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Fr A4 =Z—XNLARF—BE (Chinese hamster ovary)

#ES 0T (Immunoglobulin)

& fREETE S (Equilibrium dissociation constant)

faBgtEFER F (Placental growth factor)

mEAREBEEF (Vascular endothelium growth factor)
mERNKEBERFZEA (Vascular endothelium growth factor receptor)
Aflibercept

mEFEBEREF (Vascular permeability factor)
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1

il

11 MERNRBERFRTZOZER

A8 N EESEINF (VEGF) XL SR+ (VPF) 1&, 2 FEOEBAIMEZ K, T72bb,
FICMENRICEAET D Flt-1 (VEGFR-1) X (VFlk-1 (VEGFR-2) ([ZfEA L. ZhaEH bS5+
A NI A 2 ToHDH(1), VEGF IFIEF R M ONE AR 00 HEFEI 4 B2 8 7= 2 A8 O TR (L E87 42)
ZARHE S 5 NIl ZUEER 7 Ch 5 & & bio, mEOFRMEZRINTTHES S EREZHT 5
(). HIET OGO — AR E LT, M OmRRRENMET 2 & (KEEFKRE) | VEGF ©
FEELNTTHET D (3),

bt F R OZF DM OFEILE D VEGF DEHE 7 7 I U —I2i%. VEGF (VEGF-A & HIEEN%) O
m;\nm%%.?(ﬂmﬂ\VHWB\WEFC&UVHHD%aihé VEGF 7 7 X U —|Z)@7
LT XNTCORFIZIZEEEZR L, 3FEHOEST 2 F 1 oo F—BRZREK, 3705, VEGFR-1
(flt-1 ; fms Bk F r v > FF—E 1 L LTHHIHLD) . VEGFR-2 (flk-1; JREF¥F—F 1L L TH
FHD) HOVVEGFR-3 (fit4 ; fms#kTF v % F—EB4 L LTCHMLND) O 12 EIZY
RELTHAET2@)(5). ZNHOZEEIT., ENEIVHIaAEIRIZ 7 >0mE a7 ) > (Ig) R
AL EETH, VY RFEAIZE Y . VEGFR O AR L OB O Y VLA 2 0 | HlfEERED
TEIC R 5 DN Y 7T NRES A r— RER SN D,

VEGFR-2 13 EIZ I & NI 3B 2 0l2xt LT, VEGFR-1 (XN AN 2 C, aFHER, B
K, vorr7y—y WEFFAMRL EON GRS OFEFEOMIIZ $ 3BT 5, VEGF ITHT 2
BRI, VEGFR-2 [ZH~T VEGFR-1 D78 E 28, NEHINE C VEGE AT 52 Licky &
LD Z 5 TH, VEGFR-1 XD T 0ITIEMAL SN D TETTH D, Lieh> T, WEMRRIZXT 5T
~_COVEGF 74 Y 7 #—LO{ERIX, FIZ VEGFR2 ~D U H > RFEA R ONEMALZ T LT\ 5D &
EZbND, TOEMIZTHWVA, VEGF IZ X 5 VEGFR-1 OIEMEALIZHEEROWEE A5 T 5, B+
T 5 PIGF J2 ) VEGF-B $ VEGFR-1 |Z#54 3 %, VEGF & 3% I, PIGF & O VEGF-B I\ 31
b, BRAICET D IEE 7 MAE T M OV R 72 8 B AE ISR AT R 22 6 O Tl 22wy, L L, VEGF [A]
£k P1GF (IR A 57T A4E K QYR A U E7 Y 7125 LT s it &% (4), — 7, VEGF-B

DEENZONTIEHE VSN TNRW, 7D O VEGF 7 7 2 Y — A 23— % VEGF-C & () VEGF-D
1% VEGFR-3 12X L TRV BRI THE A5, VEGFR-3 1212V v Y& NEIBICIEIET D D T,
VEGF-C & O VEGF-D (3 EI2 U > X HAEOHBENBE 5 L T\ 5(5),

VEGF 7 7 X U —|3H—DBEFICL > Ta— NMeaidn, BRIVA T T 4 >0 7 UTEHE D
fRAYIBr OFER & LT, HEDOR/e D VEGE 7 A Y 7 4 — LAWBF(ET 5 (4), PIGF % & iefthd> VEGF
T IV =AU R IR R FEBEOT A Y T —0 L LTHFEET D, axDVEGET A Y 74—
XTI RCEEE LTUEEZ R L, BCZOS TREEOMSN~ NY v 7 A E=a—m ) v L
(XN D W Z BRARA~DOFEBREN B2 5, ] 21, VEGF-A s (T~ VU R =a—a B U UREA L,
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bt NOEFGTHRIT DEET A Y 7+ —LThD, VEGF-Ap H2% < DAL OYRIVIREE T & I3
BTN~ R R=a—a B Y U~OFEEIZE ST 2 R AL U ZFFTZ2204)(5), TXTD VEGF
TA YT+ —LPEIC VEGFR2 IZHEG L, EOIEMEEZFAE T2 2 LIC K VIEHEZRET 223, 54
MO ME 2 — TR OHIE TIX R 2%EN 2R L TWD EB X bivd, VEGE [AEL, PIGFIZ2W
Th, BRORA T T XV EBRDOT A Y 74— 0K L, ~R) U R=a—a B Ul
XD AEARBICED O DD, VEGF (3kk 4 70l TR TR EL L, TS M 7 4 K OWRE FE R O
P L BERERUIZBEE ST H AL TV 5(6), VEGF 1E, 2 DF R E & 722 < | BEFI(T) IR AE(S) |
EHAIE) .« AERG « ELEE(10) KON 2 F ekl x RIS CRILL, ZORB LU, *hsd
5 ISR N TIID MITE W Z EDRH BN > TV D, ~ 7 AET T V& AW T3 BN S |
VEGF Z e BAJICPE T2 2 LI L0 JEG ORI IH S D 2 E R LT > TV D (12), 72,
L OMFFEN D, VEGFR-2 Z[HET2 2 & TH, EIFOMIENRINTIH S D Z LA LT > T
WDH(13), W, v U 2% Wi T B RIS L0 ES Mk O VEGF Z IR S5 & |
MEEENEL 720 FEEOBMATLEL-(14), HEOe MNEBIZK W T, mMEHAEDRE & T#
DR B ZE D STV D (15)(16)(17). VEGF 1L sre 7 7 2V —F F—BIRIFHIC M4 B 2
TLESEDIERLHET2(18)(19), Lo L., MEERIMNH O VEGF O K/ X IEREENEE TRk IC L - T
AINTZHOTHY , EERIHEGEEMKRICHRT 20X IT< Il E 2\ LITEERLETH D
(20) .

VEGF X% VEGFR-2 # 3P MICPAET 2 & & BrAEN S v, EREEENME T 5,
VEGF %7 2 M8 854 K QN E SO BREIX, Bkx 25 & A 7 O & QR I ONZ I 4
RITRIC X DG PHEORIENCHERTH L B bND, BWET Va2 AVTZEEORR, K ORIELT
X, BRAREER S . VEGF 420 & 3 2 IREIEOH IENSLFES T D,

1.2 Aflibercept D& &=

Aflibercept (VEGF Trap) (X VEGFR-1 ® Ig2 R A A >, VEGFR-2 D Ig3 R A A 't k IgGl D
Fc RAA UMD SN D FHOBE Tz v Ml R BE'E Th 5, AKX VEGF 1254 L, VEGF
& X DOZFRE OMAEAEMZIEHT 5 2 L1220 21), TEEHRIC ISR K O 2 4G5 2 8 g
D EHAET 5, AKX VEGFR-1 ® U #' > RTh 5 PIGF L VEGF-BIZ b AT 5, BRK CHEE
SNDLAREOERAMFFE LT, invivo CRENZNODO Y F Y RITREST 2R, BB BrAEn3
FINDE L BT, BEAFOMS M2 1R HE S, VEGF I X 2 ME iRk TTEEMfl+ 2 & & %
bivs,

F ¥ A =—ANALAZ =PI (CHO) K1 Az AW, a1z R E'E Th D aflibercept % %
g, Bonizht BREEAEABEL NS o~ N T T 4 —TFEEMAGDE TOBERT S,
HEHD ex vivo oM R T, KL L 7-4H1#2 2 aflibercept 73 VEGF |[ZHEA L, ZOIEMEEZAET 5 2 L 23
HINTIR 5T D, iz, aflibercept iZ., VEGF, VEGF-A s X T VEGF-A 5 D ~/3 U UfEERIG TR
AU CVIERECTIT A Y T — LOMGITHG L. OV EREEEE (Kp) (X, £4E4 0.5 pmol/L
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0 0.36 pmol/L & [RIFRETd D, AN FEWBUFINET VEGF L f5AT D65, BEAEERPR S 1L,
VEGF & Mifa i Zf7/E9 5 VEGF S FR L O BEMERNAES D, AKTZoMich, v Mk
AN 72 (PIGF-2) & O VEGF-B @ 2 fiiD VEGFR-1 U 7> Rizb@mWEAETHA L. £DKp
fElX, Z4F4 39 pmol/L J OV 1.92 pmol/L & HH & T\ 5,

ex 7~ AR O NEGRIFEBAE &K OCEBEBET LICB VT, ARSITHEA K O RIEA & O
OFF CHUEE DR K OPL S i AER R 2 /R $ 2 E NGRS TWD, £z, ~ 7 AIPBETTLICE
WC, JEKEEAEIHIZNR bR DTV D, FEE Z XI5 & U7 BRRRBR Tl ARIEHNEE M8 8 &
B &, HHLILE ORR ZIHEI L, R LEORFEREHAETSE2 Z &Ik, FEBEMMEE LD
HR RS PRSB804 [T A ERIC DWW TR SN T 5, ARIRIT, BB ME ROBE (KT S,
TR P ORI /8 2> DI H L 72 SR B R OHARR~ b Y » 7 A OGE IR T EE 5809 22D AT
SALTEY | EEOHEIEE T 5 WS D,

AT~ A, Ty b, UHPEROTEEIED VEGF K O'PIGF 7 A Y 7 4 —LIZR LT, B hU A
v REFRBEOHMMETHET 2 2 &b, FFEIREDERER K OFEERRIT, b8 s
TN TSN U7z, S BN RERRER CId AR 2 RN U T G- C B EIC G- L7z & & @ invivo
AR OVHRZ R L, R LSRR OEN T T — 2 ZWNE LT, o, ~UA, Ty b, UH
X ROV E B LEBOBELZ AW HEI R ORER G EERBRz 2 L. AEOFEET v 7 7 A
WERRET LTz, 2D OIERERRERI D, AR E2 2HMICE G Uiz & & CHEES M 857 4= K& O 5 A )
RICHI S b IR, BURZEBET a7 7 A ARROLNDL Z ERRA LN -T,

FERGRRBE R D B x e FEEONEBIC R LT, AR A FOHE OFEHER L2k & P LT T
TLFREREMT bR, 607 —2IE, LITIORT & 972, BN - B O RIGH
ZEIES LT, AEEEHT 52 2R LTWD,

ARHPFEICBWTTEL TS TREIIZR ] kT THIEROHE] 2L TFICRT,

PIGIEDEESIES
TRRYIBR A RE 7R AT - FFFEDOREN - G

MIEL O &

i DOFUENEGH & OPFRICB VT, BE, A TH1IEL 77U~k 7 s R—=% (@isT
FHZ) &L T4amgkg (KE) % 1 el TRIBFHET 2, REGMRIZ2HEE &5, 2k, BF
OIRFEIZ &V EHET 5,
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L OSSOSO P TSRSP 18
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x6-ZERIEEICRT S aflibercept D in Vivo FUIEBBTNER ..o 22
7 - BILARE(CxT 9 5 aflibercept D in Vivo FTRBIEEIER oo 23
& 8- ZLIRFEIZ X3 B aflibercept D in Vivo FLEEBTNIER ..o oo 24
x 9 - BFEREIZHT B aflibercept @ in Vivo FUEBEE NI ....oo oo 25
F 10 - BREIZX9 5 aflibercept M in vivo U B IR ..o 26
® 11 - #EBEE 1233 5 aflibercept @ in ViVO FUIEIBINER ..o 27
+ 12 - fffEIZ*x 9 5 aflibercept M in Vivo L BB IR ..o 28
& 13 - HIEFIECx T B aflibercept @ in ViVo FLEEBEIIER oo 28
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= 18 - FLIREMAS % MA13/C 548 Swiss M X — K<™ X & F U i= aflibercept+5-FU A% 5 O 5 .... 32
& 19 - RE[EMAat B16 #4E BALB/c X — K<Y 7 X Z M /- aflibercept+ K+ 4 /L AR5 OFHE33
% 20 - £ FMERZEME HCT 116 B4 NCR M X — K< X # L - aflibercept+4 1) / THh U H#RAKRE

0D USRS 34
= 21 - Aflibercept E b EERIEHA L EED INVIVOFUIEB IR .o 35
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1 -Aflibercept (VEGF Trap) DHEBEE ........ooooieeeeeeeeeeeeeeeeee et an e 10

2-Rip1Tag2 ¥ RXIZ#(+ % CD105 & U CD31 5t EZME RICxT 5 aflibercept DEE .............. 20

3-HETHIE FONEAREMAA SK-OV-3 #4# SCID ¥ 9 X A I- aflibercept ML : AEREHER 21
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%S L AEOTE
5-FU 5-7 /A w7 v (5-fluorouracil)
ACE T VAT v A AR (Angiotensin converting enzyme)
ADCC PR E  (Antibody-dependent cell-mediated cytotoxicity)
adm 5. (Administration)
BWL {REJD (Body weight loss)
CDC AR TFPEMAEESE  (Complement-dependent cytotoxicity)
CHO F ¥ A =— AL AH—FIE (Chinese hamster ovary)
CR S5E421RHE (Complete regression)
ECG L7E[X (Electrocardiogram)
HDMEC t bR RERU NI E N EZAAE  (Human dermal microvascular endothelial cells)
HDT AR KH & (Highest dose tested)
HNTD RIS & (Highest non-toxic dose)
HUVEC t MEHE IR A (Human umbilical vein endothelial cells)
ICs, 50%PHE P (Concentration inducing 50% of inhibition)
IgG1 7 17 Y 2 Gl (Immunoglobulin G1)
ILS ATFHIFIAER: (Increase in life span)
\Y ## kN (Intravenous)
ka fE A E#L (Association rate constant)
kd fiF e 2 4 (Dissociation rate constant)
Kp A fRBEE S (Equilibrium dissociation constant)
kDa ¥ /L k> (Kilodalton)
LDT B> & (Lowest dose tested)
PECAM /RN B Rl Ra #5543 7 (Platelet endothelial cell adhesion molecule)
PIGF feAEHE%E K (Placental growth factor)
PO #11 (Per os)
PR #4714 (Partial regression)
Ripl Tag2 Rat insulin promoter 1 T antigen 2
SC FZF (Subcutaneous)
SCID HIEH A E R4 (Severe combined immunodeficient )
T/C JEIE S AE ] (Tumor growth inhibition)
T-C JESHEGEEIE  (Tumor growth delay)
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Td FEIE (% INEERT  (Tumor doubling time)
VEGF M8 PN EZHE5EIR - (Vascular endothelial growth factor)
VEGFR I8 N R BEBEIN 132 284K (Vascular endothelial growth factor receptor)

VEGEF Trap Aflibercept. AVE0005
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AVEDDDS - F2UA Lt ~A—4 (BEFHRX)

1 F&EDH

mEAEEERT (VEGF) 11, fic 0FE#EICHTo20MEREEZSHT, FENRUFHEN RS 2
MEFECEELTWAZ EBHEMZAR-TVS, Aflibercept (VEGF Trap) 13, b kil PR
AFZ%E#E-1 (VEGFR-1) O 21g FAA L b P ENEEERTZ%EE2 (VEGFR-2) D31
FASL - ZMGL, 3bicThze MRE 7Y Gl (IgGl) OEFHEE Fclo@a Lit#Ec
WMiEAETHS, AEEHTERJEe by D) o—REEERAECHY . #[eriEsic
ik, @5 7FRiT115kDa ks, FrA=—X AR X—FIH (CHO) K1 #ka%H\T, #=
THBEAZEAHETHD aflibercept ZRH =4, HELHE, BT IHFIRAESHOBRERE: LTl
Ak ah s,

VEGF 7 7 I V—iRii—0#ifzFick-Ta—Fleahsd, BREATF A 27V TEB T
oo, BEOREDL VEGF 74 VY 7+ —LARFET 5. BEEMEET (PIGF) #&tefho
VEGF 77 S V—A L —bike b TREOT A V74— LWBEETS, aOVEGF7T A Y 74—
LT <TTiEEL LTEERETFL, EctoaTFREVGHRA~ FY v 7 Aid=a—ob YL
FEIEh A FB R EE~DRESENRA2 S, Wi, VEGF-Asiie MNEBETERTATELRT A VT
A—ALTHY, ~~Y rEUP=a—a Y Aif#EdT 5. VEGF-Am bE < O#lfR RETHRER
FTHHB, ~RNVURET=a—a ) r~OFEICEETS FAS 2R,

FEITE b VEGF-A Io# L THHEICH O ERMEEZ R L, VEGF-A1s R VEGF-AL T4 Y7+
— LAOEERBETH (Kp) 1. FAFH 05 pmol/L ETF 036 pmol/L » B Eh Tv5, RE ZE#
itk T VEGF-A LS L THEGHEEEH L, VEGF L #ilaR M- TEET 5% %4 VEGFR-1 U
VEGFR-2 & O E{EH M E+ 5(1), =@ VEGF : aflibercept #-& (£ #8 E 12 in vivo THR{EFINICE
mL, ERTERENETATO VEGF MRS -RaATR&EEICEL, Zhilkicfsd L, ik
h D FERERE aflibercept ¥ EE A HBAKTFMIC LR T 5, £/, AFERX VEGFR-1 DOV H 2 FThHhoE b
PIGF-2 iz & F i FotE (Kp=39 pmolL) #7RT,
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2.6.2 EEFAEBROBMEX
AVEQQO5 -7 7 URILET+ R—%4 (BEFHEER)

1 -Aflibercept (VEGF Trap) D#IE&X]

VEGFR1  VEGFR2 VEGF
Trap

BEZAARTHS VEGFR-1 RU VEGFR-2 . TN ENHMIANFEEIC 7 DD Ig FA A %, MBANMEEICFAS U+
F—ERAALUEHT S, Aflibercept [ VEGFR-1 DE 21g KA A & VEGFR-2MDE 3Ig KA A VEREL, 51
FNEIGG1I D Fc RAA VICHELEERETH S,

AT 58 )78 VEGF BLEAITH V. FEERARSEBLEBRIZ W THLIME Fr A ER K OBUIEE 2 R 2338
LTV 2, Invitro BERERIC W T, AEZTHF T v P RO~ T ZAD VEGF (23 L T Bl
PETHAT DI ERHALNITR>TND, o, xR~ U A Ty FROE RGO Z BAHE L
7o~ 7 A% Wz in vivo SEEREBR 1T 36\ C ARSI TIES I 2 2 R HE T2 Z LR ST b,
S BT, DOEk % 72 in vitro 2 OV in vivo BT /L& W FERRRRER T8 . AIEDOIKBEMEFEN S 4
W5,

ZARMEIRBERER I BT, YLITA K 30 mg/kg £ TO aflibercept 7 X EH G- L THh, HAKMRER &
WNECG /N7 A —Z X T 5 R BITRD bR o7z, ~ 7 AIZ 2.5 mg/kg LA ED aflibercept
Z2~4 M TR Lz & & B, PSR OHRIR SR AN O NUEFEEMET Lz, w7 A
12 2.5mgkg LA E. 7> T 0.5 mg/kg LA O aflibercept & HL[RIFZ T 15 L7 & & IUHE I M OMLaR
MEAHERFICHEEIC ER ULs (R ES 15~20mm Hg) . 2 OVERARHe e 13 i - bz
JE aflibercept & B & B HEICBE L TV e, 7w MBI 2 M)E BT, BROREERZZRGT 52 &
(X VEE LT,
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2.6.2 EEABROBE
AVEQ005 -7 ZUNILET b A—4 (EizFHlHEz)

U Y XFEMYGREET T BV T, 30 mgkg F TO aflibercept % KB FFIRNE G- L TH ., FIRE W)
BRIMAR T RITFEH S o7, £72. 7 > M 250 mg/kg £ T aflibercept % HL[AI RN FRER
HLTH, WlEARNRT A= ZIAEMERNCEE R ZALITFHE S -7z, CSTBL/6 E~ 7 AL
aflibercept 25 mg/kg % 2 [A] 4 R T 5 L CTH | BHEREICK L TAMFRICRIE & 70 2 8% KX
Spholz, U XUIBRAI K OWIBHAIE T /LI aflibercept & SAEFARNEE G- L7- & %, 0.3 mg/kg UL E
TANGEE I QRS BAR AP OB IE U7, 2EUIBRAITE T L2\ T, aflibercept 2% 575 & |
PO MU BT A OV B3 S5 — 75, BIBRAIE T L Cid, AlES] -9k 0 58 (tensile
strength) N OMIE R EDME T Lz, BHETAH LIV L0 D ORI RIS IRE IR FIL, il
BIETE aflibercept J2£ S FHBI L Tl 0 | FHl L 723X T OB G1% K Efiﬁgﬁﬁﬁ%f# ITREATE (AR
TR 2 RIEIZ BBl > TW 223, 0.3 mgkg #5-HED U 3 Tl EEHRIR L i A RIRE L
o722 ThoTo,
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2.6.2 EEHABOMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

