF 60 oM T THFBEFTT 5. b, EEDRKEICIYEE
HET 5.

TR - BN




LY3009806 1.8 HAE (%)
P A T LV EREEER (B - EE)

<%k - AEICEET SERLOEE> |
LA IRBEIRARE R AT - BROBEEOGE . AL Y 2w L LIS OHUEMEE |
Fl & DRI féﬁﬂi&@ﬁifi%ibT%@% ;
2%r@@7%ﬁﬁﬁ HROKM - B OSE . ARF L O 2 HUEIEEE A |
%, TERARRREE ] OTHOWNEEZ SN LIZ BT, EWTé;ko[fhfﬁﬁj@ﬁi
B |
D 3. O 2t o PUEMEEGE A OB CEZ G 5 Z & !
L4, AFIPEEEHT & 5 FL S infusion reaction RN S5 72w, AHIOBEGRTICH E X |
ZIVHI (YT RT3 4 )@%&5%%@#5:&07V~Pﬁwlxmi
2 @ infusion reaction 23 & HONTZHAIZIE, REIRE NG HLTHE A& I U FlZ i
BHEL, 20%b 7 L—RED 1 Xéi 2 @ infusion reaction 23 6N 5L AT,
le 22 I VAN A, fREAETEAR (T N7 7 2% KOERIERERLVE |
Vﬁ(?%%%&fy%)%%ﬁﬁﬁé:ko[Fiﬁﬁgﬁmgajﬁoféki
7REWER ] OS] :
5 7 L — RNED 3 X3 4 @ infusion reaction 78 & & ONIZH AT, AR OKEGZED |
WHIEL, BERELRVWZ E, JL—FRED 1 XX20 1nfusmn reaction 73 & 5 141 |
ESATIE, BEEEE 50%0H L, ZD%OETORESIZIBNTHBME L #S |
HETRETHZ &, [rﬁgﬁﬁK%E%J&@rEﬁﬁﬁﬁﬁj@@5%] :
6. ELESUTE AR D b b B, T OEER BE AR 2 IR3E, BEX |
G EZPIETH52 8, [ FIEETQ’@J o THEERIEARER] KO TERRAIE |
H OEZH] '
BIVEH AL
e 1L JEGMED 7 L — | BRIEANC K DR ATV, MER= Y he—A1TED
RED 20 XX | £9127e5FTRIET D,
ZL— RED 3| BEAICLAREEZITToTCH Iy hr— L TERNWG

Lk aiiE, EE5EPIET 5,
EHEVS 1 HIREA&E 2g | MIRIFEHNT : 1 AREAR 2 g RWHEY [TETFT5ET
PAEFED) WIEL, BT 2581213 6 mgkg ITBET D,

2EIELIEOREIR . 1 HIREAR 2 g RHE2 ITIKT

THETIRIEL, BT 256121 5Smekg IZHET

Do

1 HIREH& 3g | &G5&2HIET5,

PLEE2 |

X 70— PG

HEA 2B

1) AEFSIGEMHGERE (ver. 4.0)

H2) 24FERERA W RRMENSEE LW, EiREERGAICIIRYOER/ 7 VT F= U EE
T 5,

7. RO g
AR OFGRHZT, AROMBEREAZHE L, LERZENE CHRERY . ST
PRSI T AR A A G L IR L Ca 250 mL & LCHWS, it Hocii |
dszl, [ TEALEOEE oHESR] |

TRRED - BN

1.8.3.2 EREIRHL

ARHFERE - HRIZ, "RV AT XV VT ITFUROTT b ) U2 R A
— WA T XL E D% ITHE LTSRS - B RE & x5 & L7 [EER L

5% ARG R RER Tdh 5 JVBB RER OFE REICESETRE LT,



LY3009806 1.8 IR3CE ()
YA T LY RUERER GRERG - )