2 MNEERMITHHER

VEGF-A [ZW MO ATE, W K OMEAIT 3 5 EH A8 LT, JE5M/E 8 A IS BB e 45 2 L
T AT ==X ThbD, HB¥), MEBRMER T & LTI Iz VEGF-A 1L, NEOBRE 21K
TIELERLA L, BEEENED D ORS TWEORMNZTTHE S RRICL D B2 b,
VEGF #1517 7 2 U —IZJ&T Hfthod A > 3—|Z1%, VEGF-B, VEGF-C, VEGF-D, VEGF-E & (! PIGF
NEEND, FixDVEGF 77 I V=AU N—3 BRARATIA L THZTHZ LN, HFE
KOst~ N Y 7 ZAOFEG ORRENRIRD AT T TT AV T —LFET 5, 6 21X,
JEI5; 3 VEGF-A 13 —#%1Z VEGF-A5; XN VEGF-A s 7 A Y 7 4 — 2L L LTIFEET D,

VEGF-A 13 2 F ¥ OZ FARAF 0 v %) —+F8 VEGFR-1 LN VEGFR-2 [ZfEA L, M HEZE
D, ZHh5OZEAR VEGFR-1 & ¥ VEGFR-2 |3 E (& NI R /E/E L. VEGFE-A 23
BT D&V U LS, MIEN Y 7L ETEEL ST, IO AT, lEdE & O & (2 S E 5,
VEGFR-1 [Z—# HfERIZ © B9 %, PIGF X VEGFR-1 DAITHEA L, WEAIICR L TIERT 5
LK VEENIC, D50, BMmERE OWERTEGIAAZBIE 2 2 LI X0 MBI, mEAK
ERETDH EEZHNH(2)3), VEGF-C O VEGF-D 3567 % 3%/ H O AK VEGFR-3 1%, FIZ
U ORI S LTV 5 (4),

VEGF-A,PIGF %X I*VEGF-B %% 1¢ VEGF 7 7 X U — A L /3—|Zxf7 % aflibercept D & ¢4 % in vitro
TRl L7z, £72. WM VEGF 2B K Z %45 8 NI EZ T, VEGF & f#£1%: D VEGFR-2
OIEMAL (U ) O VEGF #HFMEHAHIZ %5 aflibercept DA FHMI L7=, S HI2, BRx 72
NI 2 B U 7= BV & 7 /b 2 O CRESEHE AN 20 S 24 3l L 72 in vivo 3UBRIZISUWN T aflibercept %
B 5 F Qb2 & DR G- LT- & & OFUEE )R K OHUi S A2 AR S vz,

21 INVITRO /&%

211 VEGF 273 —BE&V A FIZHT 58S
[Module 4.2.1.1-1] [Module 4.2.1.1-2] [Module 4.2.1.1-3] [Module 4.2.1.1-4]
Aflibercept [3fE % D VEGF-A 7 A V 7 4+ — LTI A T, VEGFR-1 IZFERTHZ ERFMBLNATND
PIGF 7 A YV 7 4#—AXR VEGF-B72 ED U v RIZHEAET 5, S 51T, aflibercept 11T > HEEC 7 %
e v NS OEFED VEGFPIGF Y T2 R7 7 I U — A U AN—|TBBNKEET 2 2 L0 b FEER
KRB CIL, ZhooEWfEEMH L7z, & RO LD VEGF-A 7 X/ BESNIZE<F L TH 5
72, 2D 2 OB R KD VEGF-A ~DOfEG 2 KB4 25 2 LIXTE Zauy,
Aflibercept & 9FEHD VEGF 7 7 X U —RE# U o K & O AN R 2 A figit & 3 Kp 2 F£
7T X G (BiaCore VE) I K W HIE Lz, 26D U 2 RITIE, & F VEGF-Ajss. £ N VEGF-Ajy.
t b PIGF-1, t b PIGF-2, t b VEGF-By,s, & b VEGF-C, t b VEGF-D, ¥ 7 A VEGF-Ayg, <V
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262 FEHBROMEX

AVEQQ05 -7 7 )R )Lt T b R—4 (EEFHEEZ)

A VEGF-Ajy. ¥ 7 A PIGF-2, 7 v I VEGF-A g4 X 'V % VEGF-A s 23 % £ T2, Aflibercept
IRRET L7 12 ES 10 F O U T2 R R RO OWE FREEMAERZ R L, JIE fTEE72
ASHAMERPERO o 7=dDixt F VEGF-C X't ~ VEGF-D D% Toh o 7=, Aflibercept L & I,
<~ A, Ty hROTHX VEGF-A ICK LT, EIEAEELTO Ky CaWESBMEE = L.
FEOHEER o 72, Aflibercept Id & N R~ 7 & PIGF (2t L THEWBIFMEZ R LTz, VAT
I~/ aflibercept tH AAEM D Kpfl 2 £ 1 12777,

R1-VEGF 2773 )—BEEYHY FEDHEESHEER/NS A —4 (BiaCore i)

JHUE ka(M"s™) kd (s™) Kp (pmol/L)
£ + VEGF-Asgs 4.05x10’ 2.01x10° 0.497
£ k VEGF-Aqz 3.75x10" 1.35x107° 0.360
£ k VEGF-Bigs 3.52x10" 6.74x10° 1.92
E k PIGF-2 1.75x10° 6.81x10° 38.8
£ k PIGF-1 6.73 x10° 2.64x10° 392.0
T R VEGF-Asss 2.80x10" 1.64x10° 0.585
T ™ R VEGF-Aqz 2.15x10" 1.23 x107 0.571
<™ X PIGF-2 1.64x10’ 5.45x10° 3.33
5w b VEGF-Ates 3.67x10" 1.73x10° 0.471
54 % VEGF-Asgs 3.39x10’ 2.63x10° 0.775
E k VEGF-C NB NB NB
£ k VEGF-D NB NB NB

BEEE : ka=fE A EEEH. kd=MRBLEEER. Ko=THEMBHER. NB=HEatEYT

212 b METEIRNKRMIIZE T 5 VEGF-Aes IRFMEZER ) VEEILOBREER
[Module 4.2.1.1-5] [Module 4.2.1.1-6] [Module 4.2.1.1-7]

VEGF % F A2 %8B35 b MEHEIRN AR (HUVEC) X, invitro TEERRETH 0 . FMEMEIC
VEGF Z i35 Z LIk 0 2O EFHF LT H 2 LN TE 5, 20 HUVEC & VT, VEGF-A 65
(KA VEGFR-2 U U ER{EITxT % aflibercept O PR RE 2 714 L 72,

VEGEF-A ¢s (1 nmol/L) %4k~ 722 0 aflibercept & & HI12A »F 2_X— K L, ZDIEEW4A HUVEC
IZEWIMLC VEGFR-2 OF 1 o > U Vb2l U7, (b5 Eimide AR O aflibercept (aflibercept
IR/ VEGF-A s IREDE VNS 1K) TIE, FERET VEGF-A65 12 X o TRHRIKO Y B35
WMINTN, BB I EICRD e ZRFEOY VM ERERICHE SN, £/, VEGFR-2 3
Bld 27 2 KRR EAIL 2 -5 BR 238V T, VEGF-A X TF VEGF-C IZ X% VEGFR-2 D U U Jig
LIPS Z k92 aflibercept D2 % iait L7z & & . aflibercept I& VEGF-A (Z L - T L 72 VEGFR-2
DU VR E B RACEE L72AY (ICsfi 3.15 nmol/L) . VEGF-CIZ Xk » CaFiE L7z U VB LIEIHE
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262 FEAEBROMEX

AVE0005-77URLE T b A—% GEETFHEBEZ)

L7gnotz, ZHHDOF—H %, aflibercept 728 VEGF-A ([Zf5H 9 273, VEGF-C I[ZITfEA LgnwzZ L &
—HLTW5,

2.1.3 VEGFHFEMEHIL > H LEEDOEEEH
[Module 4.2.1.1-5] [Module 4.2.1.1-6]
HUVEC % iV T, VEGFR-2 ~® VEGF-A s ifii 5 KON ZAUTHE< T v 20 KB B OFEHEARIZ S 2
aflibercept D FLEREIC OV T H R L7z, AL L7z 3RBRICEB VT, I 50 pmol/L @ VEGF-A 45 1Z &
STHEE LI 7 ARARICH T D EE 4 724 O aflibercept DPLEVEM % #3F L7=, Aflibercept
XA AEIE ZZVRACEE L, £ O ICsEiL 1.2~1.7 nmol/L & B H S/,

2.1.4 VEGF-AsZEME FAERMBEEEOBE/ER
[Module 4.2.1.1-8]

IR B b N RS NI NI (HDMEC) Z VT, "CF IV OluARZRIET 5 Z LI
£ V. VEGF #FE MM BB EFEIZ %19~ aflibercept D FHFREA FHAM L 72, BCRE 72U L Tu /e
UWNEERREEE H A FH VT L 10 ng/mL (238 pmol/L) B MEHE X VEGF-A 65 777 T M &2 5528 L 7=, VEGF-A 145,
HC F 3 Vv O aflibercept (J2EE 1 pmol/L~1 nmol/L) D{F(E K. HDMEC % 4 H & fLig fLAkE % L 7=,
UCF IV UDEIAREET S Z EICL Y, aflibercept DB A E & L 7=, Aflibercept |3 VEGF i
P> HDMEC 5l A FHAE L. £ 3 ICso fEIE 192 pmol/L & B H & 7=,

215 Sy FRKBRGBETILICHB T EMERBOBEIER
[Module 4.2.1.1-9]

Exvivo TH;#& L7 7 v M REWRA VT, B HAIT3 T 5 aflibercept OFLEMFEHZFHG L 72, =
DETNTIE, a7—=7r 77y MRERZEE L, FiciCuhnE 2 iR g7, o8
A 1B D43 IR R ZAMRME VEGF 2 WS35 2 & CTHEE S i, & BB ER 2 N4 2 2 & Tl
SNb, ZOKENREET v A EEHWT, BUNLAE TR 35 aflibercept D522 % 51 L7z, 4+
i L 72 KEIIRIZ aflibercept (2 10 pmol/L~1 nmol/L) % 9 H iR L7-, Ak L7ofui &
ZEHE L, Z OMmEEExIRIZEE T 50%(E T & &2 aflibercept 2 & (ICs,) ZHEMHTHZLickb,
aflibercept D2 A 7 £ L 72, Aflibercept 1X7 » M KENIRA> & OFUINMLAE O 43I & % FLE L D 1Cs
fEIZAMA M VEGF-A (10 ng/mL, 260 pmol/L) {F1E FC 121 pmol/L, FETFTE F T 42 pmol/L TH -7z,

21.6 #HAKEEMRESERRURKKEEHMREE/ER
[Module 4.2.1.1-10] [Module 4.2.1.1-11]

Aflibercept DIEMEIZ Fe M ET 7 = 7 Z —HEEMN T2 L T B REI 2 MFTT 2720 HE D ex vivo
BANR=2T veAIEZBF L. MRKEEEREE (CDC) AR Ok FEMIat;E (ADCC)
TERR ZHIE Lz, #1552 HUVEC M QYIS HERLrE (e Mk Calu-6. #5508 AEfuik DLD-1 X OV
R AIARE A431) OWTAUZIBW T, aflibercept |3 ADCC {EMEZ RS 72 o T2, [FIEEIC, FIMK
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262 FEHBROMEX

AVEQ005 -7 7 UR)LET b R—4% GEEGFHEEZ)

B:#% HUVEC K OISR (RRMEAIEAI IR HT-1080, fiif AIHRER Calu-6, #ERGFEMIARER DLD-1 &
O V- BRItk A431) OWTHIUZEBNT S AT v A DEHEMRTH L Y Y%~ 7 (H CD20
IgG1 HLR) 7 CD20 LR Z BT 5 /3—F v kU o JEMfLRE Daudi % 263 S & 5 504 FlzBun T,
aflibercept |3 CDC {EMEZ R S 2o 72,

Z B OfEFIZHSW T, aflibercept 1 in vivo T CDC &N ADCC {Ef 2 L7gn & AR EHL, in
vivo C aflibercept |Z VEGF . UMD VEGF 251K U 7 R & OFEE R Ot 2/t L COAMRET 5 =
EINTRE T,

TAR—=RT B AITEIT D aflibercept DIEMEZ B L CTF 2 1TRT,

% 2 -Aflibercept @ in vitro ;&

TILR—ZAT7vEA Aflibercept DiEtE
VEGF-Asss (1 nmol/L) k¥ VEGFR2 ) &1t 1 nmol/L TELMEE
VEGF-C & ##14 VEGFR-2 ') B 1t 8.7 nmol/L FTHELL
VEGF-Ags (50 pmol/lL) FEMEHIL S LEE ICs0 = 1.2~1.7 nmol/L THE
VEGF-A1gs FEIE £ ~ R R MEREIETE ICs0 = 192 pmol/L TEE
v P XBIERERE TILIZH TS VEGF FEMMER K ICs0 =121 pmol/L THHE
VEGF-A1es (10 nmol/L) FZET T aflibercept T L

(0.85 pmol/L~50 nmol/L) DffARKEFHMIREGESIER

VEGF-Asgs (10 nmol/L) 7ZFET T aflibercept T L

(0.85 pmol/L~50 nmol/L) DA KEFHEHGEE/ER

B&E : IC50=50%AERE

2.2 IN VIVO ;&%

Aflibercept 73 VEGF BP0 B4 2 5] 35 2 S L 0 | G 2 [HET A EHIZ W T Akx
72 [E TN TES A AV 72 SEBIER Ot L7c, s~ ¥ AT aflibercept Z #iHE & Tt 5- L. VEGF :
aflibercept HERDIEKEE =4 U 73252 £I2X V| aflibercept (2 & 5 2h 7 NIK M VEGF fiite
TEM ZHERs L7z,

JRELTR T S N OV e N EEEE T VXS aflibercept D HTHEIE N 2 5 L 72, HUEBEZI R OFE
ik, SREHEHE (HNTD) XIFEMEHEICE L T ARWES TR KHE (HDT) T5FEfEL
Too PRI DBARMD 20% XITHMNZ K HFEEH 10%A ER O R EFEA &L 22 L, &
FEARA~ T AT 120 mg/kg/ H £ T aflibercept & 1~3 W& LG Lz &, Mt L72WTFHUOHETYH
BIEIFERO b o Tz,

b NSRRI AR S35 aflibercept (2353 B G085 NG 2 [BHEET 5 72 8O, NS 2 T SRR AE
ARBRIIE L THREAR R~ T R T b, Swiss X — R~ A, BALB/c X — F~ 7 X, HIEES
FEARS (SCID) Mg~ A XITNCRMEX — R~ 7 2 & W TE L7z, SREERENER R~
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2.6.2 EEHABOMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

S

I

A% W BRCTlX, 4~40 mg/kg THREMMIZ 4 @M ETE L, HE5E THRHCHUEE 2RI
I RIREMED & D L aflibercept PURDFEA T =X — LTz,

P K

221 Invivo [ZHEITHESFNEHRERVIEEDEE
[Module 4.2.1.1-12] [Module 4.2.1.1-13]

VEGF (X EF R MEH EICHNETHD & L bic, BELEHAECEWN T EEREEZ R LTV
%o MEEH#AMEC VEGF 23 PRE SN D &, JEF M ORI S 4, VEGF ICRFE L THERF S DR
B B D3RG T 2 7o oD, JESEA~ O MR BLHE  OMES 0¥ R HIR E D & PRI D, 7 b
PR B REA AR C6(1), b HRRRUT AR A673(1), ~ 7 A BEAJEMALE B16F10.9 (1), b MBI
JEHIBRAR UST KOV B Aa s H SRR 786-0 & F 7= FERG IR BR & 520t L. S5 % aflibercept C
MEEG 5 Z L2 L0 MEDIRNET 2 B0 ERT LT,

Aflibercept D P& 5 FEREM] (4~72 BEfE]) (238 1) 2 M85 M 12 xt9 2 2 % B L 7=, AR s Aa
PR C6, IBIFMEMIALRK UST S B Ml ss i1 Atk 786-0 A4 FAE LA L 72 SCID + 7 AT aflibercept &
25 mg/kg DM ETHERG L, AkeH% O OMM TR A Z E5 L7z, NEMd~—7—Th b
/RN Bl 77 (PECAMI) Z#fEdufad 2 2 L2k V| MERZ Ik L7z, Aflibercept
1~ U AT FRAE L 7 30 D JEIE C AL S AV 7 B i 8 96 8 A 2R IR N 72, Aflibercept (25
n@@>%$ﬁﬁﬁbk&% P 5 72 W22 31T 5 C6 MEIE 0D i A8 5 B 136t RIS CRR B AL7- i
EEED 20%I238 X 72 o 7=, F 7= aflibercept THLER L 7= U7 FEIE O I 2 % £ 13 5%t 0D 43%., aflibercept
CRVER L 7= 786-0 S O M A& B FE 1T R D 40% CTdh o 7o, & OFMBFAIRZA DD | aflibercept 73 1% 5
AxRIET D Z &Iy, GO ZIHT 2 2 L ASEES 7z (1),

2.2.2 Invivo [ZH 1T 5 VEGF : aflibercept 8 & A DRZ AL
[Module 4.2.1.1-14] [Module 4.2.1.1-15] [Module 4.2.1.1-16] [Module 4.2.1.1-17]

F BSOS ER % S0 L, g+ VEGF : aflibercept 1A L OFERE ST (IEBER) aflibercept I 5

N ISR 2 %35 aflibercept D H22E % [RIREIZFEAM L 72,

T v MR BRI Co 2 BN L7- SCID ~ 7 A% LT, MEHEZAE 7. 10 X013 B HIC
aflibercept Z 0.5, 1, 2.5, 10 XN 25 mgkg DHE TR FHE L1z, ZORERTIL, H aflibercept £
5.3 BRRICIEAE BRI L, Mg aflibercept i 2 HIE L=, £ Of5E., aflibercept £ 5-1% O i H il
HiEF aflibercept I F5MEIL, HDT (25 mg/kg) (23517 5 190 pg/mL £ CTHEKGFWIZ EA T2 &
D BTl > 7, —J, ¥ 7 A VEGF : aflibercept A AR B EITH &N > T EREA L, &3

R L DIz, HED 2.5 mgkg DL EIZ2 5 &K 1 pg/mL TF 7 F—ITiE LT,

FH & 0.5~2.5 mg/kg DHEiPH TilFEEE aflibercept |ZIEMIEMEDHEY B REZ /R L7-1%. 2.5 mgkg & 2
HHET, ZEMEEOIEYEEZ ~T L2722 & D, 25mgkg L TOHETIL, BGED
DR DFERGT HEWBUFINE T VEGF IZRE & LTV D Z EAURE N7z, Z O aflibercept ~? VEGF Dt
Ak, HEEEE aflibercept DI ENREIZ A L FEMBL IR ENRE (target-mediated drug disposition)
EREEILD  ([Module 2.6.5.6]) .
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2.6.2 EEFABROBMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

SCID ~ 7 A KA L7= T v M BAEAIER C6 12%F L T, aflibercept I % 1 mg/kg UL b & CiEME
BT LR LNIR ST, TS OGRS 2 M O WERER aflibercept 2 EE 1%, VEGF :
aflibercept & I JE 2 E[E] > Tz,

= 3 - R BIEMREk Co BHEY I RIZE TS aflibercept DEYBHRE K N HFRE M

Aflibercept WERETS aflibercept DIMNE VEGF : aflibercept
EEETIL AE hiEE EEkomERREE TIC
(mglkg) (ug/mL) (ug/mL)

S v R B IEME G 0.5 0.13 0.38 EEE
ce 1 1 0.65 HE

25 13 0.93 F5EY

10 103 1.2 5=

25 190 0.97 5E

BBE : T/C=HE&EFEHH]
Dunnett &% T p<0.05

b SRS PR kR A673 Z BAERSAE L 7= SCID ~ 7 A 2%t L T EEZAE 12 H#% 2> 5  aflibercept
Z 0.5, 1, 25, 10 XD 25mg/kg DHE TR F#E5- Lz, ZOBRTIL, aflibercept S5 3 A&
Mg 2B L, 1 iE H aflibercept #1255 2 I 7E L 7=, & Ok 5. aflibercept £ 5-7% O 1L 1% HH B aflibercept
R, AEERFEOIZ LS L, HDT (25 mgkg) TiX 182 pg/mL ThH -7, ~ 7 A VEGF : aflibercept
BERREIIHEEINCE S CTERE L HEN 2.5mg/kg bl EIZ725 &8 1 ugmL T F—IZiE LT,
# 41" T XL HIZ, B N VEGF : aflibercept AR E 0.1 pg/mL (IMJEH~ 7 & VEGF : aflibercept
BEERRED 10430 1) TFZ F—ITE LTz,

bt hEEHIIEE A673 OHIE Z A EIZHE T 5 aflibercept & (10 mg/kg VL b)) 1236517 2 1 -HbFefk
JE aflibercept 2 (X, MiE "+ VEGF : aflibercept f & AR IZLLRT 73~164 (5@ 0>~ 72,
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2.6.2 EEFAEBROBMEX
AVEQQO5 -7 7 URILET+ R—%4 (BEFHEER)

= 4- ERGFREMBAY A673 £ EiERHE L 1= SCID ¥ 9 RIZE T3 aflibercept DEMENRER VT NEHE

i
Aflibercept  EEETS aflibercept <9 X VEGF : aflibercept aflitbel;c\(:Eteé; t
EEETIL BEE O i ch R OO MmEhRE il TIC
(mg/kg) /mL /mL /T BRI
(ng/mL) (ng/mL) (Hg/mL)

e 0.5 0.09 0.31 0.065 EEE
E MEREA EEE
REHERakE 1 0.72 0.61 0.102 EFE
A673 =
2.5 9.38 0.92 0.108 EEFE
10 79 1.08 0.086 5=
25 182 1.11 0.056 BE

B8-S : T/C=FEHZIBTEHNHI
" Dunnett # 5% T p<0.01

& 51T, Lewis ifEAIIGHR LLC, = ¥ A FLEEAIGHE MMT, < 7 2 B EAJEHIILK B16F10 & U B16F1,
b ha—of 7 AREMEER A673, B MERHEPIIEAIIZER HT-1080, e Ve w7 ¢ /LA RISk SK-NEP
% WAL L 7=~ 7 AZE 1T B B ) O A&7 aflibercept 2 ©IE L7z ([Module 2.6.4.8.1]) .
[FFEIZ, ~ 7 A VEGF : aflibercept G AR L IZHEHMICE> T ER L, HEN 25 mgkg 2 5
ERII~2pug/mL T b—ITE LT, 26 OHEICEIT 2 Mg ilEHEE aflibercept 21X, (fiEH
VEGEF : aflibercept AR I X CTEM - 72, Aflibercept FE2Y 10 X OV 25 mg/kg 12 EH-T 5 &
WERfETE aflibercept JR L 1L & HIC EH- U7e, IEGHE A HE S 2 HE (10 mgkg UL 1) @ aflibercept % #%
5. L7z & & OIEEEE aflibercept 1L, ~ 7 A XXt b VEGF : aflibercept & AR FEIZ LR TiX 50
WMo Tz,

B ORER) S, aflibercept (XPNIRPED VEGF K OMESEHI 3K > VEGF & 2 BAICHfE L. HAK
EIERT D Z EBRH LN o7, TEEEHE 2 A3 T 25 HEO aflibercept 2 ¢ 5- L7z & X OiFHER
aflibercept #2fE1X, ~ 7 A XLt b VEGF : aflibercept f8 &I 213 5 MTHE 2 TV,

2.2.3 [EKELETEME% RENCA ORIFFBETE TILIZH T % aflibercept M &4
[Module 4.2.1.1-18]

VEGF (XML& IR O TUHEN R & 70 2 BOKFEAEICHEE R EFZ R L TCnD Z Lnn | BERFTE
€7 /v (RENCA) % FHW T, aflibercept D REKPEA o ONEISHESTIZ K3 2 M R 2 L 7=, ~
T AR BB 7 © BB L 72 RENCA flifld %~ & 2 OB IRHLIE FICIEA - A L, BN CIED; 4 4
THESH, MEAKREEA ST,

OIORERTIE, T RENCA i BALB/c X — K~ 7 2% FWC, JEBESHIETEER K& &I
# L 72 RF 0T aflibercept DRl 21T > 72, 4 13, 16 X T¥ 19 H#IZ 40 mg/kg @ aflibercept & S T
5. U7, 20 B BRI D RHBRED TG 1T 0.68 mL T - 7243, aflibercept £ 5-HED~ 7 AT

Property of the Sanofi group - strictly confidential Page 18



262 EEABOBEX

AVEQQ05 -7 7 )R )Lt T b R—4 (EEFHEEZ)

VIREZKITRR 1 S e o T, F 7o S BB AR A X D ISR ERE T T FBEIZ L ~ T aflibercept
e GRE RS/ (AT/AC CEMEHREZ 30T 2 JEBGHE N &/ FRERIZ I 1) D BB E) =24%) 2
8 B, aflibercept 23K EEAE K& O RENCA JEIE O HEFH O )7 2 41325 Z L R STz,

2% H ORBRCIE, #1178 RENCA B4E SCID ~ v A2 % H\\ T, aflibercept O H & i~ Bf% % RFAH L
Too BAE 13, 16 TN 19 HEZIZ 1, 2.5, 10 KUY 25 mg/kg @ aflibercept & F2 F#¢5- L7z, 21 H BIZEIT
% 5t IREE O SEE KR &1 0.057 mL Tdh - 7223, aflibercept 10 }2 OY 25 mg/kg # G- HE D~ o7 A TlEEK
IR SN e otz £, BEHEEREIC X HE L EEHAEE D, RS TRD L
AT/AC 13,10 X Tr25 mg/kg K G-HETENEIN26% M N 22% Th o7, 2N X VIEHED 1 LT 2.5 mg/kg
B GRECIX, S O IEKEA L A EICESND Z LT ol

R M\ = AEMENE K 2 PEAE S 5 RENCA RS 4 Al L 72| aflibercept Z ¥ 5-3 5 & | JEKMEA =
S OVEIGHHAR O W 7 2395 Z L S LT e o T2,

224 BEIFRZLTERESE T/ Rip1Tag2 ¥ 2 RIZH T3 aflibercept M iE 4%
[Module 4.2.1.1-19]

Rat insulin promoter 1 T antigen 2 (Rip1Tag2) €7 /MIBLEFWE~Y T AFEET L TH5H(5), Bl T
BAEIZ X0 O BAIIC 7 — Y THURZ RS E 5 & BEEMIRE ST S VD, RS H R | T
BRI L LT, R OB, SR, PR OIMEHT AN RIER., 0 72 [ & N2 &
V) DB &tk AT D,

Rip1Tag2 E7 /L% AV T, aflibercept DHUIEEE N F 4 7FAl L 72, Aflibercept Z i & CH G- L7z &
EOLLTONRT A =4 Fhhbb, v~ U ZOAFHH, AR T/MMEFIPRDO N~ 7 A%, JEEIL
R OIS AE 6 2 5B A BT L 72,

12 iR D Rip1Tag2 ~ 7 A2 4, 10 XiE 40 mg/kg O aflibercept Z i 2 [A], 4BEHG Lz, ZOHEE
ZE 0, 2 HETAFHRAEHFOARICEERE Lz EFMBIER [ILS] 1, 10 & O 40 mg/kg % 5-
HETENEN 229% KN 312%) , ZDETF /L&MW T, HNTD (80 mg/kg) DA=F =7 % 5[], 4
WS-, X OVHNTD (15mg/kg) @ KX FE/L% 1, 3 K5 HBICEELZLE &2 AFHER
AEIER L7z (LSITZNZH 122% K10 44%)

F72. 108D RiplTag2 ~ v AET /L% HW T, aflibercept D/EH O &IKGFMHEEZFHME L7, 2D
AR TIL, ¥ 7 AT aflibercept 3 2 [8], 3 MG Lo, KEFE ST, BEWORNRZ R L.
WIR C/MEHI DT D DLW~ T 2D EFE LT, F7o, B R & ONEEMEEEAE ORIz
WTHEME L 72,

FUBHRIRE A (22 B H. 13 38fm) [ZHBW\W T, WIRT/MNEEIR S bitlo~ 7 A50%, B 5
T aflibercept (4, 10 XN 40 mg/kg) 58 CTHEIZHA Lz (10 LT 40 mg/kg & 58 CTENE
AU p <0.0001, 4 mg/kg #5-#£ T p=0.0091) .

Aflibercept & 4, 10 XU 40 mg/kg %5 L7255, $t CD105 ) UL PECAM-1 (CD31) vfalZ L v &E
i U 72BN O I 734 23 Bl L7, RiplTag2 ~ 7 AT aflibercept & $¢5- L7z & %, T
MET, 51 CD105 XUt CD31 HriRGe 8] i d61) 2 IEFE I8 4 B A3K) 3 43D 1 ITIA L7z,
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2.6.2 REHBRDMEX
AVE0005 -7 7 UNILtE Tk A—4 (GEGFHEZ)

2-Rip1Tag2 ¥ Y R(ZH1+5 CD105 R U CD31 I3 EHIMERIZ*T 3 aflibercept DEIE

4

=
|

CD105 positive vessels

—_
" Vehicle 40mgkg 10mgkg 4 mg/kg ° Vehicle = 40 mghkg 10mgkg 4 mg/kg
) aflibercept aflibercept
= 4mg/kg (p=0.0023) . 10 mg/kg (p=0.0046) KU 40 mg/kg (p=0.0002) @ aflibercept #%5 L1-& &, CD105
Y—h—ZRAVSFHECEELNERICAELELIZEO NI, CD31 Y—Hh—ZAVW-ESFOEOFMTL. AE4
mg/kg (p=0.0064) . 10 mg/kg (p=0.0007) KU 40 mg/kg (p=0.0006) THELFIUMNED SNz (Kruskal-Wallis
RE) -

MG~ — U — T % Ki-67 TYta L7 IS0 A OBAMETRAIZ J 0 | XEEIC L~ T aflibercept

Fe G REOMEG CHIsE (Ki6T BaE) OB A ZITHD 25 Z LR MM o7, BObNTE
BHEAFEANHENZ 4 mg/kg BE (p=0.0274) . 10 mg/kg #¥ (p=0.0197) MK T 40 mg/kg B (p=0.0045) TH

BN 572 (Kruskal-Wallis B2 E) .

CD31 positive vessels

(a1}
|

Score of tumor vasculature
[ u]
Score of tumor vasculature
— ra
1 1

.

2.25 Aflibercept MR 5RO R THIERERICXHT AMESNRAANY ML

JREL T > A e MEBE T VIR D aflibercept OFUES IR ZFHMM L 7=, 2B, T b0
NS 7 AT, ARRBIERERORE Co. JPELIREEMIAIRE SK-OV-3, A2780 & TF OVCAR-3, (/A
Pk B16, LOX K& TN A-375, HiNZIRFEAIEE DU 145 J OY PC-3, FLyEAlIEkk UISO BCA-1 X TN MAI13/C,
AR BXPC-3 & O PANC-1, B AAEkE MKN-45 } (Y Hs746T, F& A5 HIfEEE C51, HT-29, COLO
205 } OVHCT 116, fifif ik NCI-H460, A549 } OY SHP-77 AR 2R IE AT fu ik SK-N-MC & O SK-N-AS,
R A R RAR A673 B OYRH-30, — A > 7 P EAB AR RK TC-71 M O SK-ES-1, P fa#% HT-1080,

U R ERIAERE NAMALWA & O WSU-DLCL2 238 £ 40TV 72 (1)(6)(7).

P H L. MR AR IR INEIEA (T/C) | sERMEE (CR) . MEEIEGH
BEFIEVEM (T-C) KO log cell kill il (T-C3.32 X JEBFINFER (Td) OXTEE) TH - 72(8)(9)(10),
Aflibercept O log cell kill 23 0.7 Kiiii T b - 7o 55t NEMETEH U | log cell kill A% 2.8 Z#8 2 7= %5
TEPEDS N &R L7z,

2251 N&EE
[Module 4.2.1.1-20]
EATH b N IH R MR SK-OV-3 Al SCID ~ 7 Z % T aflibercept DHUIEIE 20 5 4 3141 L 7=,
3T L O, BEHIMAREZE LT, aflibercept |3 H EAKAFHIIZ RS EGSE 2 #0] L 7=, et L7z
F T O (2.5~40 mg/kg) T aflibercept |Lim V&M AR L, log cell kill fE133.8~4.2 TH 72 (K 5) .
Aflibercept |FEN VBRI (R KADE (£ < DEHEILHNTD XX HTD] Z#&/MNa2ETHID Z &
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2.6.2 EEFABROBMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

IRV EH L) 2R 0L, ZOET MBI DIRFEREIT 16 L ETh o7z (AR Mgt sE o
IBFRREIE 1~3)

3-#1THAE FOREAREMAAHE SK-OV-3 #4# SCID ¥ X & AL F- aflibercept MEL{E : AE RiGHER

10000 -
— Contral
5 1000 -
‘E‘ —* flibercept 40mgkg/fadm - HOT
=
o
'g & aflibercept 10mokofadm
2 -0 aflibercept 2.5my kg/adm
=
- 1001
Iy — lirmit of palpation
A Ak Ad 4 4 aflibercept treatment s.c
10

W ™ ®w w0 ® @ ™
Days postimplantation
HEITHI B NP AR A A2780 & Y OVCAR-3 Bl SCID ~ & A28 5 aflibercept D HUAEEEZN
O L=, 205 2R E OB IMINEE T T VBV T Bt L 72 & (2.5~40 mg/kg) T aflibercept
XIEEER LI (325

%= 5- INEE(CxT S aflibercept @ in vivo HilEBEHE

MR B8 el Twar TSl o
BARNE B RAE) (mglkg)
¥4TH SK-0V-3 20, 24,27,31,34,38 B 25 44.2 4.0 =gt
(122-147 mg) 10 415 3.8 =iE
40 46.3 4.2 =iE
HE7HE A2780 11,14, 18,21 B 2.5 7.9 1.4 EN
(128-174 mg) 10 14.1 2.5 B
40 13.2 2.3 EE
#1TH) OVCAR-3 21, 24,28, 31, 35,37 B 25 19.0 0.9 e
(126-131 mg) 10 34.0 1.6 B
40 445 2.0 brodicd

5 : T-C=EHEEEE
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2.6.2 EEFABROBMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

2252 RalE
[Module 4.2.1.1-20]
3FFHORAJEE T L& HW T aflibercept D PR H: A FFH L 7=,

FHI R A fEHIaE B16 A Swiss X — K~ 7 2|28\ T, aflibercept I3 2.5~40 mg/kg D F E:4#i[H
THEKFEORUVENEEZ R L (F6) . EIRRAE (16 LA E) RROBI (11), 7, #T
R AMEEEE Bl6 B BALB/c X — K~ T A2\ T, aflibercept 1% 2.5~40 mg/kg O i CIE M
BT ZENH LNz (FR6)

HEATH e N REAEMEE LOX B4 BALB/c X — R~ 7 A2\ T, aflibercept |L{E % 7R S 72025
7= (F&e6) .

ETH e N BEELE A-375 BAE BALB/c X — R~ w7 A28\, @ &2 & (120 % 0040 mg/kg)
O aflibercept (FiEMEZ 7R L7223, 10 KT 4 mg/kg TIlEIEMEEZ RS o7z (326) o

xR 6-R2/BIECXT S aflibercept M in vivo HEE SR

SRR 5115 B s gy (B g A
R R ) (mglkg)
£ B16 3,6,10,13,17,20 H 2.5 8.8 24 At
10 14.2 3.9 EiEH
25 18.3 5.0 EiEN
40 19.8 5.4 ZiEN
#1TH B16 7,10, 13 B 25 2.9 0.9 S
(113-125 mg) 10 6.2 1.9 EE
25 7.0 2.1 i
40 8.6 2.6 EE
#4178 LOX 7,10, 14 B 40 5.2 06 TiEH
(96-112 mgq)
EATHI A-375 10,13, 17,20 B 4 1.0 0.2 gt
(166-189 mg) 10 1.9 0.4 FiEM
40 6.2 1.2 EE
120 95 1.9 i

S . T-C=lE&ENEET

2.2.5.3 RIILIREE
[Module 4.2.1.1-20]
2FEFH DO AN ARET T /L DU 145 (X PC-3 Z H\\ T, aflibercept D HTAEE 5 2 R L 7=,

Property of the Sanofi group - strictly confidential Page 22



2.6.2 EEFABROBMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

HEITHI B N ARSI DU 145 B4H SCID ~ w7 A28\ T, aflibercept 13 &K T D fE 5 IE5H
IR EZ /R L2 (K 4) , ZDOFT /MIEBWT, HDT (40 mg/kg) T EMEN GRS H A7z, Aflibercept
O log cell kill 1% 4.7 TH Y . SBIH 2 HITCR AL S, 2D 55 1 FITIERER 127 B BIZHEEA
Wb leotz, AR 25 mgkg TIEREWIEENGED B, logcell kill i1 3.5 TH V. 5HiIH 1
BT CRMNEER SN, KA 2 HEO aflibercept TH ., FEEHEFEMHI N R oz, UED X oI,

aflibercept IR #)E DU 145 OIFEIZ ) L CHEKRGHEO S WIEEEZ R LT (£ 7)

o

4 SEITEAE FRIIIARFEMREME DU 145 #8648 SCID ¥ 9 R & AU\ E= aflibercept MELAE - 8 &G HER

10000 -
== jflibercept (40 mg/kgfinj)s.c., HDT
= 1000 =Z=Aflibercept {25 mgikgiinj)s.c.
.E. —k— Aflibercept (10 mg/Kginj) s.c.
E, - Aflibercept (2.5 mykginj)s.c.
‘T
= —Vehicle
e
E - - - - limit of pak ation
E 100 A 4 Aflibercept treatment
I Y WYY
10

0 20 30 40 50 60 YO 80 90

Days post implantation

HEATH v SRR ATIURER PC-3 BAH SCID M~ 7 212351F % aflibercept D HUME L S H % F#Afh L 7=
(£7) ., ZOFT/LTHDT (40 mgkg) O aflibercept (I NEMETH - 72,

R 7 - HIALIRFEIZ® T B aflibercept @ in vivo HiEB IR

BEETIL

Aflibercept

I AT S B g (fj'i 1o tegeell ouup
#4THi DU 145 18, 22, 25, 29 32, 2.5 13.3 1.1 SEMH
(138-145 mg) 35 B o " o e

25 40.7 3.5 [=r

40 54.6 4.7 [=r3
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2.6.2 EEFABROBMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

EBREETIL Aflibercept

N = BERyTa—L = T-C Log cell
(RERBRRICEITSESHEBE S = , B5E : aAVk
i) (EEBiE£A %) (mglkg) (/) kill &

E1THI PC-3 13, 16, 20, 23 H 40 3.6 0.3 EM

(144-163 mg)
5 : T-C=IEGBiEEL

2254 I
[Module 4.2.1.1-20] [Module 4.2.1.1-21]

~ U A FLE AR MAL3/C e OV e b FLIREAIIERR UISO BCA-1 (24§35 aflibercept (D B2 A
Ze i L7z,

I MA13/C Al Swiss X — K~ 7 A28\ T, aflibercept I 10~40 mg/kg D H E#iFH CIEMEE
LT, 2.5mgkg TIEANEMETH o 72(11) (£ 8) . [AERIZ, HEITH] UISO BCA-1 B4H BALB/c Hff X
— R= o RZHBW T, aflibercept i% 10~40 mg/kg O H E&FEFH CTIEMEZ R L7228, 2.5 mg/kg CTIEARNEME
Tholz (&8,

% 8- ILAREIC XIS B aflibercept @ in vivo HilEBE xR

ol A B e e S Loaedl qauy
SR E P R{E) (mg/kg)
B MA13/C 4,7,11,14, 18,21 8 25 5.2 06 R
10 12.1 13 E
25 13.9 15 E
40 12.7 1.4 EE
#1741 UISO-BCA-1 19, 24, 28, 32, 35, 39 H 25 0.3 0.1 TiEH
(93-112 mg) 10 16.2 1.1 i
25 17.0 1.2 E
40 29.9 2.1 EE

S : T-C=IEH1EEEE

2255 [FRE
[Module 4.2.1.1-20]
2FEHEO MM BxPC3 & (N PANC-1 (2% 5 aflibercept O HUIE B0 5 % 7 FAf L 7=,
FUHAEEE AR BXPC3 B4 BALB/c X — R~ » Z{ZEBWT, 10, 25 KT 40 mg/kg O aflibercept
IXRIFRE DOIEME AR LT, IEHETH 5 2.5 mg/kg T b IEEHFGEINHIN AR bz (32 9) (1),
HE1TH] BxPC3 B4 BALB/c X — R~ 7 AIZB W TH, 40 mg/kg O aflibercept [FAH I HE AN Hl 2h 5 & 7R
L7z (%9 .
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2.6.2 EEFABROBMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

TEAT IR I ARRR PANC-1 B4 SCID #ff~ 7 21238\ T, aflibercept [X M5 L 7= 2.5~40 mg/kg D
HOFT X TORRETREETH -7 (£9)

%= 9- BEREIZx T S aflibercept @ in vivo BB xR

BHEETIL Aflibercept

RSMERRISEITE el ZAT B5E TS tegesl quuy
B RS o R{E) (mgl/kg)
EL# BxPC3 3,6,10,13, 17,20 B 25 22.1 1.1 E
10 417 2.1 EE
25 34.1 1.7 SEME
40 38.1 1.9 S
#1474 BxPC-3 10, 13, 17, 20, 24, 27 B 40 25.8 13 S
(115 mg)
#474 PANC-1 10, 13, 17,20 B 25 1.0 0.2 RIEME
(152-158 mg) 10 1.1 0.2 RiEH
40 2.9 0.4 T

&5 : T-C=EHEEEE

2256 BiE
[Module 4.2.1.1-20]

MO N EEAMIEE MKN-45, Hs746T } O SNU-5 2% 5 aflibercept DHUIEEE N HE % 2.5~
40 mg/kg O I B TRAM L 72,

T B N H IR AR MKN-45 #4il SCID ~ &7 A28\ T, aflibercept i3 HDT (40 mg/kg) TRl
TEME% 7R L7z, Aflibercept 1Z, 10 &2 O8N 2.5 mg/kg T & IEBIEFE N NH] S iz (32 10)

HEATH B IR Hs746T BAE SCID ~ 7 A 23\ T, aflibercept I 10 & TY 40 mg/kg TiEME 27~ L
72 WAKHETH S 2.5 mg/kg D aflibercept IIRNEETH 72 (F 10)

HEITHI e N AL SNU-5 B4 SCID ~ 7 A2 T, aflibercept [ZMF L7 X COMHE (2.5
~40 mg/kg) TIEMEZ R LT (£ 10) .
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2.6.2 EEFABROBMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

% 10 - BREIZxt9 5 aflibercept @ in vivo HilEHE xR

MR A 518 K “asg B kg A
B ARRE b ) (mg/kg)

#4TH MKN-45 8,12,15,19 B 2.5 15.4 1.1 EE
(112-115 mg) 10 215 1.6 EtE

40 38.2 2.8 =EtE

HATH Hs746T 10,13, 17,20 B 25 1.8 0.5 BN
(163-174 mg) 10 49 1.3 EE
40 4.1 1.1 i
#4TH SNU-5 10, 14, 17,21, 24, 28 B 25 14.8 14 At
(119-126 mg) 10 27.3 25 EtE
40 26.8 2.4 EE