JVBB RBRTIE, 2 1.82.2 HIT/R L7z L0 | BRI - BEpREEEICT Ao~
7 8mgkg & 2 HMIC 1 EEE L, BHR_XRT7 4 v b VA7 T0 T 7 A VPRREN
oo LIEBoT, AlREE L TNV AT XV VT IF KRR T7 b IV
RIEFNS & 2 —RIBIHR L (I U 75 e « B 838 (S k3% . FOLFIRI JEiEDE
HEEREDZ Ay~ 7 OHERERE - H&EiX. T4V 270 BRIy, VAR Y

F—= b RO TV A T T EDOHICBW T, e, BRAIE 2 B\ 1 E, TAY
wv7<Lm%ﬁﬁz)&Lflﬁsmwg(WE)%k;%6o FINT TR RS D,
ek, BEOIRREIZ HEWET S, | ERELT,

HARNBHIC ﬂ#é%“%& MEZ, UTORNOKRERCERMEFL LT DL

DEYTHDHEEZ LN,

o JVBY REROFEA S FOLFIRI FEFARFD T Lo~ 7 Oy EREIT, HAAN
EAMEN TR CTH o 72,

o PopPK fMTHERICHEASWTHEE LT LV~ 7 OIRBERIT., HAAN L HEATH
Thol,

e JVBB R COHARNEMOIRTE & — L CARME) TR CTIE, 7230 ~7
DBEFE B EOWER TIROWEMIC AT RAFI M ST S E A NMER 3 5
Lo 2R ERBEOBMARD b, BEE-KE (Z2et) iriconT
X, BARANOEFIEIIR 5N TE Y ENICHRMTIT 2 2 X TEhholzb 00,
T hVN~ T OUEBE L RAAMTHBEE & LA A ERER ORI & ) 7r BEE

FRRO HALT . HARANEFCTE M T 2SN R T 2 Rt RVvWE &2 6
niz,

e JVBB RERTOHARNEM OB EAFHR OIER N SER L FRETH -T2 &
R EERAMICHRT 5 L. BARANERTHLEER L FREICT Av v~ T OfF 9%
DHIRFCED Z LRI ENT, £, BEMITARNEN L 2EH TR AR
RChole (F273HEVH274HEH)

¥, FIREMEHUIBRRRERENT - RO - BEEIZB VT, A EOHT 5
LEERIE A YRR TE B X9, <Ak - AEICBEET M EoEE>I1c 2.5
OISR RE AT - RO - B OGG . A L 0P 2 prEEEE AL, T
KA DHEOWNEZRF L7 LT, BIRT2 2 &, [ TR oESR] | KD
[3. O3 2O BUEMEESE A OWA SCEEGET 2 2 L, ) BFHICRE LT,

10



LY3009806 18 IRICE (R
YA T LY RUERER GRERG - )

1.84 [FERALEDIE () RUZTOERTERL

R EoEs () 13, AFIOEN (EEEIEFERRERZ 5Tr) & UYME O R R A
IR T — 4 > — K~ [Company Core Data Sheet (CCDS) ] #Z&#IZ L TE L
7=,

fEH EoEE (2) X EAR L
EHRL

(E&]

1. AFF., BRRIZHIXETE SERMEKIC
BWT, NALEEEICHSGRE - B5RE
FOEMDY & T, REDRSHEY) & HIBT
SNBEFICODVWTOHEET S L, F
f=. AEERICEILL. BERITZTORKIC
FIMRURIREETSHBAL. REERET
roigETEHIE,
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HICIK, FFEFBRS LW E, [TEE
%51 RU TEXZRIERI OESE]

3. EEMHILBEHMAH oHhh., FETIZESH
AHESNTIND, BRZETZICITL. ER
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3

EHRL

(EZ (ROFBAHICERS LGN E) ]

1. AFIDRS 123 L EEBBUEDBEED &
HBE

2. MEERITIEIR L TLNDRIREE D & B A
[ MER. EiR. RIBFAORE] OES
#]

11



LY3009806
YA T LY RGEEHER (R - B

1.8 HAE ()

A EoEE (%)