%S . T-C=EH1EIEEE

2.2.5.7 #EMEE
[Module 4.2.1.1-20][Module 4.2.1.1-22] [Module 4.2.1.1-23] [Module 4.2.1.1-24] [Module 4.2.1.1-25]

4 FEFH OFE B EEAIER C51, HT-29, COLO 205 &2 O HCT 116 1247 5 aflibercept D HUIE L 0 5 4 7F
i L7z,

B~ v 2GR IERE C51 848 SCID ~ v A & U C, aflibercept DHLIESE IR 2 7HM L7z, =
DETIAZE T, EHE 2 A& (40 OV 10 mg/kg) @ aflibercept I35\ VB G HIZh R 2 R L=,
KIEH&ETH 5 2.5 mgkg THIEMERFRO BV (R 11) . EITH C51 1233 % aflibercept D &<
JSEAMR B R L7, 40 KO 25 mg/kg @ aflibercept (3iEMEZ /R L7223, 10 KO 2.5 mg/kg CIEiE M%7~
Kot (F11)

HATHI B RSB AL RE HT29 B4 SCID ~ 7 A {2\ T aflibercept 1ZM R L 723X TOHE Q2.5
~40 mg/kg) TIHMEEZ LT (GE11)

HEATH b NSRRI COLO 205 B4l SCID ~ 7 A2\ T, 10~40 mg/kg O aflibercept (X754 %
AL (F 1)

FHle MRS HCT 116 4 Swiss fff X — K~ 7 2|28 T, aflibercept [Tk L7237~ T
OHE (2.5~40 mgkg) TIEMEZRLE (E11)

EATHRE I AMAAk HCT 116 24 SCID ~ 7 & & 7= aflibercept DFFAM £,4T > 72, Aflibercept I %
10~40 mg/kg DOFIFHCIEME A7 L7272, 4 mgkg CIIRIEMTH 72 (F 1) ., ZORBRIZHBNT,
80 mg/kg DA=F =T DEFMILEIFTH Y | log cell kill i 0.9 TIEM: % 7~ L 7=[Module 4.2.1.1-24]
[Module 4.2.1.1-25],
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2.6.2 EEFABROBMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

= 11 - #EIBJEI-%t 9 % aflibercept @ in vivo BB E

1R PR ) (mglkg)
21 c51 3,6,10,13,17,20 B 2.5 5.4 1.1 AT
10 15.3 3.1 miEt
40 20.7 4.2 BiE
#4174 C51 9,14 B 2.5 0.9 0.2 TiE
(261-271 mg) 10 0.5 0.1 iEH
25 4.7 1.2 EE
40 7.9 2.0 EE
HEATHI HT-29 10,13, 17,20, 24,27 B 25 8.8 0.7 &t
(132-136 mg) 10 23.0 1.8 EE
40 27.2 2.2 EE
#4781 COLO 205 13, 16, 20, 23 B 10 16.0 0.9 EM
(108-135 mg) 25 19.7 1.1 E
40 27.4 1.6 EE
23 HCT 116 4711148 2.5 13.2 1.3 EM
10 21.9 2.2 EM
25 22.1 2.2 EM
40 25.2 2.5 EE
#£74 HCT 116 11, 14, 18,21, 25, 28 B 4 8.1 06 Ttk
(113-144 mg) 10 12.9 0.9 TEE
25 20.2 1.4 EM
40 22.1 1.6 EE

5 : T-C=EHEEEE

2.25.8 ffiE
[Module 4.2.1.1-26]

3FEEHO B b AL NCI-H460, AS549 KUY SHP-77 4 L 7= SCID v 7 A€ 7 /L& F\\ T,
aflibercept DO HTIEIG 2 A 7 L 72,

HEATHIFE/ N it HE HE AR NCI-H460 B2 41 SCID ~ 7 A &7 /L2 35\ T, 40 K TN 10 mg/kg O aflibercept
WTIEMEZ R L2223, 2.5 mghkg TIEIARTEETH -2 (R 12) o

HETT HABE AAEAKR AS49 FHE SCID ~ 7 AT /LIZEW T, 40 KT 10 mg/kg O aflibercept (X1 E %
RULTZH, 2.5 mghkg TIEANEETH -7 (R 12) .

Property of the Sanofi group - strictly confidential Page 27



2.6.2 EEFABROBMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

TETT 31/ N B it A Bk SHP-77 F8A4# SCID ~ 7 ZAE 7 /LZHU N T, 40 KT 10 mg/kg O aflibercept
IXEWEMEZ R L7223, 2.5 mg/kg TIIARTEIETH -T2 (F 12)

% 12 - i I=xt9 5 aflibercept @ in vivo HifEBE xR

SRR S e/t e B nm A
AR Sk ) (mg/kg)

#1475 NCI-H460 7,10,14,17 B 25 2.1 0.4 TiEE
(152-155 mg) 10 13.2 2.7 S
40 17.0 34 BEtE

478 A549 13, 16, 20, 23, 27 H 25 3.5 0.3 FiEtE
(148-152 mg) 10 15.6 1.4 EE
40 19.3 1.7 E

175 SHP-77 17,21,24,28,31,35 H 25 25 0.3 FiEtE
(151-166 mg) 10 36.0 3.7 A

40 411 4.3 A

WS . T-C=EH1EIEEE

2259 #HREFIE
[Module 4.2.1.1-20]

2O b MR IERE AL SK-N-MC K O SK-N-AS (Z%f7" % aflibercept 40 mg/kg B[R] #¢ 5D HL
FE I 280 S A A L 7=,

TEATHA AR RN AR SK-N-MC B4l SCID ~ 7 2128\ T, aflibercept I3iEMEA 7= L. log cell kill
fEIX25 CTHo7= (£13) , AUHBRICBWT, Y77 x2=7 100 mgkg % 14~18 HH, 21~25 HH
FOV28 HEICRA®RKE L& &, BEOIEMEDGED Hiv, logcell kill i 0.8 Th -7,

EITHI B MR EE R SK-N-AS #4il SCID it~ & A 123\ T, aflibercept 40 mg/kg L ANIEMET
botz (F13) ,

%= 13- MEFEIZx 9 S aflibercept @ in vivo BB R

BEETIL Aflibercept

- BERT - = T-C Log cell
(BE5HRRRICEIT5ER k58 : = R
> kill
EFTHI SK-N-MC 14,17, 21, 24,28 H 40 36.6 25 EE
(88-96 mg)
H#1TH SK-N-AS 17,21, 24,28 H 40 3.9 0.6 FiEM

(143-147 mg)
BRE : T-C=lg & E5E R
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2.2.510 & A AIRE
[Module 4.2.1.1-20]
HEATH b RGO P AR RH-30 B4l SCID M~ 7 2 Z T, aflibercept DFEA 24T - 7= (FE2Y4
720 OEEAR P I E 160 mg) , Aflibercept I3 £ 40 mg/kg % 14, 17, 21 LU 24 H BIZK F#5-
L7ce ZOMETEMEDRRO b, T-CEIX 23.7 B, logcell kill fEiX 2 TH -7z,

22511 31— VI HE
[Module 4.2.1.1-20]

2RO h— o v 7 WIEMALRE TC-71 & O SK-ES-1 (2%t % aflibercept 40 mg/kg Hi[al % 5§ D
PUE R A& TG L 72,

HEATH] TC-71 B4 SCID Wi~ 7 A2\ T, aflibercept ILE W EMEZ 7R L, log cell kill fE1X 3.7 TH
>7- (F14) , AURABRICBWNT, Y7 7==7 100mgkg % 10~14 HH K17 HHIZROEE L
7o & FITHIEMERTRD B, log cell kill 1% 1.1 TH - 7=,

HE1THI SK-ES-1 B4 SCID fifi~ 7 A28\ T, aflibercept 1= \EM:Z 78 L, log cell kill fifi% 3.2 T
Hotl- (F14) , FILHARIIBWT, Y7 7x-2=7100mgkg % 11~21 HHIZKRAO®KS L &ICh
TEPEMNFED B, log cell killfEIX 1.4 TH o7,

R14-2—A VT HEICK T B aflibercept @ in vivo FLIEB SR

EBEETIL oo Aflibercept :
(BSBEBRCET WS rarasan 58 7o tegell oy
1ML R E) (mglkg)
HEATH TC-T1 10,13, 17 H 40 19.6 3.7 BiEH
(131-138 mg)
HE1TH SK-ES-1 11,14,18,21 8 40 255 3.2 EiE

(96-100 mg)
BEE : T-C=lEZ TR

2.2.512 xR
[Module 4.2.1.1-27] [Module 4.2.1.1-28]
HETTH B N SRAE A B AR HT-1080 A SCID M~ 7 A % W C., aflibercept O HUAEES ) 5 % 34l L
7o (£15) o ZOET/MIEBWT, aflibercept [T#FT L 72 4~40 mg/kg DT X TOHETREETH

7,
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= 15 - R RIEIZxt 9 S aflibercept @ in vivo BB %R

BHEETIL Aflibercept

- BERyCa—) = T-C Log cell
(BERBBRICEITES - BE5E ; AV
HT-1080 11, 14,17, 20,23 H 4 1.2 0.1 EMH
(144-179 mg) .
10 0.5 0.0 TEMH
25 2.3 0.2 TEMH
40 24 0.2 REM

WS . T-C=lE&ENEE T

22513 1) VI\[E
[Module 4.2.1.1-20]

b h3—F v U oYM NAMALWA . OV R OVE AL ) o i il gk WSU-DLCL-2
(2%t % aflibercept D HUIEILE 2N R 4 5k L 72,

HEATH] NAMALWA Al SCID #ff~ 7 A {23\ C L aflibercept (343 L 72 3 (10,25 % T 40 mg/kg)
TEHLWEHZ R LT (R 16) |

HEFTH] WSU-DLCL-2 41 SCID i~ 7 21243\ T, 40 mg/kg @ aflibercept 11i% M%7 L7z (3% 16) .

£ 16 - 1) V/NEEIZxt3 B aflibercept @ in vivo BB R

R i A, X “esg TS tesedl oy
fHEEhRE) (mg/kg)
#1748 NAMALWA 10, 14, 17,21 B 10 12.9 2.3 E
(101-107 mg) 25 12.1 2.1 S
40 12.7 2.3 EE
#7478 WSU-DLCL2 15,19, 23 B 40 13.3 2.0 SEE

(106-109 mg)
BEE : T-C=lE BRI

2.2.6 Aflibercept &L EEFIDHAKRE

OF G- BRIE 3 FERBR & U TRl L7z, 2 FREEOFRF o B & K O 5 o2 Znizou
THERIGERAZRTT 52 LI2X Y, &8O HNTD K O & GBR A B E L, FUEE RO
flilX, HNTD I FHMERAEICE L TORWEATT HDT CFEM L7z, KEO &NV 20%, 33K
WIBED 10%LL B R S 7e Fl & A il it & & 472 Le,
FEAMIE L, SR EER (T-C) KN logcellkill fE (T-C,3.32XTd DA THE) . #h5y iRk
P BT ([PR] = W] D IEEAERL D 50%1RHE) | T80 b= fil¥ ([CR] =itz

vy

7
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AVEQ005 -7 7 UR)LET b R—4% GEEGFHEEZ)

Bﬂﬁiiﬁﬁmwﬂéﬁ 1BHE) TH 72 (8) (9) (10), Aflibercept & BIl D HF D G % 5-C log cell kill {43 0.7
K THoT2HA, NEETH V| logeell kill A3 2.8 ZH 2 72356, IEMENEW &l L=, &5t
Fﬁiﬁﬁﬁﬂ?ﬁﬁ LT, JRFHBEGIZ LD log cell kill fESEEM L, ZDEN I R THIEEELDD
ROWEHRH Y | 1 L LEOLEEZHEFEDNRS OV AW LT,

2.2.6.1 Aflibercept EA4 ¥4 1) TS F o OHAKSE
[Module 4.2.1.1-29]

~ U A FERG RS & B R L7 SCID ~ 7 A Z2 W T, aflibercept & A4V 7T F o 0%k 5-%
R L7 (3217) o & 3AFIME 5 K O aflibercept + 45 U 7T F U FH# 52 K 5 3 BEH &L
AR 2 320 L7, Aflibercept 1% 40 mg/kg 2 T 5- L, A%V 7J F 13 4.8 XX 7.8 mg/kg & ik
WHEEH Lo, miZEENT 10 ROV 13 B BICH& G LTz,

ZDFETMTEWT, aflibercept BB G (HDT=40 mg/kg) TIHMENFRD AL, log cell kill fE I 1.5
TH Y HIREEE ORNCHEBEENRD B (p=0.0021), 454U 77 F o Bl 5 (HNTD=7.8 mg/kg)
TEIWIEPED D B, log cell kill fEIE 3.4 TH V| 6 I+ 6 5T PR, 6 i+ 1 5l T CR D3R S AL,
ZOHEUT (4.8 mgkg) THIEMENFED B, logcell kill fEiL 2.5 TH Y . 6 47 2 T PR, 6
1 T CR D ER SN, MHEDOAXH Y 7T F B & RBEOMICHBEZNRO bz (W
b p=0.0021) .

HDT @ aflibercept & HNTD OAFH U 77 F o G LT & & mWIEEDRTEO B, logcell
KillfEi% 4.6 ToH D .6 Bl 6 11T CR S ERK S iz, Z OPFHEG-OIEMITA XY 77 F 2 4.8 mg/kg
T“%ﬁ%ﬂ log cell kill 1% 3.9 T, 6 %7 6 {5 T CR 2338 BTz, Wi HEO O 58 & <t REED

ICHBEZAENED Sz (p=0.0021) , HDT @ aflibercept & HNTD DA %% U 7 F F - OO 5D
?ﬁﬁi%aﬁ% X, BOFME L THZ HNTD OA4 X+ 77 F X THEAOTH Y . AEENRED
bie (p=0.0114) .

& 17 - T R #EREIREHERa4K C51 #84E SCID ¥ 0 X & AL = aflibercept+ 74 ¥4 75 F U H ARG DT

i
258, mglkg i
Aflibercept EF#&E5 #AFY)IFIS5F> EMART n;"jg‘f\ﬁ'@ ;FEC; L;:igl’l C{Ee" AAVE
(10,13 BE) BIRNRS (nadir &)
(10,13 HH)

40 (80) - 0/6 3.6 (20) 10.2 1.5 HDT ;&4
7.8 (15.6) 0/6 10.6 (14) 24.0 34  HNTD &EfE
4.8 (9.6) 0/6 3.3 (11) 17.7 2.5 EE

40 (80) 7.8 (15.6) 0/6 16.8 (16) 324 46  HNTD &EtE

40 (80) 4.8 (9.6) 0/6 6.7 (14) 27.4 3.9 BZiEN

BRE : BWL={AEF). HDT=HBREKHAE. HNTD=SXE=HAE. T-CoEESEBEREE,. =44kl
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2.2.6.2 Aflibercept & 5-7 /LA OISV ILDGAKE
[Module 4.2.1.1-21]
FLIEE AR MA13/C % B2 THRAE L 72 Swiss X— R~ 7 2% T aflibercept & AEHETIHK 5-7 1
Fuv7iv (5-FU) OF#EGZFMLZ (18) (11), 4 3AIHMEE 5 & O aflibercept -+ 5-FU ff
MAEGAZE 2 3 ERSHERZ I Lo, 7238, ZORBRTIL, 5-FU (34.6~145 mg/kg) A 1 [E1§
RPN 5- K OF aflibercept (2.5~40 mg/kg) M 2 FIZ T 50 3 BMEGAr ¥V a— Va2 liH LTz,
ZDEFETIVITEWT, K HAI B 5 TIEENTE® 541, aflibercept (HDT) @ log cell kill fE 1% 1.4,
5-FU (HNTD) O log cell kill fEIE 1.3 &R S4172, HNTD OffH# 5 (aflibercept 40 mg/kg+5-FU
90 mg/kg) (ZX % logeell killfEIX 2.7 TH Y, HEMEDEGOND Z LRI NI,
X VIRWHED 5-FU & aflibercept OUF G- THAHRIEHA DGO b, Bt Lol H &
(aflibercept 2.5 mg/kg +5-FU 34.6 mg/kg) T log cell kill fEi% 1.3 Toh->7-, F£7-. HDT O aflibercept
& HNTD @ 5-FU ZZ 2 TE 722 b, BEFEEOBEEIIRNZ ERH LN -T2,

%= 18 - FLIRFE MR R MA13/C #84iE Swiss f X — K< X 2 AL 1= aflibercept+5-FU i 1% 5 D L4

52 (mg/kg/B)

(858, mgl/kg) < nadir B§ D : Log
= Mmo9 i"“ﬁ %BWL  T-C% (TEC) cell aAALFR
Aflibercept 5  5FU BIRNIZS % (nadirB) Kill
(4,7,11,14,18,21 BR) (411,18 AH)
40 (240) - 0/5 2.3(12) 4 12.7 1.4 HDT /&M%
90 (270) 0/5 4.8 (13) 0 125 1.3  HNTD &M
40 (240) 90 (270) 0/5 8.0 (20) 0 252 27  HDT&EM
2.5 (15) 34.6 (103.8) 0/5 2.0 (20) 6 1.7 13 LDT ;&M

RS : BWL=KAERE4. HDT=HBEAXHAE. HNTD=KESHHE. LDT=HBRR A=, T-CESEIERIE., =
LML, 5-FU=5-T4A095 V)L

L LR A RR MA13/C L% L C aflibercept & 5-FU O 5% 51340 e O ARG SN 2 R A& 7~ L |
1EEEMEOEMITRD broTe,

2.2.6.3 Aflibercept & FE2 XL DHAEES
[Module 4.2.1.1-21]
BAfEME Ble Z4E L 72 BALB/cff X — K~ 7 2% H\ T, aflibercept D2 T 5-& K& %k
)L (Taxotere™) HlRINFEE G- DOFFARRTEZF-AG U7z, #5384 5 & OF aflibercept + K& & % /L f
AE5CBT 5 3 REAEGHBRZ T2 L=, S3ANL 3, 6 L9 AHICEE LT,
ZDOFET TN T, & IEFHAM P 5 CIEMEDFE® B 4L, aflibercept (HDT 40 mg/kg/ H) @ log cell kill
fEIX 42, FEZ¥+E&/ (HNTD 15 mgkg/ H) O logcell kill % 1.5 & B &#7=, HNTD OfFf#& 45
(aflibercept 40 mg/kg/ H + R& # ¥ &/ 9.4 mgkg/H) 1L 5D logeellkillfEIL 5 TH Y, ZOHFHES
OIEMHEITE < . BEFHEMBE G THRIITH D Z LR &7z, HNTD (15mgkg/H) @ F&%

Property of the Sanofi group - strictly confidential Page 32



2.6.2 REHBROBEX

AVE0005- 7 7 U NIt T+ R—4 (EEFHEER)

TN a5 LzA, aflibercept ® % 10 mgkg/ HIZIET DML ERH -T2 LD, 15 EmME
DEENRI N, FEZF /L (HNTD 15 mg/kg/ ) % 5-FF D log cell killff X 1.5, aflibercept (10 mg/kg/
H) #5HD log cell kill fE1X 2.5 TH Y . WiFlEZ Z S OHAETHAKRSG Li- & XiiT kv munwiEht
RO B, logcell killflIE 3.4 Th -T2 (F19) .