AR EARAL

1. BEHRE (ROBEICITEERIZERET S
&)

(1) MiRZERIE IZ OO & 5 BH O
FHZE, MMM, HERESENH Hbh b
BENRZH D, ]

(2) mIEEOSBE [FiENET 82N
b5, (THE- HECBEET A48 Lok
Bl RO TEERLANEER) 0ESR)

(3) L& 72 EIEEN O RIEZEGDEL TV D EE
EILEZIR D LN BZENRH D, ]

(4) H SRR CEERE R F 5 D & 5 A X TPk
FEELS L CWHEE (Hld bbbk
ENRnH 5, ]

(5) LB HIM% D HIMAFERD b TW5 EE
[(HIAER S NDBENNH D, ]

(6) KX 72T OMABINIEE L T\ WEE (Al
BiREREIC LA EIHENRD bbb BEh
N5, (THEIERERNEE OES
) ]

(7) EEDOAEEE (BEEOIFMEZ, ATHMAE % ££
I RFREZE, FFREZSIC L AR IEK, FFBHE
) 2H9 258 UMgESE(LT 8%

R

o, ( TEEQEKNER] OB
M) ]
2. ERGERMIEE i - B EE 2 G & LT EERIL R IR

Infusion reaction 3% HHOINAH T ENRH Y | 2
8] H DI DO AFN P GRS B b s Z A
HD. AANOEEIX, EE D infusion reaction
2 2 CTRERHT 53725t o T & 2 i %
1Tol- ECBIAT A &, F7-. Al EH

X, BREOREZBIZ L, BEUERIED S

NIZGAITE, WYL EEITH Z &,

[ THE - HEICBEET 6H EoEE] K&

O TERXAREIER) omESH]

EBIMENRDH HbID ZENHDHDT, AHH%

5 BRRART K O G- HA ] A e $AR L 1 2

ETHIE, BILENRD LbNTZHEITIE.

B EAI OB ORAVEZ1TH 2 &,

[ THE - HEICBEET H EoEE] K&

O MEHEEE ) OESM]

7 e —BlEER, BEARNO DD L

N D OT, AFBEESHMPIXIREAZTH

BICRAET 5 Z &, BRENRD LNTHAIT

WX, AFIORE, BESUIES 2157

YL ERE AT 2, [ THTE - HE

WCEE T 2 EodE RO TEKZRIE

H1 omESR]

AFNT, BRI KT ATREED &

2o

FiE TEL TWAEEITIE, FioRiicR

oL %52 &,

FAZICAFN Z e 5T DB, ANEDN B

LTS ZEE oo L, B5%Rhd

DT ENREE L,

3) AMBIBIEIZ K2 G PHEDN H b b2 A 1
. BIENEET D £ CABIOR S 2 IR
L., EOREETTO Z &,

(5) EEDAEE (EEOIFHZ (Child-Pugh %y

B XUXC) | AFPERMIE 2 £ 5 FFaHZE, FFes
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@)
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2)
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B L BER K, FFEERER) 265715
BEITBWT, ARG X0 ATHEREN B L
L7z oMERH D, BEEOHEELETD
BFTHRTT B O RS ITEEIHWTT 5 2
L, BETAGAICE, BEE STV,
RO G NEA I, AFIOF L%
T 2572E, WERUEZITY Z &,