%= 19 - 2B [EMHaK B16 #4E BALB/c X — K< X & L = aflibercept+ Kt % LG ARE O

#5E (mg/kg/H)

(B 5E. mglkg) i
Aflibercept T ES IR EWFRTE n?/fg\;l\?lfb ;rélc) L:isl’l cﬁgll ArYV R
EFRS AR S (nadir )
(3,6,98H) (3,6,9HH)

40 (120) - 0/5 1.5 (8) 13.9 4.2 HDT &M%
25 (75) - 0/5 0.1 (8) 10 3 EiE
10 (30) - 0/5 0(10) 8.3 25 b

15 (45) 0/5 12.7 (15) 5 1.5 HNTD ;&4
9.3 (27.9) 0/5 7.3 (15) 3.1 0.9 A

40 (120) 9.4 (28.2) 0/5 17.6 (15) 16.6 5.0 HNTD =&
10 (30) 15.2 (45.6) 0/5 15.5 (15) 114 3.4 BiEtE

2.5(7.5) 3.7 (11.1) 0/5 5.7 (15) 6.1 1.8 LDT ;&M%

mg:;lf BWL=AEHE 4. HDT=E R AXHAE. HNTD=R KESMHHE. LDT=HEBRIVHAZE. T-C-EEEEEE. =
&z L

Aflibercept Df% F#5-& R4 F&/L (Taxotere®) HlRINE G- OO AFEILmWEEZ R L, A3
Fl| B 4 R L EE T log cell kill fE2MS H 7228, FERMEICEENRA BT,

2.2.6.4 Aflibercept&A 1)/ THhrDBEES
[Module 4.2.1.1-30] [Module 4.2.1.1-31]
b hEERERRE HCT 116 28405 L 72 NCR X — R~ 7 2 & T, aflibercept & bR A Y X T —
VIHERTHDAY 7T h > OPFREG 250 L7 (12), 2 OB T 3 BB & L, 2 O KA D
B 5 & aflibercept+-1 U /7 B B GAIZOWT, KIEERGIZX W BE LT,
- IRAN IS 12, 15 OV 18 B2, aflibercept i3 1 B 1 [HZ F#&5., 4V /T H 131 B 2[H
RN LTz,
HNTD (12.5mg/kg) DAV /7 7 1 3EMEZ R L, logcell kill fE1X 1.8 & FH i S 47z (% 20) . HDT
(40 mg/kg) O aflibercept Z B G- L 7= & 2 G FERDTEMEDZEO H AL, log cell kill fEiX 1.7 TH -
2o ZHLE VARV 2 FHE (25 %OV 10 mg/kg) O aflibercept T 6 HUIEE N FAFRD H v, log cell kill &
ITENZEN 1T K RN13 ThoTo, RIEHETH 5 2.5 mg/kg TIEIEMHEITFRD 72025 72 (log cell kill
H 02, £2012T7—H#RETF) |
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OFH$5-0 HNTD 1%, aflibercept 40 mg/kg, VU /7 712202 mgkg TH o7, ZOPFHEG- 134
FITHY |, B OFMIZEEIZLRT, logcell kill AT 1 UL EEN 7= HIEEENZBD bz (DFH
Be 5D log cell kill A% 3.0 THDHDIZxt LT, HNTD O A U /7 F >} N HDT @ aflibercept HLAH % 5-
TO log cell kill X Z L4 1.8 XN 1.7) . HNTD % Tlal 5 & TH RAF e filERh RS HERE S iz,
R L7 3 HEE & 2010,

# 20- £ MERREMAEME HCT 116 BAENCR X — K< X Z L = aflibercept+ 4 1) / TH U HRAKS

P
#5E (mg/kg/H)
(58, mg/kg) dGir B
Aflibercept AUITNY  EMERE % BWL T-C Logcell AUk
ET#&E #IRARSE (nadir A) (H) kill &
(12,1518 HA. (12,1518 HH.
181@) 18 2[@)
40 (120) - 0/8 3.1 (13) 18.3 1.7 HDT &%
25 (75) - 0/8 2.2 (13) 18.3 1.7 SE
10 (30) - 0/8 5.0 (19) 13.5 1.3 SEM
12.5 (75) 0/8 15.9 (21) 19.1 1.8 HNTD ;&4
40 (120) 20.2 (121.2) 0/8 13.0 (21) 32.4 3.0 HNTD & ;&%
25 (75) 20.2 (121.2) 0/8 11.9 (19) 31.1 2.9 =T
40 (120) 12.5 (75) 0/8 11.0 (19) 28.3 2.7 SEM
2.5 (7.5) 12.5 (75) 0/8 14.3 (21) 215 2.0 LDT ;&M
lﬂéé : BWL=fAE# 4. HDT=-HER&xAKFAE. HNTD=-x KESMHHAE. LDT-RRRVHAE. T-C-EEEIEELE.
=440

LT HARE R A kR HCT 116 128\ C, B ED aflibercept & 1 U /7 71 U PEH % 5 TN R
DRDO LN, fEEFEICERIIA DN 5T,

2.2.6.5 Aflibercept &£/34 1) 2 Xt )LDHABERE

SNSRI OVCAR-3 £ 7 /L& A CLaflibercept & /37 U Z v /LD HE G X 5 HUlEEhE
R L72(13), ZOFT VTR, &N 28RSz 0 5% £5 S 7-1%. aflibercept (10 mg/kg)
KOz Y 2 XEL (10 mg/kg) 2 HAMXIIOFAIC LV, 3 [B 4 @8E# 5 L7z, Aflibercept X% 37
U & VB GG, xHBRRE (GASEEUM) & LT 56% (p<0.05) SXI% 55%D ik i)
MR BTz, Aflibercept+/37 U & B O TlE, 98% DR AL (p<0.01) , 7=,
SRRRED LMK BT, EEBAE 6 % T 23 mL THH7=DIZxt LT, aflibercept XiZ/N7 U # %
TV BT, AR AR C, SEHRE K E D E AL E I 96% T 85%i8 L7z, aflibercept+ /3
7V Z B APMEGEETIE, BEAKITRE S 2o T,
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PNEE AR OVCAR-3 &7 /WIZH W\ T aflibercept & /37 U X Z v L2 0FHEET 52 LIck v iE
kAR 3 L, aflibercept L VN7 U X X L& Ul 5. U7z & ST THUWIEENTRO Hilz,

2.2.6.6 Aflibercept &ILFEEFIGFRRGEHOEEDE LD
(bR EA & OFFH L7 & & O aflibercept O FUEIE IR 2 2% 211 L TR,

% 21 - Aflibercept L b EEFIZHAL =& D in vivo EESER

BrRZ IORICBIEL-ES BrRRORR
(+aflibercept)
TxH)ISF < ) R s AR E MR C51 HEHR
5-70A48%959L < ) RELAREMEKE MA13/C HEDR
Fe4 %t v ) X R & fEHatk B16 DROERH Y
A)/ThY b ~EREEAEsk HCT 116 GEESYIES
NCREE L Y b ~ORERE#aY OVCAR-3 MRDERHY

Aflibercept & JA <A STV S EFEIA D LA RIER OO I 5 TR 7z, Aflibercept
CHaFEERTHLIAXT Y T F U EMHERS Lc & ~ U A FEBIRE IR C51 O BEGE A F 3R
AILZHNE] L 72, Aflibercept & AREHETIHK 5-FU 2@ H EOMAE CTHHEK G Lz & & FHIFLIE M
Hakk MA13/C D58 2 FRIRANCHIH L, 16 Lm0 \EE XA SN/ >, Aflibercept & FaRA > A
T—VIMERTHLA) ) T H 20 L& EICh, B0 MAECHEITHHE ISR AT HCT
116 (ZHT 2FHAVDEIBO D, EEHEEOEEFITA LN o7, o, MNEEZENET S
RtE &N KOs U Z2F%E00 28 L aflibercept 7 JF G L7z & 2%, B0 A& THIEE
BhARMHIR S Tz,
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3  BIRAOZEEHER

ML,
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AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

4 REHREHER

H >k BU =3 BIHFRAIERE S (ICH) STA TA K7 A > THE &7 TV 5 in vitro 223K =
TNy T ) =R EBRO KT, MEEAED XD emay FERAOFEIZB W TUIEER W EE 2
HILD Z LG, ZAeMESEEREERIE in vivo BRBRD % FEME L 7=, 2. 13EICE#E L7 KL 912, aflibercept
E~ T A, 7y N RO FHEED VEGF-A 1Tk L TEWESHAMEZ R L (KpfEILE = B/ ELL
T) . VEGF-A EBEEOMEMENSHE LT, & N XYL VEGF-A & aflibercept DA FH AAEH
IR TE2NWEEZ LD Z END, aflibercept D LZEMEHIRER I~V A, T v b, U IH
NERWTEM LT, ~TAXIET v F& AW TN L7z aflibercept D0 ML R & OV WA R AR R
X5 HEEZ T 2 RBR A RV T, TR T ORI L K ORI BT 5 FEER AR RER
OEREDOHEYE (GLP) Z BT L THEM L7,

41 HEEER

AR R I 5 aflibercept (DB Z ST 9% Z & 2 BEY L L2407 in vivo 22 PE S HRABR X
Fhi Lipmnotehdy, BHERBRO— L LT, —MRIRBOBIZE K CEMIRD & 5 7o M3 R H B
Rl L7, =27 A P 1.5, 5,15 OV 30 mg/kg %8 2 7] 3 % A M F#45 ([Module 2.6.7.7F] ) .
2, 10 XU*30 mg/kg 2 1[0 1 % HREFIRNE S ([Module 2.6.7.7B]) . 3. 10 &30 mg/kg &1 1
[ 3 5 A &R S ([Module 2.6.7.7C]) X% 3, 10 &Y 30 mg/kg % 38 1 (8] 15 3 [ IR £ 574
27 H £ TR L (Module 2.6.7.7D]) L Th, HHHERRICHT 25 & EHERHE L - HE R
BIIFRO LRSI,

42 DIMER
LR (ECG) 737 A—ZIZ%1F % aflibercept D227l 5 Z & 2 HAJ & L7248RI72 in vivo %
VESEEBBRIL NG L 22 o 7oy, RO L LT, ECG /N T A —Z ZFfiL Tz, H=0 A%
JUIZ 1.5, 5. 15 XU 30 mg/kg &3 2013 % AR T 5 ([Module 2.6.7.7F]) . 2. 10 & T 30 mg/kg
ZiE 181 AREEIRNE S ((Module 2.6.7.7B]) . 3, 10 X T* 30 mg/kg A8 1 [8] 3 » A FFARN 5
([Module 2.6.7.7C]) Xi% 3, 10 %30 mg/kg z38 18] 15 HEFEIRNE 5%, 27 8 H £ Clail&k s
([Module 2.6.7.7D]) LTH., ZHHD/RT A—2 Tk 2B EICBE# L= A EREEITEO bk
molz,

421 EEIVABBOMEZEE~D

i

[Module 4.2.1.3-1] [Module 2.6.3.4.2]
C57BL/6 I~ 7 A2 aflibercept % i 2 [A], 2 X% 4 W FH G L7z & & OE AR ORI 0 5
X9 2 B AR U T, Se W) OFBREE (4 61, ) 1213 xR FE (B b Fe, 25 mg/kg) I3 aflibercept
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12.5 X% 25 mg/kg % 2 WG Uiz, 2% B OREREE (6 i /#E) 1ZI1E, xR AE X aflibercept 2.5
% 25 mg/kg & 2 T 4 HEME G Uiz, PR, FURR, FTEE, +2 Taﬂfﬁ R, RE R BRAERG. BT
i B ONAMGE - B L, 787 8 4 A L 7=,

Aﬂlbercept BTG LcE &, T XTOHEKOGHIRE R TR, B & O RUIR BRI N O U

BEEDHRFINCABIIRT Ui, £, FPEREFE I FTREZREL CIEFEMTH, ik

) *%@@&U‘Eﬁ IFEWS 0D, UNUEEEOKTARD L, AT MEXOKRE) .+
A5, BESN WA S OIS Tl WP o HE R ORI BV TS, UL OIR T IEERD b7
MNolz,

422 IF->BEOMEICRITTEZE
[Module 4.2.1.3-2] [Module 2.6.3.4.3]
T LA MY —25E 2 HIA AT CSTBL6 ~ 7 A Je O Wistar-Kyoto 7~ (3~9 8l /#E) I[ZE L E 4,
0. 2.5. 25 mgkg %T}0, 0.05, 0.15, 0.5, 1. 2.5. 5. 10, 25 mgkg o aflibercept % HLAI & F# 5 L 7=
& EDOMEITHT DL Lz, D7 &b 48 FFHATN G, &5 3~4 % £ T, MEKL
OO )7 33— itk Uiz, &EZHIFPIZER0 b 7o P28 b & 0 i KB K UM KA 3128
fEEEME (K EF-EME) 2SRRI TN, LR T, K EA-FEHEIC OV TEET 5,

C57BL/6 ~ 7 A DIfLJE R OVMEHEUI X3 2 aflibercept D52 %

C57BL/6 ~ 7 AT aflibercept % 2.5 & U8 25 mg/kg OB CHEIE TG Lz & & IUHFER & OYLE
W E O T SFE AR ER L, B 1~2 BRICEROEENRBD SNz, ~ 7 AZHE2S
S TR25 mg/kg @ aflibercept & $¢5- L 72 & & QYU O fe X B EEMEIZE N4, 14.4+£0.7 mm Hg
K O017.3+1.1 mmHg T - 7=, MF - FEEGRRIT, 2.5 mg/kg B 58T T A Th 7= 0Icx LT,
25 mg/kg F HEETIX, £ 21~24 BN 72 0 WG 23 B5A- U7z, SEaRMiE EA-FefeRe i oun
Th., FEROHEERFENFRD v, (Mt EF-EREeRE] & iy - O WERER aflibercept i B O R FH
BHEALR N ER D AL, MiEH @ aflibercept #=E 23K 1 pg/mL AFE AL T 925 £ T, PHEH & OEaRH .

JEITBHRIONR—=AT A ML b ER LI-FEThotz, F72, 2.5 KON 25 mg/kg % 57 THat
A BT WS DD, —iaMED A EEAR 722 DEIRD 03580 b vz, MUEITd 2 528 DRy
FICHAT, ZOFEHAOFRHEREFITIERE IS > 72 (1~4 HEH) .

Wistar-Kyoto 7~ b DIfJE K OVOWAEIZ RT3 5 aflibercept D 52 %8

Wistar-Kyoto 7 > N Z aflibercept & HL[FIFZ T 5 L7z & &, H& 0.5 mg/kg LA TUGHEI K& OEIRH
MED W 5 BAHBRFICAEEIC LS L, #5 2~4 BZICRRKOZENED Hiiz, 25 mgkg &% 57
DZ - MZIFT 2 IUHE K ORI E DR K EAIZENZ4, 22+ 1.5 mmHg X701 17.8+ 1.0 mm Hg
Thole, ZOME EFFRGERRIC HEIBIENFED Hiv, 0.5 mgkg #5-HET 5 HIF. 25 mg/kg £ 5-
BET 16~17 BRENICH =0 Fifse L7=, Aflibercept |2 & 5 IfiLJF b 5H-Hifoe FE [ & i o bR aﬂlbercept
IR BE DI B 72 BEEME 358D B L, 1MLIE 1 O UFHETE aflibercept i BE A3 6 pg/mL Z# % 7o & X (T
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2.6.2 EEABROBE
AVE0005-7 7 UN)LET b R—42 GEGRFHEEREZ)
RKOME EFA 2O Hiv, MG H OWEHEE aflibercept 2 FE 2349 1 pg/mL Kl IR T35 £ T, MEIX
N—=2AF7A4 X0 ERLIEEFEFTHo7, 0.15 XT0.05 mg/kg O aflibercept ¢ 5- L Th, I
R Lotz

S 51T, 1 mgkg LL B aflibercept 4% 5- L7277 v M T, —iatk (1~4 BE) OLHBERAD 3580 5
T, BT HRT D ERRDEEIT 10~25 bpm OFFATH Y . FHFNIICHE LR DO TIX o7,
Z OB, IE EFISHT ARG TH D LB X b,

4.2.3 Aflibercept FHRMME LR ICXI 2 ZEBRERIDEE
[Module 4.2.1.3-3] [Module 2.6.3.4.4]

Wistar-Kyoto 7+ k% HV T, aflibercept &R MMM E b F7AZ %9 2 8k 4 7o FiEE O B4 O 52288 % FEA
L7z, 7w MT aflibercept & 25 mg/kg O HETIH 1 [Bl, 3@ &G L7z, Aflibercept 2 5- 3 H#% D>
5. v b (@~661/ 1) (CHEESOTEEHEOREAIZ 1 B 183 BE#EE Lz, MEt L7z REEA
X, T UAT o oEREESE (ACE) HER (W7 MU, FITUN) | AT T AT ¥RV
B (=7 =Uvy) | MEAD LT LAFEEE (e RZ790) [ o7 FLT U USSR
(FZvy)  FRE (7akvIR) (BT KLU UZFEERE (Fer7 7 a—1) (BT R
VU UREEREEREE (v eT L =) RO EEHREEER (FL RIy) Thol,

Aflibercept Z % 5- L 727 v b Ot EFITK LT, $kx 2 EOBEERNE THDH Z LB B
272572, ACEMLEIMR (W7 N U, FI7VUIN) [ ILTTLAF v FAEHEHE (=72 0EY) |
BN LD AFREIEE (8 RZ2700) [ a7 RUT U UZREEGE (77 r) KOk
EFRMEA (B FIY) X, aflibercept IZ L » THR IN-IME EFEZNROITIETFTSE, 7K
LU UERRAEEER (Y FuaT L —) LEERKTSE,

I OFERNG | R EEWT > REMIZ BT Bk x e OBEIEAIA VEGF FREIZ L 0 659
2725 Z LTt EZ BT, I, ACERRE, AT U LT ¥ RAAEHKR a7 FLT U 2%
REEHUERIC X o TR Z FHET 2 — AV 72 BEIEAIX, aflibercept |2 K » THFE L7z i f E5H- 250 5%
FNCERI L7, BT R U U RAREENE & [FIERIC I E AR T S 723, ZOHEIEL, BIEOENE
[ 732 i RV L TR W,

43 MEMKIZHT HFEE
[Module 4.2.1.3-4] [Module 2.6.3.4.5]

Za—U—=FV RRUA NS REMREREEET VERANT, IR OB 5
aflibercept D 5282 34 L 7=, KED U (6~11 %1 7#F) (Zxt LT, WAL A s & LT, -6,
3 KOV H HIT aflibercept 2 0.3, 3 & O 30 mg/kg D H & C 30 75 IERARNFffc i 5- L 7=,

7Y XM REE T T LISV T, aflibercept & 0.3, 3.0 &2 U8 30 mg/kg RN G- L CTH, 1ML
e EIIRF I LR RO R A S OB [T R AL /N T A — & (L, O i & (R AT RENR & O S R)
BB ME ) & MARYEPAZE £ CoRMFEH, AOMEERE (MMREELZEZT) Lo TGHEShD
H IR & OBIIR AR TR X3 2 5B TR B e o 72,
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2.6.2 REHBROBMEX
AVEO005 -7 7Rt T+ ~N—4 (EEFHEER)

44 FRZR
[Module 4.2.1.3-5] [Module 2.6.3.4.6]

M RFEEE T Sprague Dawley 7~ I (K 8 i/ #f) 2 VT, F & 10, 50 & TF 250 mg/kg @ aflibercept
ZHA[A] 30 /) MERIRNERBiR G- L2, 2 7V F AT T T 7 4 —iEE AT, BERRT A —Z 25

LA Uz, BMERRE LCT A7 4 U v (30 mg/kg #ARNIRS) Z2H L7,

FEHH R EE T @ Sprague Dawley 7 > T aflibercept 2 10, 50 3% 250 mg/kg Hilal 30 43 [ &R FRF
PG LCh, &E5% 1A AL B HORERRUCEERZR < RN A —=Z /T 2 EWERIIC
M & 72 D BITR R S o T,

45 B/WRBR
[Module 4.2.1.3-6] [Module 2.6.3.4.7]

e 72 B CSTBL/6 I~ 7 A (6 4511,/ #E) 1T aflibercept % 25 mg/kg O A& T 2 [A], 4 HFZ TH
HLTH, BERRICxT 24 FEMICHE E R 5 B R S e ho T,

46 RIEAEICHT HHE
[Module 4.2.1.3-7] [Module 2.6.3.4.8]

[Module 4.2.1.3-8] [Module 2.6.3.4.9]

22—V —F 2 REKRYA N YFURAIEREET v (12618 ZHU T, aflibercept DA
EE L ORI k3 2 B8 2 5140 L 72, Aflibercept (FAIEEMLH (1 HH) #EAE LT, 2, 3, 7
BV 11 B BIZ 30 4 MIE RN Fife it 5- L7z,

Aflibercept % 0.3.3 &L T*30 mg/kg % 5- L7z & &  HEKAFR TH AR IERE DK TR b/,
0.3 mg/kg # 5-FETIE, 4 B B OB RRRE & il LTI & 2R OK T 238 H L7223, 3 & TY 30 mg/kg
BHEETIZ 4, 8 XU 12 A BIZBWCOEIMAE R 2 BT A TR o 72, 30 mg/kg B H5-ERIZH
D IMEEEORKOETIE 8 LN 12 HHIZRED bz,

4.8 OV 12 H H ORNIEF -8R 0 58EE X, B2t FEEE & bl L T X CTOHETIK T L7=, Aflibercept
B EREDOTRTO U Y F TG4 96 RERIC 072 0 ik I EHEF aflibercept 235 HH S 47 (RER
R Z 572 03 mgkg B GO 160D 1~3 HEHZFRLS) . Lo L., #EEEE aflibercept 52 3
AT (AR BEZ ER->TW=oiX, 0.3 mgkg BGREOEE . HHRKOID 24~48 K721
TholDIZR LT, 3 L1V 30 mgkg 5 TIL, T XTOFHMKRE A CEERER aflibercept #2513
FEA TSI RT 3~50 im0 o 7o S BRSOV CL PRI G- 24 BERE % O 1 FRilEEET aflibercept
WREEX, Z2D%D 3,7 X111 H HOFE: 24 RFEE I SR &L [RIFRE Th - 72, T aflibercept
PURDRR STz DI, 30 mgkg B GHEOKGETROU X 1HlOALTHY, TOMRELT, 2
DO ENY) DWERETE & OFE AT aflibercept #2 L ITIE T L7z,

Property of the Sanofi group - strictly confidential Page 40



2.6.2 EEABROBE
AVEQ005 -7 ZUNILET b A—4 (EizFHlHEz)
22— —F 2 KRR U A U YIBRAIGHHEEET v (96 #E) % HC, aflibercept DAIEE

18 ORI ﬂ'ﬁ“éﬁﬁiﬂ%é‘?ﬁﬁ L7z, Aflibercept (FAMEAEH (1 HE) ZEAELT, 2, 5. 11 K&
OV 17 H BT 30 2y MIFEIRN Rifc i 5- L 72,

Aflibercept Z 0.3, 3 T30 mg/kg #%5- L7 & & | UIBRAVEIEE L OBE T 5 /3T XA — 2 I HEKAT
W72 BN ER Stz SHIRRE L e LT, 0.3 mg/kg H 5-RETIX, FEI2 8 H BT, SIS KON
BT OINH 2 R & 9D AMBIETE K ONRIEREE 25580 b7z, 3FIRAIC, 3 K18 30 me/kg 58T
L. BET L2 _RCoRER (8, 14 20 HH) TIIEFAEMZERE SN R0 | BHHEEOS &
O ERGBE AL S B T HH S 7z, fESR L LT, aflibercept & 3 & O 30 mg/kg D H & CHrlRNE5- L
To& & MRS AT, 14 KOV20 B HOAWGEREARE <720 20 B HOBKAIOFEROE G
B0 72, T D aflibercept 5% 5-HED 7 - THIER G- 144 R[] £ T EEHEE & O & T aflibercept
DR Sz, L L, 03 mgkg B 5-8ETld, WFHER aflibercept I£E D FEGTE (EAEK) REZ Al
STWEDIX, BHZREAID 24~48 R 7217 TH o 7= DIzt LT, 3 T30 mg/kg £ 5-HETix, 144
] AR 2 L C, BB IR RS SR 2 ERl> T, SHEREIZ OV T, FIEER S 72
IRFFH1 £ 0D I H BT aflibercept LI, # D D aflibercept % 5- 72 RfE 12 DIREE & RIRRE TH -7,
0.3 mg/kg B 5-HED 7 4 2 51 JL O 30 mg/kg #% 5-HED 7 U 1 1] TH 5-4& TR HT aflibercept HLIAR DR
HEi, ZOREERE LT, 2 OB OB & O &7 aflibercept i FE IR T L7,
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2.6.2 EEFAEBROBMEX
AVEQQO5 -7 7 URILET+ R—%4 (BEFHEER)

5 ENFHEVYHBEERRER

ML,
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2.6.2 EEHABOMEX
AVEQ005 -7 7 URNILE T+ ~—4 GEEFHEEEZ)

6 EBEERRUER

Aflibercept |J in vitro Tt I VEGF-A 45 (Z = WBIFIME TR A L7z, AfliberceptiZb b, v T A T v

~ 'Y VEGF-A (2% LT, B2 REUT O KpETH G L7z, VEGF-A O HERSIT
E D=l APNLTELIFE—ThHDdD, LIz ->T, & hEOHY /LD VEGF & aflibercept @ﬁﬁ*ﬁl—i
ERIERCTH D, £7=. aflibercept | ZIT > ti¥H, ¥ F KO /LD VEGF ~DFEERELZ AT 52 &
MBS T EMERER L ORI L 2B Th D,

Aflibercept (X W VELFIME T VEGF EfEET 2720, AR i, VEGF & N Hifln & 217
ET D%/ E OMALERLE SIS, Aflibercept I in vitro T VEGF 12 X - TiFE < 415 N A
OHHEZIHI L. 7 > M REVRD D OFUINILE Doyl 2 7R 7 IZPHE L7z, Aflibercept DIEMEIZ T
7z 7 X —EREDNEG LTS E D DRETT A7, exvivo TEANR—RT w4 ZFEM LTz, #)
RS N R A K OSSR RR O W32 BV T | aflibercept 13 ADCC #EM: K O CDC Jf 4 % 717 & 7
MoTo, TIHDOFEFIZIE-SN T, aflibercept (3 in vivo C CDC & TN ADCC 1EH % 87~ 5 "I REMEI TR
WwWeEZ bk,

In vivo FEHEERIZI T, aflibercept 1T~ U AT LTokkx e~ U A T v P ROE RGN
FROHIIE 2 A PHE 5 Z L VR ST, Aflibercept Z 8545 Z L2k V., VEGFHLEL —#
LU C. R OB EES C IS M8 % B A3 S0lICAR R L7z, Aflibercept IXARIZRPUEE VR AR L,
FLE30FEEOET LD D 6 25 T CIEENRO b (2 2228) , Aflibercept & JA < fEH &4
TWDEROLERIER (AXV VT F7F 5 FU, AV T hy N7 VARV ERO RS XE
V) EOFRBEE LTz & IO RN bivlc, FEERRIEE T 7 LIZE1T % aflibercept D HAMEILE
HTHo ., #2040 mgkg #%5-F T, HAZLRFEHITRD Si7en -7, Aflibercept & (b= IEH % f
ML TH, P enffAERGE2RE, BEPHEBEIND Z LT hoT,

= 22 - Aflibercept BIE R TR 5D in vivo LB 3R

EEOES EZETIL EAEERE log cell kill f&"
(T-¢) ~ (A)
P HEITH] SK-OV-3 46.3 4.2
HEITH A2780 13.2 2.3
#4TH# OVCAR-3 44.5 2.0
2EE BHB16 19.8 5.4
H1THI B16 8.6 2.6
HEITHI A375 6.2 1.2
#TH LOX 5.2 0.6
BIILAREE H#1THI DU 145 54.6 47
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2.6.2 EEFAEBROBMEX
AVEQQO5 -7 7 URILET+ R—%4 (BEFHEER)

[EENDIER BEEETI E%E’{EEE log cell kill {&"
(T-c) ~ (A)

H1TH PC-3 3.6 0.3
ER =2 #1TH] UISO BCA-1 29.9 2.1
BH#] MA13/C 12.7 1.4
fEEsE B BxPC3 38.1 1.9
#4T7H#] BxPC3 25.8 1.3
HE1TH) PANC-1 2.9 0.4
B HEFTH MKN-45 38.2 2.8
HEITH Hs746T 4.1 1.1
HEITHI SNU-5 26.8 2.4
tERERE FH C51 20.7 4.2
H1TH] C51 7.9 2.0
HEITH HT-29 27.2 2.2
H#1TH COLO 205 27.4 1.6
BH# HCT 116 25.2 25
HEITH HCT 116 22.1 1.6
fififz HE1TH NCI-H460 17 3.4
HETH] A549 19.3 17
HEFTH SHP-77 41.1 4.3
HIEE HEITH] SK-N-MC 36.6 2.5
H#1TH] SK-N-AS 26.7 0.6
B AR #1TH RH-30 23.7 2.0
aA—A VT ANE #ITH TC-71 19.6 37
HEITH] SK-ES-1 25.5 3.2
R P E H#4TH HT-1080 24 0.2
1) 2 8fE H#4TH NAMALWA 12.7 2.3
¥4TH WSU-DLCL2 13.3 2.0

" 40 mg/kg 1 5B D EM
Aflibercept @ log cell kill {BAY 0.7 RiETH o 1=1mE. FEMETH Y. logcel kil fEMN 2.8 ZHBZ F-iHE. FEMNSL
EHIET LT,

I BT, Bkx REEE T VT aflibercept I3 A 72 H BAR FHNE 2 7R L, BN IR S 1
7oo FEIC, IPEEAREE MM SK-OV-3, A2780 & TX OVCAR-3, iz Mk DU 145, S0 E ARk
B16. AR BxPC3, B B Ak MKN-45, B MRk SNU-5, & B I M Aa Rk C51 &% OV HT-29,
A Nt B ARk HCT 116 ZBAE L 7=~ 7 Z12B1) 5 aflibercept DIEFAZEIE 16 LLETH - 7=,
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262 FERBROPEN
AVEQQ05 -7 7 )R )Lt T b R—4 (EEFHEEZ)

FRR IR | aflibercept DN O MAE B E A A EIIK T SE2 Z ERH LMY 5
IZE o THE SN MEFENEEIND Z LRSI, BIIEEET T 2BV T, aflibercept & 73
7V 2XENLNE XX A&RSG Lic & Z IO ARG S D 2 ERB LT |
FxV VT F o 5-FU XUFA YV 700 & ORI RED R DR Sz,

PLE LY, aflibercept (AVE0005, VEGF Trap) 1%, MK OMEITHIEE; O 512kt LT, HlEs
ROk 7l & OO &G TEMEZ R L, BENIERRENRBD B0 Z L BRI LT -
T2 DT NG, K TOSARIEEIRIEIC aflibercept % fifi T & 2 AIREMEAS SLRE S 4072,

LVESEPEERER ) 5 | aflibercept 23 FFI R M ONIMARTE AIZ A H 72 B % RIT S 7202 & B BT
roln, Fio, BHERBRTHE LN AERICE ST, AR R K OV AR R B &
ES RN EARENT, Aflibercept 512 L 0 | DEOIEFAMEO MAEHE, i+, AEGEEE)
1B X 2 B8 b7z, Aflibercept OAFEIBEFIZBE LT, AFlE. R & OMHVIR I AN o
MUNMEBEEMET L2 Z S22 T, ZhEVREREIZ/ NSV OO, TEE LK ORENHEE T MmE
BEMET L, ZhETIC, BICKEERORIREEZR L —H o B 1T £ © VEGF (K17
WHETDHZ NI ATHLNIR->TNDH(14), ZoMich, BHME O—FA VEGF K17
3 28/ e LT, iR, TEREL OB & BREOMBAFFES N TWD, EMREIT X
» VEGF ’HE S LD &0 WEGHIAEZ I L BHAEDO N3 ibds'E O BRI E OMFLE D35 2
EMHLNITR S TWNAD(14), ZTRETIZH B WD H A 7D VEGF BLEAIZ AW MREFHT L Y . VEGF
PR DS %252 1T R0 W B Tl VEGF OBLERFIZBIR 72 SHRERIZ LB R SN2 2 L b,
EHIMLE DZEA{VIZVEGF/VEGFR ¥ 7 WRiERK O FICER T 527 7 2R TH D Z L B H )
272> TWA,

BIEIREAR OMMEE OB E R ER Th H MEHAEICIBWT VEGF NEEREFZ R LTWH T
EMnD | aflibercept (2 K o TilJE SNTZAHEBIEE L ONRIEOEIEIX, AEOIERMT & —Z L Tno,
MRS TWAHHL VEGF £ / 7 o —F PR TH D Avastin®Z & 5- L7 74X T AIETIRIE O
DR HIL TV H(15),

FolH (T AKOT v ) 2BV, aflibercept (%, BFICET HiHER L RREDOHRET,
MIEZPEETIEH D08, FHIC LR ST Z 0L -T2, ZOEHAORHERIL, 1
W DIERETE aflibercept i & B H2ICBIE L TN e, WEMREIZ I\ T, MG H O aflibercept I FE
230 1 pg/mL ARG T2 & MEFN—R2F 1 AEIZEITE L7z, Aflibercept (2 X - THF S L7
MECxH 22203, mHE 25mgkeg) TH, ERICEE L, VEGFZERMTFr Y X F—F
EAICTHLEY T =7 ZHERG L2T v FTHMEICKT 2 RO RN H T 5H(16),
B LEIIANANY X 7 2 i b LT B3 TR THd 41, §T VEGF RIE T TR SN2 ERRIER TH
517, ZDV T ADFANZ L > THER SN D EMIEIL, MEDEFEHERIZIS 1T 5 VEGF/VEGFR
T IARTER I ORE & B L T 5(18), VEGFR ¥ 7 VRS SR S D & B
5 OIMEMRER T (—BLEZER T AZY A7) OGWNMETT 5 E &b, mEIHEA T

(=2 REU 1) OGWHATTET DFER, RWMEEHE O E2N EH42518)(19), F7=. VEGF
INEEZRER Y 7T NBED Ay — RE L CEZ K T S 51EHEZET 52 LD, VEGF &%
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2.6.2 EEABROBEX

AVEQ005- 7 7 YNt T kb R—4% (GEETFHEZR)

BB EIND &, EZRHRISOEEZN LT, mILENFREIND RN D 5(19), S HIT,
MAE BT AL EAICIE, B & OSEINROZEEIMET T 5 2 SI2 k0, ®miENFHEIE I 5 ArRetk:
D38 %(19),

Aflibercept ZRii{x 5 L7127 v N & W T k4 R OFEEIRO R 7 ) —=2 7 %17 > - fE 5. ACE
FREZ, Ly T AF ¥ FFEGEE, o 7 F U U U RIRIEGUEE R O — R b 2 Z L 55013, aflibercept
WX > THERINTEIMEZDRINCEH S5 Z NN oTe, Fo, BT RUT U R
AEEEE S Z 0 L 9 R T EZ R T S H 7z,

IO DOFRERNG | RIS > EWIC W T, M RFEORER A VEGF FLFEIZ X 0 %)
(22D ZliFenetEBERON, BT FL T U U2 A ERETEE S ME AT SE723, ZOHEE,
BUE DO FEAER 72 & IR E TIE 7210 (20),

PLE LD | aflibercept (AVE0005, VEGF Trap) 1%, W& OMEATHWIIEGIZ 6T LT, B 5 K Uk~
iR e OFFHE G THEDITH Y . mWIREREDRBO 5D Z LR LN o7z, FERIR
ETINTEBWT, BRA 72 RILOFEIZXT LT aflibercept 2 H CTX 2 A[EEMENRB 50T/ > TN D, K
ORI T 10 7 7 A )ViX, VEGF &R OMEICREE I 5 EF MO MmE R, Mt AlEERE
K OVEEICR T 28 L, K<mohnizr 7 A3RIR6N D,

Property of the Sanofi group - strictly confidential Page 46



2.6.2 EEFAEBROBMEX
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7 HEX

XFiE, AKSCHOmEY) RS ATIC G LT,
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1 EEHBR-REX

#* 2.6.3.1 - Pharmacology tabulated summary — overview - study program

Test Article: aflibercept

Type of Study Test System Method of Testing Facility Study Location
Administration Number
Primary Pharmacodynamics
Binding affinities of aflibercept to VEGF-A Surface plasmon NA (in vitro) IVT0044 [4.2.1.1-1]
resonance (Biacore) IVTOD44EXT  [4.2.1.1-2]
Binding affinities of aflibercept to PIGF Surface plasmon NA (in vitro) IVT0044 [4.2.1.1-1]
resonance (Biacore) IVTOD44EXT  [4.2.1.1-2]
Binding affinity of aflibercept to VEGF-B Surface plasmon NA (in vitro) ONVTD015  [4.2.1.1-3]
resonance (Biacore) ONVTODI15E  [4.2.1.1-4]
XT
Inhibition of VEGF-Aqes dependent HUVECs NA (in vitro) IVT0043 [4.2.1.1-5]
VEGFR-2 receptor phosphorylation in IVTOD43EXT  [4.2.1.1-6]
HUVE cells US
Effect on VEGFR-2 phosphorylation PAEC-VEGFR-2 cells NA (in vitro) Sanofi-aventisrechercheet ~ HVTD136 [4.2.1.1-7]
induced by VEGF-A and VEGF-C developpement -
Toulouse -France
Inhibition of VEGF induced calcium HUVECs NA (in vitro) IVT0043 [4.2.1.1-5]
mobilization IVTOD43EXT  [4.2.1.1-6]

Us

Abbreviations: HUVECs: human umbilical vein endothelial cells, NA: non applicable, PAEC-VEGFR-2: porcine aortic endothelial cells expressing VEGFR-2.
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# 2.6.3.1 - Pharmacology tabulated summary — overview - study program (continued)

Type of Study Test System Testing Facility Study Location
Administration Number

Inhibition of VEGF-induced proliferation of MNA (in vitro) Sanofi-aventis recherche et NTOD42 [4.2.1.1-8]

human dermal microvascular endothelial developpement -

cells Vitry-sur-seine - France

Microvessel sprouting in rat aortic ring MNA (in vitro) Sanofi-aventis recherche et 1104 [4.2.1.1-9]

model : Change in number of vessels in developpement -

aortic rings Vitry-sur-seine - France

Complement-Dependent Cytotoxicity MNA (in vitro) NTOOD3T [4.2.1.1-10]

(CDC) and Antibody-Dependent NTOD3TEXT [4.2.1.1-11]

Cell-Mediated Cytotoxicity (ADCC).Assays

using viability assays in the presence of

human NK cells and human complement

Sernum

Effects on tumor blood vessel density Male SCID mice subcutaneous once V0066 [4.2.1.1-12]
NYOODGEEXT [4.2.1.1-13]

USA
Abbreviations: HDMECs: human dermal microvascular endothelial cells, NA: non applicable, SCID: severe combined immunodeficient
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# 2.6.3.1 - Pharmacology tabulated summary — overview - study program (continued)

Type of Study

Test System

Method of Testing Facility
Administration

Study Number Location

Rat C6 glioma subcutaneous xenografts
(advanced stage)

Male SCID mice

subcutaneous 3 times

V0064 [4.2.1.1-14]
NVVO0B4EXT [4.2.1.1-19]

Human AE73 rhabdomyosarcoma Male SCID mice subcutaneous twice V0065 [4.2.1.1-16]
subcutaneous fumor xenografts over 1 week IVWVOODB5EXT [4.2.1.1-17]
(advanced stage) USA
Murine renal cell carcinoma RENCA Female BALB/C nude  subcutaneous 3 times  Sanofi-aventis recherche et V0091 [4.2.1.1-18]
transplanted orthotopically in the Kidney and SCID mice developpement -
Vitry-sur-seine - France
Genetically engineered pancreatic tumor Female Rip1 subcutaneous twice a  Sanofi-aventis recherche et Vo052 [4.2.1.1-19]
model Rip1Tag2 mice Tag2 mice week for 3 weeks in 10 developpement -
week old mice and, for Vitry-sur-seine - France
4 weeks
in 12 week old mice
Human SK-0V-3 ovarian adenocarcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et Y0051 [4.2.1.1-20]
subcutaneous xenografts week for 3 weeks developpement -
starting on day 20 Vitry-sur-seine - France
Human A2780 ovarian adenocarcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et V0051 [4.2.1.1-20]
subcutaneous xenografts week for 2 weeks developpement -
starting on day 11 Vitry-sur-seine - France
Abbreviations: SCID: severe combined immunodeficient
Property of the Sanofi group - strictly confidential Page 6
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%= 2.6.3.1 - Pharmacology tabulated summary — overview - study program (continued)

Type of Study Test System Method of Testing Facility Study Number Location
Administration
Human dE:OVCAR-3 ovarian Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
adenocarcinoma subcutaneous week for 3 weeks developpement -
xenografts starting on day 21 Vitry-sur-seine - France
Mouse B16 melanoma subcutaneous Female Swiss subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
xenografts (early stage) nude mice week for 3 weeks developpement -
starting Vitry-sur-seine - France
on day 3
Mouse B16 melanoma subcutaneous Female BALB/c subcutaneous 3 times  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
xenografts (advanced stage) nude mice (on days 7, 10 and 13) developpement -
Vitry-sur-seine - France
Human LOX melanoma subcutaneous Female BALB/c subcutaneous 3 times  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
xenografts (advanced stage) nude mice (on days 7, 10 and 14) developpement -
Vitry-sur-seine - France
Human A-375 melanoma subcutaneous Female BALB/C subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
xenografts (advanced stage) nude mice week for 2 weeks developpement -
starting Vitry-sur-seine - France
on day 10
Human DU 145 prostate carcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
subcutaneous xenografts (advanced week for 3 weeks developpement -
stage) starting Vitry-sur-seine - France
on day 18
Human PC-3 prostate adenocarcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]

subcutaneous xenografts (advanced
stage)

week for 2 weeks
starting
on day 13

developpement -
Vitry-sur-seine - France

Abbreviations: SCID: severe combined immunodeficient
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%= 2.6.3.1 - Pharmacology tabulated summary — overview - study program (continued)

Type of Study Test System Method of Testing Facility Study Location
Administration Number
Mouse MA13/C mammary Female Swiss subcutaneous twice a  Sanofi-aventis recherche et 1119 [4.2.1.1-21]
adenocarcinoma subcutaneous nude mice week for 3 weeks developpement -
xenografts (early stage) starting Vitry-sur-seine - France
on day 4
Human UISO BCA-1 mammary Female BALB/c subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
adenocarcinoma subcutaneous nude mice week for 3 weeks developpement -
xenografts starting Vitry-sur-seine - France
on day 19
Human BxPC-3 pancreatic Female BALB/c subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
adenocarcinoma subcutaneous nude mice week for 3 weeks developpement -
xenografts (early stage) starting Vitry-sur-seine - France
on day 3
Human BxPC-3 pancreatic Female BALB/c subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
adenocarcinoma subcutaneous nude mice week for 3 weeks developpement -
xenografts (advanced stage) starting Vitry-sur-seine - France
on day 10
Human PANC-1 pancreatic carcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
subcutaneous xenografts (advanced week for 2 weeks developpement -
stage) starting Vitry-sur-seine - France
on day 10
Human MKN-45 gastric adenocarcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et IVVV0051 [4.2.1.1-20]
subcutaneous xenografts (advanced week for 2 weeks developpement -
stage) starting Vitry-sur-seine - France
on day 8
Abbreviations: SCID: severe combined immunodeficient
Property of the Sanofi group - strictly confidential Page 8
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# 2.6.3.1 - Pharmacology tabulated summary — overview - study program (continued)

Type of Study Test System Method of Testing Facility Study Location
Administration Number

Human Hs746T gastric adenocarcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et V0051 [4.2.1.1-20]
subcutaneous xenografis (advanced week for 2 weeks developpement -
stage) starting Vitry-sur-seine - France

on day 10
Human SNU-5 gastric adenocarcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et V0051 [4.2.1.1-20]
subcutaneous xenografis (advanced week for 3 weeks developpement -
stage) starting Vitry-sur-seine - France

on day 10
Murine C51 colon adenocarcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et Y00S5 [4.2.1.1-20]
subcutaneous xenografts (early stage) week for 3 weeks developpement -

starting Vitry-sur-seine - France

on day 3
Murine C51 colon adenocarcinoma Female SCID mice subcutaneous Sanofi-aventis recherche et Y00S5 [4.2.1.1-20]
subcutaneous xenografis (advanced on days 9 and 14 developpement -
stage) Vitry-sur-seine - France
Human HT-29 colon adenocarcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et Y00S5 [4.2.1.1-20]
subcutaneous xenografis (advanced week for 3 weeks developpement -
stage) starting Vitry-sur-seine - France

on day 10
Human COLO 205 colon carcinoma Female ICR SCID mice  subcutaneous twice a IVv0080 [4.2.1.1-22]
subcutaneous xenografts (advanced week for 2 weeks LUSA NWVOOBOEXT [4.2.1.1-23]
stage) starting

on day 13
Abbreviations: SCID: severe combined immunodeficient
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# 2.6.3.1 - Pharmacology tabulated summary — overview - study program (continued)