3. BIfEA
BEYRTREGET - BROEE -
<BEMIR5TORE>

BIREBE 2R E LA MR 512 X 54+
(=% AR EE 2 L iERBR 2BV T AR A
DEE ST 236 B, EREWER ISR
(28.8%) . mILE (16.1%) . THi
(14.4%) HTHoT-, OKkiBE)
<N YA X )LGRKRSTORE>
HRBEEELRIRE LIZAKIE R ) ZXE L
OO BT X 2 [ERS L RS WA IEE (b
FEBSEBRIC BN T, ARAID S STz 327 4
O (AARNER 68 Hla&Te) | ERFENEM
Y EIE (56.9%) . fF P ERIE
(54.4%) . EMERBAE (33.9%) . THI
(324%) . & (30.6%) %ETHoT,
(KFRIRE)
AEUIRTEELELT - BROKEE - ElakE
<FOLFIRI }# %5 TORKIE>
FElE - EARRABE AR L LA
FOLFIRI fFAIZ & 2 EFEILFEI S 1 AHHEVE 4
{LLEEGERBRIZ RV T ARG ST 529
FirE (BARNIER] 74 B2 &Te) . E2RFENE
IS ERIBAE (58.8%) . s
(33.5%) . HN%E (30.8%) . I/ MRIEADAE
(28.4%) . =iE (26.1%) EThHo7z,
UKGRIERE)
(1) EXGEEA
1) BIRMARERE (1.7%ED | 1.6%E2 ) |
HARMIZERE (3.8%ED | 6.7%E2) )
DAFEZE (0.4%ED | 0.2%E2) ) | Bl
ME (0.8%E D | 0.6%%2) ) EDHERMmA
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HOBWIRMRIEEN D S b Z ENdH
D, BEICEDLFPRES L TVD, BiIggE
F3ATV, BERRBO bNHEEITE. K
FHohZpi L, @URLEEZITH Z &,
F7-. BEOEIRMARERIENS bbbz k
FITE, AR EHBEEGE LN L,
Infusion reaction (0.4%%1 | 5.8%%2 )
MYE . WAL, R, PRIR A, R SRR
% infusion reaction 28 LD Z L3 H D
DT, AFHEGRIZBREOREL Bl
L. 7' L— RiE3) 3 XL 4 ® infusion reaction

2)

TR OISR AN RE 2 AT - IR ORENG - B
<FOLFIRI f %5 TORGE > 12, EFRILRS
MAHFEE (TVBB iBR) ORI &SV TR
AaEnL=,

(HEKXAREIER] KO [Q)ZFOfOFIEM ]
WCOWNWTIE, BREBEEZXIRE LIARKI LRy
U 2w OftREEC X B ERRILR 5 A
Ve b teiikBR (JVBE #B&) K& OV TVBB ikBRk
B AE LR SRORIERRREASZRL
Too FHAERIC CEBMNUIEE 27T,
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AlTiE, AR OS2 IET 572, @Y7
WEEITH Z &,

7) BlEAREE (0.7%%2 ) : AHSHEICE
B RIETAREMENH 0 | ARSI X
HEPHERD bbb Z ENH 5, AlGIER
BEEIC LD AIHEN D Db HaciE, Al
BB T 5 £ TARAIOE 5% P IE L, )
TAUE LTS Z &,

8) EFL (04%%E1D . 0.5%E2 ) :EILNHS
b EBHDHOT, BIEE+SITITV,
RO G NEEA I, ARlOFR L% |
IEL, #YRAEZIT Z &,

9) mIHMEERBEBEKEERE (01%%F2 ) : Al
Wi BERBIEIEERER S bbb Z &R D
0T, fERE U, SHEL. BUREEESENR
O ONTEHEITIE, AFOREERIEL, M
JED =y hu—)b, PRI O®R 55O Y)
TAE LTS Z &,

10) 7 O—HEEE (04%%2) . EAR
(3.0%%*" . 16.9%%*% ) : 7 —VlEE
B, EARPOLDONDL I ERHDLDOT, B
BETSITV, BERRDONHEAIIC
d. AFO®RGEFIET 538, BWURLE
irHZ b, [ AW - AEICBEd 5
LoEE] RO TEEAERNEER] OIS
H]

) EEMMER (04%%0 | 1.1%%2) - HE
MWRERH HDOND Z EBNHDEDT, B
ATV, BENED SNIEAICIT
AR O G ZHIE L, WYRNEEITO

14




LY3009806
YA T LY RGEEHER (R - B

1.8

W E (%)