Type of Study Test System Method of Testing Facility Study Location
Administration Number
Human HCT 116 colon carcinoma Female Swiss mice subcutaneous twice a  Sanofi-aventis recherche et VY0051 [4.2.1.1-20]
subcutaneous xenografts (early stage) week for 2 weeks developpement -
starting Vitry-sur-seine - France

on day 4
Human HCT 116 colon carcinoma Female ICR SCID mice  subcutaneous twice a IVV0081 [4.2.1.1-24]
subcutaneous xenografts (advanced week for 3 weeks USA IVVOOB1EXT  [4.2.1.1-25]
stage) starting

on day 11
Human NCI-H460 non small cell lung Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et Vv0109 [4.2.1.1-26]
cancer subcutaneous xenografts week for 2 weeks developpement -
(advanced stage) starting Vitry-sur-seine - France

onday 7
Human A549 lung carcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et VY0109 [4.2.1.1-26]
subcutaneous xenografts (advanced week from day 13 to 27 developpement -
stage) Vitry-sur-seine - France
Human SHP-77 small cell lung carcinoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et V0109 [4.2.1.1-26]
subcutaneous xenografts (advanced week for 3 weeks developpement -
stage) starting Vitry-sur-seine - France

onday 17
Human SK-N-MC neuroblastoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et VY0051 [4.2.1.1-20]
subcutaneous xenografts (advanced week for 2.5 weeks developpement -
stage) starting on day 14 Vitry-sur-seine - France
Human SK-N-AS neuroblastoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et VY0051 [4.2.1.1-20]
subcutaneous xenografts (advanced week for 2 weeks developpement -
stage) starting Vitry-sur-seine - France

onday 17
Abbreviations: SCID: severe combined immunodeficient
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# 2.6.3.1 - Pharmacology tabulated summary — overview - study program (continued)

Type of Study Test System Method of Testing Facility Study Location
Administration Number

Human RH-30 rhabdomyosarcoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
subcutaneous xenografts (advanced week for 2 weeks developpement -
stage) starting Vitry-sur-seine - France

on day 14
Human TC-71 Ewing’s sarcoma Female SCID mice subcutaneous 3 times  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
subcutaneous xenografts (advanced (ondays 10, 13 and 17) developpement -
stage) Vitry-sur-seine - France
Human SK-ES-1 Ewing's sarcoma Female SCID mice subcutaneous twice a  Sanofi-aventis recherche et IVV0051 [4.2.1.1-20]
subcutaneous xenografts (advanced week for 2 weeks developpement -
stage) starting Vitry-sur-seine - France

on day 11
Human HT-1080 fibrosarcoma Female SCID mice subcutaneous thrice V0082 [4.2.1.1-27]
subcutaneous xenografts (advanced the first week (days 11, USA IVVOOS2EXT  14.2.1.1-28]
stage) 14, 17) and twice the

second week (days 20
and 23)

Human NAMALWA Burkitt lymphoma Female SCID mice  subcutaneous twicea  Sanofi-aventis rechercheet  IVV0051 [4.2.1.1-20]
subcutaneous xenografts (advanced week for 2 weeks developpement -
stage) starting Vitry-sur-seine - France

on day 10
Human WSU-DLCL-2 diffuse large Female SCID mice  subcutaneous 3 imes  Sanofi-aventis rechercheet  IVV0051 [4.2.1.1-20]
lymphoma subcutaneous xenografts (on days 15, 19 and 23) developpement -
(advanced stage) Vitry-sur-seine - France

Abbreviations: SCID: severe combined immunodeficient
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# 2.6.3.1 - Pharmacology tabulated summary — overview - study program (continued)

Type of Study Test System Method of Testing Facility Study Location
Administration Number
Combination treatment of aflibercept and Female SCID mice subcutaneous Sanofi-aventis recherche et nv0103 [4.2.1.1-29]
oxaliplatin in mice bearing subcutaneous aflibercept at 40 mg/kg developpement -
colon on days 10 and 13 Vitry-sur-seine - France
adenocarcinoma C31 and/or oxaliplatin
intravenous at 4.8 to
12.6 mg/kg on days 10
and 13
Combination treatment of aflibercept and Female Swiss subcutaneous Sanofi-aventis recherche et 1119 [4.2.1.1-21]
S-fluorouracil in mice bearing subcutaneous nude mice aflibercept at 2.51o0 40 developpement -
mammary adenocarcinoma MA13/C mg/kg twice weekly for  Vitry-sur-seine - France
3 weeks andfor 5-FU
intravenous at 34 .6 to
145 mg/kg once a
week for 3 weeks
Combination treatment of aflibercept and Female BALB/c subcutaneous Sanofi-aventis recherche et 1119 [4.2.1.1-21]
docetaxel in mice bearing subcutaneous nude mice aflibercept at 2.51o0 40 developpement -
B16 melanoma mg/kg and/or Vitry-sur-seine - France
intravenous docetaxel
5.8 to 24.2 mg/kg on
days 3,6and 9
Combination treatment of aflibercept and Female NCR subcutaneous IVv0043 [4.2.1.1-30]
irinotecan in mice bearing subcutaneous nude mice aflibercept at 2.5 to 40 IVVO043EXT  [4.2.1.1-31]
colon carcinoma HCT 116 mg/kg and/or
intravenous irinotecan
12.5 to 52.4 mg/kg on
days 12, 15 and 18
Abbreviations: SCID: severe combined immunodeficient
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£ 2.6.3.1 - Pharmacology tabulated summary — overview - study program (continued)
Test Article: aflibercept

Method of GLP

Type of Study Test System Administration Testing Facility Compliance Study Number Location
Safety Pharmacology

Cardiovascular In vivo mice subcutaneous No VGFT-MX-08019 [4.2.1.3-1]
USA

mice and rats subcutaneous MNo VGFT-MX-08018 [4.2.1.3-2]

rats subcutaneous MNo VGFT-MX-08025 [4.2.1.3-3]

Thrombosis rabbits intravenous Yes PMAOOO17 [4.2.1.3-4]

USA
Respiratory rats intravenous Yes RCV0115 [4.2.1.3-5]
France

Renal function mice subcutaneous MNo VGFT-MX-08020 [4.2.1.3-6]
USA

Wound healing rabbits intravenous Yes PMAODD18 [4.2.1.3-T]

USsA
Wound healing rabbits intravenous Yes PMAODD19 [4.2.1.3-8]

Abbreviations: GLP: good laboratory practices
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2 MNEERMITHHER

F= 2.6.3.2 - Primary Pharmacodynamics overview - noteworthy findings

Test Article: aflibercept

No. per Group Study Location
Type of Study STest M?thOd of Dose or. and Gender Noteworthy Findings Number
ystem Administration = Concentration (M/F)
Binding affinities of Surface In vitro NA NA The equilibrium dissociation IVT0044 [4.2.1.1-1]
aflibercept to VEGF-A plasmon constants (Kp) for IVTOO44EXT  [4.2.1.1-2]
resonance ligand/aflibercept interaction
(BiaCore) are as follows:
human VEGF-Ags (0.497
pM), human VEGF-A1,,
(0.360 pM), murine
VEGF-A4e4 (0.585 pM),
murine VEGF-A;, (0.571
pM),
rat VEGF-Aqg4 (0.471 pM)
and rabbit VEGF-A445 (0.775
pM).
Binding affinities of Surface In vitro NA NA The equilibrium dissociation IVT0044 [4.2.1.1-1]
aflibercept to PIGF plasmon constants (Kp) for IVTO044EXT  [4.2.1.1-2]
resonance ligand/aflibercept interaction
(BiaCore) are as follows:
human PIGF-1 (392 pM),
human PIGF-2 (38.8 pM),
murine PIGF-2 (3.33 pM).
Binding affinity of Surface In vitro NA NA The equilibrium dissociation ONVT0015  [4.2.1.1-3]
aflibercept to VEGF-B plasmon constant (Kp) for VEGF-B/  ONVT0015EXT  [4.2.1.1-4]
resonance aflibercept interaction is 1.92
(BiaCore) pM
Abbreviations: NA: non applicable, VEGF: vascular endothelial growth factor, PIGF: placental growth factor
Property of the Sanofi group - strictly confidential Page 14
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%= 2.6.3.2 - Primary Pharmacodynamics overview - noteworthy findings (continued)

No. per Group Study Location
Type of Study STest M?ﬂ.md of Dose or. and Gender Noteworthy Findings Number
ystem Administration = Concentration (M/F)
Inhibition of VEGF-A1g5 HUVECs In vitro 0.5nMto 3 nM NA At a 1:1 molar ratio or IVT0043 [4.2.1.1-5]
dependent VEGFR-2 aflibercept at 1 greater of aflibercept to IVTO043EXT [4.2.1.1-6]
receptor phosphorylation nM VEGF-A1g5 VEGF-A;e5, complete
in HUVE cells inhibition of VEGFR-2
receptor phosphorylation
was observed.

Inhibition of VEGF HUVECs In vitro 55 pM to 40 nM 3 replicates / Aflibercept inhibits VEGF IVT0043 [4.2.1.1-5]
induced calcium aflibercept at group induced calcium IVTO043EXT [4.2.1.1-6]
mobilization 50 pM mobilisation with an ICs of

VEGF-Ajes 1.2t0 1.7 nM.
Effect on VEGFR-2 PAEC-VEG In vitro 0.03 ug/mL to 1 duplicates Aflibercept inhibits VEGF-A HVT0136 [4.2.1.1-7]
phosphorylation induced  FR-2 cells pg/mL /group induced VEGFR-2
by VEGF-A and VEGF-C aflibercept at phosphorylation with ICs, of

200 ng/mL 360 ng/mL (3.15 nM) but not

VEGF-A or 300 VEGF-C induced
ng/mL VEGF-C phosphorylation.

Inhibition of HDMECs In vitro 1pMto1nMof  3replicates/ ICso = 192 pM IVT0042 [4.2.1.1-8]
VEGF-induced aflibercept with group
proliferation of human 238 pM of
dermal microvascular rhVEGF-Aqgs
endothelial cells
Microvessel sproutingin - Rat aorta In vitro 10 pM to 1 nM 5-8 aortas ICso= 121 pM in presence 1104 [4.2.1.1-9]
rat aortic ring model : /group of VEGF at 10 ng/mL

Change in number of
vessels in aortic rings

ICs0 =42 pM in absence
of VEGF

Abbreviations: HUVECs: human umbilical vein endothelial cells, HDMECs: human dermal microvascular endothelial cells, NA: non applicable, VEGF: vascular endothelial growth
factor, VEGFR: vascular endothelial growth factor receptor
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%= 2.6.3.2 - Primary Pharmacodynamics overview - noteworthy findings (continued)

No. per Group Study Location
Type of Study STest M?ﬂ.md of Dose or. and Gender Noteworthy Findings Number
ystem Administration = Concentration (M/F)
Complement-Dependent  Tymor and In vitro 0.85 pM to 50 3t05 No CDC or ADCC activities IVT0037 [4.2.1.1-10]
Cytotoxicity (CDC) and  endothelial nM replicates/group of aflibercept IVTOO37EXT  [4.2.1.1-11]
Antibody-Dependent cells
Cell-Mediated
Cytotoxicity (ADCC).
Assays using viability
assays in the presence
of human NK cells and
human complement
serum
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7 2.6.3.2 - Primary Pharmacodynamics overview - noteworthy findings (continued)

No. per Group Study Location
Type of Study Test Me_:tI?od o_f Dose or and Gender Noteworthy Findings Number
System Administration Concentration (M/F)
Effects on tumor blood SCID mice  subcutaneous 25 mg/kg 3 to 10 mice per  Reduction of vessel density IVV0066 [4.2.1.1-12]
vessel density once group, M in C6 glioma (80%), U87 IVVOOB6EXT  [4.2.1.1-13]
glioblastoma (57%) and
786-0 renal cell carcinoma
(60%)
Rat C6 glioma SCID mice subcutaneous 3  0.5,1,2.5, 10  5to 6 mice per  Significant reduction of tumor ~ IVV0064 [4.2.1.1-14]
subcutaneous times and group, M burden IVVOOB4EXT  [4.2.1.1-15]
xenografts (advanced 25 mg/kg
stage) (p<0.01 from 1 to 25 mg/kg)
Human A673 SCID mice  subcutaneous  0.5,1,2.5, 10  4to 6 mice per  Significant reduction of tumor ~ IVV0065 [4.2.1.1-16]
rhabbdft)myosafcoma twice over 1 and group, M burden IVVOOB5EXT  [4.2.1.1-17]
subcutaneous week 25 ma/k
xenografts (advanced 9g (p<0.01 from 10 to 25 mg/kg)
stage)
Murine renal cell BALB/c  subcutaneous 3  1,2.5,10,25,  10-13 mice per Significant inhibition of IVV0091 [4.2.1.1-18]
carcinoma RENCA nude and times and 40 mg/kg group, F ascites formation and tumor
transplanted SCID mice growth from 10 to 40 mg/kg
orthotopically in the
kidney
Abbreviations: SCID: severe combined immunodeficient, M: male, F: female
Property of the Sanofi group - strictly confidential Page 17
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No. per Group Study Location
Type of Study Test M?ﬂ.md of Dose or. and Gender Noteworthy Findings Number
System Administration = Concentration (M/F)
Genetically engineered Rip1 Tag2 subcutaneous 4,10 and 40 7 to 22 mice per In 12 week old mice Rip1 IVV0052 [4.2.1.1-19]
pancreatic tumor model Mice twice a week for mg/kg group, F Tag2 mice: significant
Rip1Tag2 mice 3 weeks in 10 increase life span (ILS =
week old mice 229% and 312 % at 10 and
and 40 mg/kg)
subcutaneous In 10 week old mice Rip1
twice a week for Tag2 mice: Significant
4 weeks in 12 reduction of tumor nodules in
week old mice the pancreas (p<0.0001 at 10
and 40 mg/kg and p=0.0091
at 4 mg/kg)
Significant reduction of tumor
vessels (p<0.01 at 4, 10 and
40 mg/kg)
Significant decrease in tumor
proliferation (p<0.05 at 4 and
10 mg/kg, p<0.01 at
40 mg/kg)
Human SK-OV-3 ovarian  SCID mice subcutaneous 2.5,10 and 5 to 9 mice per Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
adenocarcinoma twice a week for 40 mg/kg group, F (3.8 to 4.2 log cell kill)
subcutaneous 3 weeks
xenografts starting on day
20
Abbreviations: SCID: severe combined immunodeficient, ILS: increase in life span, M: male, F: female
Property of the Sanofi group - strictly confidential Page 18
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%= 2.6.3.2 - Primary Pharmacodynamics overview - noteworthy findings (continued)

No. per Group Study Location
Type of Study Test M?ﬂ.md of Dose or. and Gender Noteworthy Findings Number
System Administration = Concentration (M/F)
Human A2780 ovarian SCID mice subcutaneous 25,10 and 5 to 7 mice per Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
adenocarcinoma twice a week for 40 mg/kg group, F (1.4 to 2.3 log cell kill)
subcutaneous 2 weeks
xenografts starting on day
11
Human N:OVCAR-3 SCID mice subcutaneous 2.5,10 and 51to 10 mice per  Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
ovarian adenocarcinoma twice a week for 40 mg/kg group, F (0.9 to 2 log cell kill)
subcutaneous 3 weeks
xenografts starting on day
21

Mouse B16 melanoma Swiss nude  subcutaneous 25,10,25and 5to 10 mice per  Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
subcutaneous mice twice a week for 40 mg/kg group, F (2.4 to 5.4 log cell kill)
xenografts (early stage) 3 weeks starting

on day 3
Mouse B16 melanoma BALB/c subcutaneous 3 2.5, 10, 25 and 5 to 9 mice per Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
subcutaneous nude mice times (on days 7, 40 mg/kg group, F (0.9 to 2.6 log cell kill)
xenografts (advanced 10 and 13)
stage)
Human LOX melanoma BALB/c subcutaneous 3 40 mg/kg 9 to 10 mice per Inactive (0.6 log cell kill) IVV0051 [4.2.1.1-20]
subcutaneous nude mice times (on days 7, group, F
xenografts (advanced 10 and 14)
stage)
Human A375 melanoma BALB/c subcutaneous 4,10, 40 and 51to 10 mice per  Active at 120 and 40 mg/kg IVV0051 [4.2.1.1-20]
subcutaneous nude mice  twice a week for 120 mg/kg group, F (1.9 and 1.2 log cell kill)
xenografts (advanced 2 weeks starting
stage) on day 10
Abbreviations: SCID: severe combined immunodeficient, M: male, F: female
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2.6.3 EEABRMER

AVE0005-7 7 UR)LET b R—42 GEGFHEEZ)

5% 2.6.3.2 - Primary Pharmacodynamics overview - noteworthy findings (continued)

No. per Group Study Location
Type of Study Test M‘?“.‘Od o.f Dose or. and Gender Noteworthy Findings Number
System Administration = Concentration (M/F)
Human DU 145 prostate  SCID mice subcutaneous 25,10,25and 5to 10 mice per  Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
carcinoma twice a week for 40 mg/kg group, F (1.1 to 4.7 log cell kill)
subcutaneous 3 weeks starting
xenografts (advanced on day 18
stage)
Human PC-3 prostate SCID mice subcutaneous 40 mg/kg 5 to 7 mice per Inactive (0.3 log cell kill) IVV0051 [4.2.1.1-20]
adenocarcinoma twice a week for group, F
subcutaneous 2 weeks starting
xenografts (advanced on day 13
stage)
Mouse MA13/C Swiss nude  subcutaneous 25,10,25and 5 to 10 mice per Active from 10 to 40 mg/kg 1119 [4.2.1.1-21]
mammary mice twice a week for 40 mg/kg group, F (1.3 to 1.5 log cell kill)
adenocarcinoma 3 weeks starting
subcutaneous on day 4
xenografts (early stage)
Human UISO BCA-1 BALB/c subcutaneous 2.5,10,25and 5 to 10 mice per Active from 10 to 40 mg/kg IVV0051 [4.2.1.1-20]
mammary nude mice  twice a week for 40 mg/kg group, F (1.1 to 2.1 log cell kill)
adenocarcinoma 3 weeks starting
subcutaneous on day 19
xenografts (advanced
stage)
Human BxPC-3 BALB/c subcutaneous 25,10,25and 5to 10 mice per  Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
pancreatic nude mice  twice a week for 40 mg/kg group, F (1.1 to 2.1 log cell kill)
subcutaneous tumor 3 weeks starting
xenografts (early stage) onday 3
Abbreviations: SCID: severe combined immunodeficient, M: male, F: female
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%= 2.6.3.2 - Primary Pharmacodynamics overview - noteworthy findings (continued)

No. per Group Study Location
Type of Study Test M?ﬂ.md of Dose or and Gender Noteworthy Findings Number
System Administration = Concentration (M/F)
Human BxPC-3 BALB/c subcutaneous 40 mg/kg 5 to 9 mice per Active (with 1.3 log cell kill) IVV0051 [4.2.1.1-20]
pancreatic subcutaneous nude mice twice a week for group, F
tumor xenografts 3 weeks starting
(advanced stage) on day 10
Human PANC-1 SCID mice subcutaneous 2.5,10 and 40 5to 10 mice per Inactive from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
pancreatic carcinoma twice a week for mg/kg group, F (0.2 to 0.4 log cell kill)
subcutaneous 2 weeks starting
xenografts (advanced on day 10
stage)
Human MKN-45 gastric SCID mice subcutaneous 2.5,10 and 40 51to 10 mice per  Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
adenocarcinoma twice a week for mg/kg group, F (1.1 to 2.8 log cell kill)
subcutaneous 2 weeks starting
xenografts (advanced on day 8
stage)
Human Hs746T gastric SCID mice subcutaneous 2.5,10 and 40 5 to 10 mice per Active at 10 and 40 mg/kg IVV0051 [4.2.1.1-20]
adenocarcinoma twice a week for mg/kg group, F (1.3 and 1.1 log cell kill)
subcutaneous 2 weeks starting
xenografts (advanced on day 10
stage)
Human SNU-5 gastric SCID mice subcutaneous 2.5,10 and 40 51to 10 mice per  Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
adenocarcinoma twice a week for mg/kg group, F (1.4 to 2.5 log cell kill)
subcutaneous 3 weeks starting
xenografts (advanced on day 10
stage)
Abbreviations: SCID: severe combined immunodeficient, M: male, F: female
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No. per Group

Test Method of Dose or —_— Study .
Type of Study System Administration = Concentration and(n(l.?l-leFr;der Noteworthy Findings Number Location
Murine C51 colon SCID mice subcutaneous 25,10and 40 5to 10 mice per Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
adenocarcinoma twice a week for mg/kg group, F (1.1 to 4.2 log cell kill)
subcutaneous 3 weeks starting
xenografts (early stage) onday 3
Murine C51 colon SCID mice subcutaneous 2.5,10,25and 5to 10 mice per Active at 25 and 40 mg/kg IVV0051 [4.2.1.1-20]
adenocarcinoma ondays 9 and 14 40 mg/kg group, F (1.2 and 2.0 log cell kill)
subcutaneous
xenografts (advanced
stage)
Human HT-29 colon SCID mice subcutaneous 25,10and 40 5to 10 mice per Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
adenocarcinoma twice a week for mg/kg group, F (0.7 to 2.2 log cell kill)
subcutaneous 3 weeks starting
xenografts (advanced on day 10
stage)
Human COLO 205 colon  ICR SCID subcutaneous 10, 25and 40 8 mice per group, Active from 10 to 40 mg/kg IVV0080 [4.2.1.1-22]
carcinoma mice twice a week for mg/kg (0.9 to 1.6 log cell kill) IVVOOBOEXT  [4.2.1.1-23]
subcutaneous 2 weeks starting
xenografts (advanced on day 13
stage)
Human HCT 116 colon Swiss nude  subcutaneous 2.5,10,25and 5to 10 mice per Active from 2.5 to 40 mg/kg IVV0051 [4.2.1.1-20]
adenocarcinoma mice twice a week for 40 mg/kg group, F (1.3 to 2.5 log cell kill)
subcutaneous 2 weeks starting
xenografts (early stage) on day 4
Abbreviations: SCID: severe combined immunodeficient, M: male, F: female
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No. per Group