A EoEE (%)

AR EARAL

&o
ED BREEERG L LA OBMBEIC L5

SME| R IRFRBRIZ 36 1T 2 FEBUBE (T 05 & Bl

L7,
H2) BEBEZAGLELEARAILE 7Y 2R
OB SIC L A EBEILFERE (B AR NEG]
68 BlEEie) RONER - BB Z X5
L L7=&#l & FOLFIRI fEH# 5\ & % [EE
HFERE (BANER 74 %2 E5T) 1B
DRBUAEOHEFHCIESE MM L7,
#3) AEFSGILEREREE (ver. 4.0)
(2) ZDthoEI1EFA
AT X 5 ZREIWERANED b=5A8120%,
JERICA DO THY) 2R LEZITH Z &y
1) Bk SR

EIE R 5358 20%LA I 5~20%A il S%A i
ik NI
JHiEER i T Ji55 P 28
fEIRZR 5 1L
R (57 RRVN

MiE, %S

rU D AL
RiE R, G

B

Z 0t et R D S 5E

) HEEE S L U ARH O B 5 K D S E R R
R B RBUBEICESE T L,

2) HERIREEE.

RIE 205 20%24 | 5~20%A il 5%Ai
mi& N R
JiE
JHiEER T, ME
. AN
K. BB
&
FFfigt AST (GOT) 4
fn. ALT
(GPT) #1
fBIRZR 5 1L LFER QT
LR
IR 3R 08 PR B8, 0%
ok, ESGERK
i/,é
o J\rA7Iv| EF b)Y
JiikH LffE, AR
Y v BRISE
Bl g7 L7
F =
RRFAE P LS
RE R, K| WL, SE
MEOPAEE - | BREER
JEFE AR TR
RIERRE
Z 0t W7 M) | B, FEEAL | IRMRVEIE,
SE. ARAEME | RERCD, K| HETE
T IE D R AE

I) BEEEEZRRL LIARIL N ) 22 VORI EIC L
% [FBRIE R e O HG - EARFE R 2 5 & L= AAI L
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[(AANOIE - fa VeI AEFFEMRBRITE R I T
W22\, F£72. VEGF & O VEGFR [HEIZ L
D BBV TIRIELL, iEE, (AL
BEZDZENRRESNTEY, RKADOIEH
HEFF B REIDIE « JRIRAA K OHAEZ O
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SHBHZE, [b FIgGixe MILHHITBIT
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BOT, HEFTAOEEMIIRHATS S,
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LY3009806 1.9 —RAVAFRITAR D 3
YA T DA G - )
1.9 —BHBHICREIXE
1.9.1  JAN

ik e B P oEERLFHEM B CLU T O L 5 IciiE S, k26 4 10 A 21
HAFERARAER 1021 55 1 Bl L V@m S,

J AN: (BR4) a0~ 7 (BIEH#HZ)

(#  4) Ramucirumab (Genetical Recombination)

REFH : (BARS) Ty n~<70%, b MENBSEAR 28K 2 oMk
(T D8z e N 1gGl &/ 7 a—FLHURTHD. 7
LI N=T7NE, vvAIxzu—<illd (NSO) ([CLVEESH
D, TAVNRTIE, 446 HOT I BRIENGe D H 8 (y1
) 2 ARV 214 DT XV BIRIEN D0 L (k) 2 KT
R SHHES L7 (G35 K 147,000) THS.

% 44) Ramucirumab is a recombinant human IgG1 monoclonal antibody
against the extracellular domain of the human vascular endothelial
growth factor receptor-2. Ramucirumab is produced in mouse
myeloma (NSO0) cells. Ramucirumab is a glycoprotein (molecular
weight: ca. 147,000) composed of 2 H-chains (y1-chain) consisting of
446 amino acid residues each and 2 L-chains (k-chain) consisting of

214 amino acid residues each.

1.9.2 INN
INN : ramucirumab

(r-INN List 71, WHO Drug Information Vol.28, No.1, 2014)
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LY3009806 1.10 ¥ - BERS0HREEEEOE L

YA T LF R G - B

110 SE - BRFOHETEEEHOFLYD

£ 1.10-1 B - BIRFOEEFEEHOT LS (BT

L224 - W4 T hv=7 (B riiaz) KOZORHA

L #H

DIQMTQSPSS VSASIGDRVT IT?RASQGID NWLGWYQQKP GKAPKLLIYD

1
ASNLDTGVPS REFSGSGSGTY FTLTISSLQA EDFAVYFCQQ AKAFPPTFEGG
GTKVDIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEY PREAKVQWKV
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYA&EVTHQG

LSSPVTKSEFN RGEC

H 4

EVQLVQSGGG LVKPGGSLRL SqAASGFTFS

SYSMNWVRQA

PGKGLEWVSS

ISSSSSYIYY ADSVKGRETI SRDNAKNSLY

DAFDIWGQGT MVTVSSASTK GPSVLPLAPS
EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS
VNHKPSNTKV DKRVEPKSCD KTHTCPPCPA
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG
VVSVLTVLHQ DWLNGKEYKC KVSNKALPAP
PPSREEMTKN QVSLTCLVKG FYPSDIAVEW

GSFFLYSKLT VDKSRWQQGN VEFSCSVMHEA

ANV T 4 NEEE

HE{ K446 : {7 o
* PEGRE AL (H £5 N296)

LOMNSLRAED
SKSTSGGTAA
LSSVVTVPSS
PELLGGPSVF
VEVHNAKTKP
IEKTISKAKG
ESNGQPENNY

LHNHYTQKSL

TAVYY&ARVT
LGCLVKDYFP
SLGTQTYICN
LEFPPKPKDTL
REEQYﬁSTYR
QPREPQVYTL
KTTPPVLDSD

SLSPGK

L8 C214—H#{ C219, HH{ C225—H#{ C225, H#EH C228—H #{ C228

BNEE - AR TRmUIR AN RE 2R AT - D B

WE. NI 2N LE, a3~ T (Bafl#z) &L

ELTS500mg&H)

ik - H= T 108 8mgkg ((AHE) % B KZE 60 50T CHEMEEHET D, 2B,
BEOREBICLYEERET S,
BIFEEDFEE R e L B AL EE R SR,
FIK . T AV~ (BB Z)
L . N IJI: *‘A “)f_i:jz:‘c—'— N R VA.A“ >
R4 e OV ) A YA T Y ﬁf&mlmmgu/47w$ S AT
sy - B ELTI100mg&EH)
A YA T AP EREHTER 500 mg (151 Td, T a3y~




LY3009806 1.10 3 - BRSO EREAERIOE L O
WA T LAY REERER GG - B
H[alge 5=
@iyt P 5% MR D E7FE e
(mg/kg)
o FEIRN AR >50
G O EIE £ 1T HLA% G- MERER 2 550 L TR, 39 Il RERIRN B S-
FIERER O PIAIE GRFOFE RN B R DT,
AR B G-
@iyt 5 P 5% B b5 M FEefT A
(mg/kg/1) | (mg/kg/i)
P+ 5 B fE* RPN 4, 12, 40 40 2L
=M L 39 38 [ F RN 5. 16, 50 7L B KEE ISR
2B i RAR D IR
JE R OV St
TRk
B Fafb, &
BN, SHKERIK
B, M IRFERE
EROI LT F=
O, Mg T
VT2 DR
RIZEA R
ZOf = v
AT 1 — L OHINN
LR 4R E
SR F xR ORISR A I EES iR (ERLFERR)
AHI8 mg/kgZ £ 5 U= 2 2MEREAM I 5232761 (H ARNGEGI68%1 % & Te) H308H
(942%) ICNEBERZ EETERVWAEELNBEO LT,
FIME S ELH 308 /327 $1l =94.2%
BUWERORE  filkk GEEE) ViR AR 7 A 9 D TR Bk (GEHLER)
T ERIBAE 175 (53.5%) AST (GOT) #4/m 22 (6.7%)
F BRI EE 108 (33.0%) ALT (GPT) #4/m 14 (43%)
B E 105 (32.1%) RE A 12 (3.7%)
%t 98 (30.0%) Ji SR =) VR S - | 9 (2.8%)
L 82 (25.1%) fLrp 7 L7 F = 8 8 (2.4%)
T LV T OHAEE 58T 2 8 AR 2 b st (HEshakii)
BIEH ARAI8 me/kgz 5 UI= 2 VERTAN 2236617 12561 (53.0%) (KRR EGETE
WA ERERRNBO LN,
FIEH R ELH 125 517236 11 = 53.0%
BIVEROREE  Fitk (BILR) ViR A 7 A 9 D TR Bk (GEHLE)
e L JE 29 (12.3%) RE 4 (1.7%)
i 26 (11.0%) AST (GOT) #4/m 2 (0.8%)
BB 21 (8.9%) ALT (GPT) #4/m 2 (0.8%)
T 19 (8.1%) i 7 v — L 2 (0.8%)
L 18 (7.6%) fLrp 7 L7 F = 8 2 (0.8%)
% e k5 2 (0.8%)
iR R 2 (0.8%)
I s ER B 2 (0.8%)
M IR E 2 (0.8%)
£
=t AARA—F4 0 U =S B @A

* R 27 A 3 H 26 BATEAGEE SERE 141 S XV EEE S Lz,
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1.10 ¥ - BEEFOREEEEROE LD

YA T DY RGERER (R - B

K 1102 ER - BIRFOEEEEEHOT LS (EBM)

L4 - Bl

RIS

e -

EUES

TEBYIBRANRE 72 AT - TR DRSNS - B

AV )T AERE KT, VLARKRY F— RO T AT T UL
EOPFRIZBWT, @E., AT 2 BENC 1 E, TAVILYT

% & e .
i GRIETHMZ) L LT 1 8 mgke (KT) %3552 6045780 C
REERET 5, 7ok, BEORBICLVEEREET S,
BRSO E
il 4 K OVE 2D
BiGy - Sr i
E
FOLFIRI (41 YV /T Hyv. RV F— " IATTARNS-TAFARTTIN) LOFEHIC
B 58 N FHEEAC IR (EREILFERER)
AHI8 mg/kgZ £ 5 U T- 2 MEREAM I 5252061 (H ARNGEGI 7461 % & Te) H50561
(95.5%) IZKEBERZ S ETERVWAEERRBO LN,
FIMEH R ELH 505 141/529 1511 =95.5%
EIEH BUWERORE  filkk GEEE) ViR A 7 A 9 D TR Bk (GEHLE)
T 284 (53.7%) i ER S 134 (25.3%)
L 242 (45.7%) M IR EE 76 (14.4%)
i 218 (41.2%) RE 50 (9.5%)
I ERIBAME 187 (35.3%) i ifn BRE R 46 (8.7%)
BB 167 (31.6%) AST (GOT) #4/m 15 (2.8%)
& &
2t
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LY3009806
VAT LY IR EERE (15 - B )

1.12 B EH—E
F4E (EPa1—)L4)
42 HERHEE

421 ZEEAER
4.2.1.1 hAEZEFITSHHER

 ERRREBRHRESE

112 IR ER—E

AR

42.1.1.1 2221-03 :
HT-29 #5EC
DC101 Dose Response with

HT-29 Xenografts

3730-06 :

HCT-8 #1CD

Anti-PDGFR-f mAb 2C5 and
DC101 Combination in the
HCT-8 Colon Carcinoma
Xenograft Model; Efficacy of
RON mAb 41A10 (IV-620)

42.1.1.2

42.1.1.3 |3821-06 :

HCT-116 #1CD

Antibody Combination
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