Test Method of Dose or o Study .
Type of Study System Administration = Concentration and(“cn;ﬁ:r;der Noteworthy Findings Number Location
Human HCT 116 colon ICR SCID subcutaneous 4, 10,25and 40 8 to 10 mice per  Active from 10 to 40 mg/kg IVV0081 [4.2.1.1-24]
adenocarcinoma mice twice a week for mg/kg group, F (0.9 to 1.6 log cell kill) IVVOO81EXT [4.2.1.1-25]
subcutaneous 3 weeks starting
xenografts (advanced on day 11
stage)
Human NCI-H460 non SCID mice subcutaneous 25,10, and40 6 to 10 mice per Active from 10 to 40 mg/kg IVV0109 [4.2.1.1-26]
small cell lung cancer twice a week for mg/kg group, F (2.7 to 3.4 log cell kill)
subcutaneous 2 weeks starting
xenografts (advanced onday7
stage)
Human A549 lung SCID mice subcutaneous 25,10, and40 6to 10 mice per Active from 10 to 40 mg/kg IVV0109 [4.2.1.1-26]
carcinoma twice a week mg/kg group, F (1.4 to 1.7 log cell kill)
subcutaneous from day 13 to
xenografts (advanced day 27
stage)
Human SHP-77 small SCID mice subcutaneous 25,10, and40 5to 10 mice per Active from 10 to 40 mg/kg IVV0109 [4.2.1.1-26]
cell lung carcinoma twice a week for mg/kg group, F (3.7 to 4.3 log cell kill)
subcutaneous 3 weeks starting
xenografts (advanced on day 17
stage)
Human SK-N-MC SCID mice subcutaneous 40 mg/kg 5 to 10 mice per Active (2.5 log cell kill) IVV0051 [4.2.1.1-20]
neuroblastoma twice a week for group, F
subcutaneous 3 weeks starting
xenografts (advanced on day 14
stage)
Abbreviations: SCID: severe combined immunodeficient, M: male, F: female
Property of the Sanofi group - strictly confidential Page 23



2.6.3 EEABRMER

AVE0005-7 7 UR)LET b R—42 GEGFHEEZ)

%= 2.6.3.2 - Primary Pharmacodynamics overview - noteworthy findings (continued)

No. per Group

Test Method of Dose or s Study .
Type of Study System Administration Concentration and(n(l.?l-leFr;der Noteworthy Findings Number Location

Human SK-N-AS SCID mice subcutaneous 40 mg/kg 10 mice per Inactive (0.6 log cell kill) IVVV0051 [4.2.1.1-20]
neuroblastoma twice a week for group, F
subcutaneous 2 weeks starting
xenografts (advanced on day 17
stage)
Human RH-30 SCID mice subcutaneous 40 mg/kg 6 to 10 mice per Active (2.0 log cell kill) IVV0051 [4.2.1.1-20]
rhabdomyosarcoma twice a week for group, F
subcutaneous 2 weeks starting
xenografts (advanced on day 14
stage)
Human TC-71 Ewing’s SCID mice  subcutaneous 3 40 mg/kg 6 to 10 mice per Active (3.7 log cell kill) IVV0051 [4.2.1.1-20]
sarcoma subcutaneous times (on days group, F
xenografts (advanced 10, 13 and 17)
stage)
Human SK-ES-1 Ewing’s  SCID mice subcutaneous 40 mg/kg 6 to 10 mice per Active (3.2 log cell kill) IVV0051 [4.2.1.1-20]
sarcoma subcutaneous twice a week for group, F
xenografts (advanced 2 weeks starting
stage) on day 11
Human HT-1080 SCID mice subcutaneous  4,10,25and40 8 to 10 mice per Inactive from 4 to 40 mg/kg IVV0082 [4.2.1.1-27]
fibrosarcoma thrice the first mg/kg group, F (0 to 0.2 log cell kill) IVVOO82EXT [4.2.1.1-28]
subcutaneous week (days 11,
xenografts (advanced 14, 17) and twice
stage) the second week

(days 20 and 23)
Abbreviations: SCID: severe combined immunodeficient, M: male, F: female
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No. per Group

Test Method of Dose or o Study .
Type of Study System Administration = Concentration and(“cn;ﬁ:r;der Noteworthy Findings Number Location
Human NAMALWA SCID mice subcutaneous 10, 25 and 40 5 to 8 mice per Active from 10 to 40 mg/kg IVV0051 [4.2.1.1-20]
Burkitt ymphoma twice a week for mg/kg group, F (2.1 to 2.3 log cell kill)
subcutaneous 2 weeks starting
xenografts (advanced on day 10
stage)
Human WSU-DLCL-2 SCID mice  subcutaneous 3 40 mg/kg 5 to 10 mice per Active (2.0 log cell kill) IVV0051 [4.2.1.1-20]
diffuse large lymphoma times (on days group, F
subcutaneous 15, 19 and 23)
xenografts (advanced
stage)
Combination treatment SCID mice subcutaneous  Afliberceptat40 6 to 10 mice per  Synergistic combination (4.6 IVV0103 [4.2.1.1-29]
of aflibercept and aflibercept at 40 mg/kg and/ or group, F log cell kill for the HNTD of
oxaliplatin in mice mg/kg on days  oxaliplatin from the combination versus 3.4
bearing subcutaneous 10 and 13 and/or 4.8t0 12.6 log cell kill for the HNTD of
colon adenocarcinoma oxaliplatin mg/kg oxaliplatin and 1.5 log cell Kill
C51 intravenous at for the HDT of aflibercept)
4.8 to

12.6 mg/kg on

days 10 and 13
Combination treatment Swiss nude  subcutaneous  Aflibercept from 5to 10 mice per  Synergistic combination (2.7 1119 [4.2.1.1-21]
of aflibercept and mice aflibercept twice 2.5 to 40 mg/kg group, F log cell kill for the HDT of the
5-fluorouracil in mice weekly for 3 and/ or 5-FU combination versus 1.4 log
bearing subcutaneous weeks and/or  from 34.6 to 145 cell kill for the HDT of
mammary intravenous mg/kg aflibercept and
adenocarcinoma 5-FU once a 1.3 log cell kill for the HNTD
MA13/C week for 3 of 5-FU)

weeks

Abbreviations: SCID: severe combined immunodeficient, M: male, F: female, HDT: highest dose tested, HNTD: highest non-toxic dose, 5-FU: 5-fluorouracil
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No. per Group

Test Method of Dose or - Study .
Type of Study System Administration = Concentration and(n(l.?l-leFr;der Noteworthy Findings Number Location
Combination treatment BALB/C subcutaneous  Aflibercept from 5to 10 mice per Active combination (5 log cell 1119 [4.2.1.1-21]
of aflibercept and nude mice aflibercept 2.5 to 40 mg/kg group, F kill for the HNTD of the
docetaxel in mice and/or and/or combination versus 4.2 log
bearing subcutaneous intravenous docetaxel from cell kill for the HDT of
B16 melanoma docetaxel on 5.8t024.2 aflibercept and 1.5 log cell
days 3, 6, and 9 mg/kg kill for the HNTD of
docetaxel)
Combination treatment NCR nude subcutaneous  aflibercept from 8 to 10 mice per  Synergistic combination (3.0 IVV0043 [4.2.1.1-30]
of aflibercept and mice aflibercept 2.5 to 40 mg/kg group, F log cell kill for the HNTD of  IVVOO043EXT [4.2.1.1-31]
irinotecan in mice and/or and/or the combination versus 1.8
bearing subcutaneous intravenous irinotecan from log cell kill for the HNTD of
colon carcinoma HCT irinotecan on 12510524 irinotecan and 1.7 log cell Kill
116 days 12, 15, and mg/kg for the HDT of aflibercept)
18
Abbreviations: M: male, F: female, HDT: highest dose tested, HNTD: highest non-toxic dose
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Test Article: aflibercept

F= 2.6.3.4.1 - Safety pharmacology overview — noteworthy findings

No. per Group

Organ System Test Method of o GLP Study .
Evaluated System Administration Dose and(l\cn;ﬁ:r;der Noteworthy Findings Compliance Number Location
Cardiovascular mice subcutaneous 0,2.5,125 4to6 M Reduction in No VGFT-MX-  [4.2.1.3-1]
(in vivo) and 25 microvessel density 08019
mg/kg/adm mainly in the pancreas
islets, thyroid follicles
and liver at all doses
mice and subcutaneous 0, 0.05, 0.15, 3to9M Dose-related increases No VGFT-MX- [4.2.1.3-2]
rats 05,1,25,5, in blood pressure from 08018
10 and 25 0.5 mg/kg in rats and at
mg/kg for rats 2.5 and 25 mg/kg in
mice. This effect was
r’r?, /2k.5f?)rgcrin2ic5e closely tied to circulating
g/kg levels of free aflibercept.
rats subcutaneous 25 mg/kg per 4to6 M Multiple classes of No VGFT-MX-  [4.2.1.3-3]
week anti-hypertensives were 08025
found to be effective in
lowering blood pressure
in rats treated with
aflibercept.
Thrombosis rabbits intravenous 0,0.3,3and 6to11 M No compound-related Yes PMAOOO17  [4.2.1.3-4]

30 mg/kg/adm

effects on venous and
arterial thrombus
formation

Abbreviations: GLP: good laboratory practices, adm: administration, M: male, F: Female
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Organ System
Evaluated

Test
System

Method of

Administration Dose

No. per Group
and Gender

(M/F)

Noteworthy
Findings

GLP
Compliance

Study
Number

Location

Respiratory

rats

0, 10, 50 and
250 mg/kg

intravenous

8M

No compound-related
effects on the
respiratory
parameters at any
dose level

Yes

RCV0115

[4.2.1.3-5]

Renal function

mice

0 and
25 mg/kg/adm

subcutaneous

6 M

No compound-related
effects on the renal
function

No

VGFT-MX-08
020

[4.2.1.3-6]

Wound healing
(incisional)

rabbits

0, 0.3, 3 and
30 mg/kg/adm

intravenous

12M

Inhibition of wound
healing and repair
(reduction in blood
vessel density and in
tensile strength) at all
doses

Yes

PMAOQ0018

[4.2.1.3-7]

Wound healing
(excisional)

rabbits

0,0.3, 3 and
30 mg/kg/adm

intravenous

9M

Impairment of wound
healing and repair
(minimal fibrous
response,
neovascularisation
and/or epidermal
hyperplasia and
increased incidence
of open wounds) at all
doses

Yes

PMAO00019

[4.2.1.3-8]

Abbreviations: GLP: good laboratory practices, adm: administration, M: male, F: Female
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#* 2.6.3.4 2 - Safety pharmacology - cardiovascular in vivo - vessel density in normal tissues

Test Article: aflibercept

Title: Effect of VEGF Trap administration on capillary density in normal murine tissues

Test Article (Batch): ||| G

Vehicle/Formulation: Aqueous solution Gfl mM
phosphate, | mM citrate, il mM % (WIV)
sucrose, JJill% (w/v) polysorbate 20, pH

Method of Administration: subcutaneous
administration twice a week for 2 or 4 weeks

Species/Strain: C57BL/6 mice Study No.: VGFT-MX-08019

Location: [4.2.1.3-1]

start Date: ||

GLP Compliance: No

No. per Group/Gender: 4 or 6 males
Weight/Age: 9 weeks of age

Observation Period/Times: The first subgroup of mice was treated for 2 weeks (total of 5 injections). The second subgroup of mice was treated

for 2 or 4 weeks.

— _ AVE0005 (mg/kg)

Tissues Vehicle Human Fe¢ 25 125 25
Adipose (epididymal)

2 weeks of dosing 79+07 72+05 NE 63+0.8 69+14
2 weeks of dosing 11605 NE 9.1+07 NE 78+10%
4 weeks of dosing 9.4+04 NE 55+ 1.1 NE 53+ 0.5
Adrenal gland

> Weoks of dosing (medulla) 15113 140+ 16 NE 121£12 135+ 14
2 weeks of dosing (cortex) 234134 NE 227411 NE 2484128
4 weeks of dosing (cortex) NE NE NE NE NE
Duodenum

2 weeks of dosing 8.5+1.1 72+04 NE 83+0.3 82+13
2 weeks of dosing NE NE NE NE NE

4 weeks of dosing NE NE NE NE NE

Abbreviations: NE: not evaluated, GLP: good laboratory practices
Statistical significance: * p =0.05, ™ p = 0.01 (one-way ANOVA and Dunneit's post-hoc comparison)

4 Mean vascular density + SEM.
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%= 2.6.3.4.2 - Safety pharmacology - cardiovascular in vivo - vessel density in normal tissues (continued)

Title: Effect of VEGF Trap administration on capillary density in normal murine tissues (VGFT-MX-08019) (continued)

. a . AVEO0005 (mg/kg)
Tissues Vehicle Human Fc 25 12.5 25
Liver
2 weeks of dosing 184 +1.1 19.7+£0.7 NE 15.2+14 11.7 £ 1.5
2 weeks of dosing 31.2+1.5 NE 21.5+1.0* NE 20.8 £ 1.5*
4 weeks of dosing 34.6+0.9 NE 22.8 £ 0.9* NE 174 +1.3*
Pancreas (islets)
2 weeks of dosing 23.7+0.7 21.4+20 NE 14.2 + 0.8** 12.8 +1.0**
2 weeks of dosing 18.7+0.2 NE 14.3 £ 0.5** NE 10.1 £ 0.4*
4 weeks of dosing 18.9+0.3 NE 14.9 £ 0.6** NE 9.1+0.3*
Pancreas (exocrine)
2 weeks of dosing 82105 77204 NE 8.1+0.5 7.8+0.3
2 weeks of dosing 80+04 NE 84104 NE 76+0.3
4 weeks of dosing 8.0+0.3 NE 8.2+0.3 NE 7.0+0.3
Pituitary gland (anterior)
2 weeks of dosing 151104 13.1+£0.6 NE 12.5+0.8* 12.2+0.5*
2 weeks of dosing 11.7+0.6 NE 10.5+0.2 NE 10.7+£0.5
4 weeks of dosing 11.2+04 NE 99+04 NE 10.2+0.3
Pituitary gland (posterior)
2 weeks of dosing 16.2+0.8 15.0+ 0.5 NE 12.4 + 0.5** 14.0+0.8
2 weeks of dosing 14.3+0.2 NE 12.7 + 0.4* NE 11.6 £ 0.4*
4 weeks of dosing 126+ 0.5 NE 11.8+0.7 NE 9.9 +0.3*
Retina
2 weeks of dosing 11.9+0.5 12.7 £ 0.1 NE 12.3+0.3 11.6+0.3
2 weeks of dosing 13.2+0.5 NE 13.51£0.2 NE 13.6+0.2
4 weeks of dosing 13.5+£0.5 NE 13.2+0.2 NE 13.6+0.3

Abbreviations: NE: not evaluated, SEM: standard error of the mean
Statistical significance: * p <0.05, ** p <0.01 (one-way ANOVA and Dunnett’s post-hoc comparison)

@ Mean vascular density + SEM.
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%= 2.6.3.4.2 - Safety pharmacology - cardiovascular in vivo - vessel density in normal tissues (continued)

Title: Effect of VEGF Trap administration on capillary density in normal murine tissues (VGFT-MX-08019) (continued)

. a . AVEO0005 (mg/kg)
Tissues Vehicle Human Fc 25 12.5 25
Thyroid gland
2 weeks of dosing 25.8+1.2 23.5+1.1 NE 16.8 + 0.8** 16.3+0.8**
2 weeks of dosing 19.6£0.5 NE 15.2+£1.0* NE 13.2+1.1*
4 weeks of dosing 21.8+0.8 NE 14.2 + 1.0** NE 11.0 + 0.4*

liver, pancreatic islets and thyroid and to a lesser extent, in the pituitary glands and adipose tissue.

Conclusions: Subcutaneous administrations of aflibercept resulted in statistically significant reductions in microvessel density mainly within the

Abbreviations: NE: not evaluated, SEM: standard error of the mean
Statistical significance: * p <0.05, ** p <0.01 (one-way ANOVA and Dunnett’s post-hoc comparison)

@ Mean vascular density + SEM.
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#* 2.6.3.4.3 - Safety pharmacology - cardiovascular in vivo - blood pressure and heart rate (rodents)

Test Article: aflibercept

Title: Blood pressure effects of VEGF Trap (AVE0005) in telemetered mice and rats

Wistar-Kyoto rat

Species/Strain: C57BL/6 mouse and

Test Article (Batch): for mice
for rats

Study No.:
VGFT-MX-08018

No. per Group/Gender: 3 to 9 males/group

300 to 400 g(rat)

Age: 10-20 weeks for both species
Weight: 26 to 32 g(mouse)

Vehicle/Formulation: Aqueous solution of ff mM phosphate,l
mM citrate, . m wiv) sucrose, % (w/v)
polysorbate 20, pH [l for

Agueous solution of [jmM phosphate_ ] mm citrate Il mm
% (wiv) polysorbate 20, pH |Jilifor

Location: [4.2.1.3-2]

start Date: |||

Method of Administration: Single subcutaneous administration

GLP Compliance: No

Measurement Times: Blood pressure was measured for 10 seconds every 10 minutes, at least 48 hours before treatment and then up to 3 to
4 weeks after the single injection.

Measured Parameters: SBP: Systolic arterial Blood Pressure, DBP: Diastolic arterial Blood Pressure, HR: Heart Rate

Vehicle AVEOQDO0S5 AVEODOO5

Mice 2.5 mg/kg 25 mg/kg

Baseline i _ Emax Baseline Evmax

(Day -1) Baseline(Day -1) T (Day -1) Too
Parameter? (Unit) Mean + SEM Mean + SEM Mean Max elevation Mean + SEM Mean Max elevation
SBP (mmHg) 12351230 1285+29 +14.2+ 08 126.3 + 4.1 +164 113

Day 2 Day 16
14.36 + 0.68"** 17.30 £ 1.07*

Abbreviations: SEM: standard error of the mean, GLP: good laboratory practices
Statistical significance: The treated groups were compared to the control group using a 2-way ANOVA. ™ p=0.01, ** p = 0.001 (Bonferroni multiple

comparison test)

4 For control group, mean = SEM is shown; for treated groups, mean £ SEM before treatment, maximal changes (Emax = SEM) from pre-treatment values
(maximal value of mean changes during the post dosing period), with the time of occurrence (T ey in day, and the mean maximal elevations{maximal individual

mean values attained at any time during the post dosing period) are shown.
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%= 2.6.3.4.3 - Safety pharmacology - cardiovascular in vivo - blood pressure and heart rate (rodents)(continued)

Title: Blood pressure effects of VEGF Trap (AVE0005) in telemetered mice and rats (VGFT-MX-08018) (continued)

Vehicle AVE0005 AVE0005
Mice 2.5 mg/kg 25 mg/kg
Baseline . Emax Baseline Emax
(Day -1) Baseline(Day -1) T (Day -1) T oo
Parameter? (Unit) Mean = SEM Mean + SEM Mean Max elevation Mean = SEM Mean Max elevation
+11.7+£0.5 +12.3+0.5
DBP (mmHg) 97.1+£3.0 102.2+0.5 Day 2 98.6+29 Day 2
11.92 + 0.35*** 13.47 £ 0.88***
-21.8+2.5 -36.9+8.5
HR (beats/min) 592.3+7.6 588.9 £ 16.0 589.8 + 6.9
Day 1 Day 10
Cmax free AVE0005 NA 11.55 1252
(Hg/mL)

Abbreviations: NA: not applicable, SEM: standard error of the mean
Statistical significance: The treated groups were compared to the control group using a 2-way ANOVA. ** p <0.01, *** p < 0.001 (Bonferroni multiple

comparison test)

8 For control group, mean + SEM is shown; for treated groups, mean = SEM before treatment, maximal changes (Emax+ SEM) from pre-treatment values

(maximal value of mean changes during the post dosing period), with the time of occurrence (Tmax) in day, and the mean maximal elevations(maximal individual

mean values attained at any timeduring the post dosing period) are shown.
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%= 2.6.3.4.3 - Safety pharmacology - cardiovascular in vivo - blood pressure and heart rate (rodents)(continued)

Title: Blood pressure effects of VEGF Trap (AVE0005) in telemetered mice and rats (VGFT-MX-08018) (continued)
Human Fc AVE0005 AVE0005 AVEO0005 AVE0005
Rats 1 mg/kg 2.5 mg/kg 10 mg/kg 25 mg/kg
H H Emax H Emax H Emax H Emax
Baseline Baseline T Baseline T Baseline T Baseline T
Mean Mean Mean Mean
Parameter? (Unit) Mseélrc/li Mseé;\]/li Max Mseélrc/li Max Mseépﬂi Max Mgg&i Max
elevation elevation elevation elevation
+5.1 114 ”19'14* ”19'791
SBP (mmHg) NA 1332+1.1 0 l4322+57 98 |4350+01 Day4 |1337:24 Day 11
Day 2 Day 2 20 + 22
57+0.7 12+1.2 1 %% 1.5%**
+53 + +10.1 +16.0 + +16.0 +
0.7 Day 2 1.0 Day 2 1.0 Day 4 1.3 Day 4
DBP (mmHg) NA 91.6+0.6 5.4+ 0.6 88.0+5.3 10.6 + 92.1+0.6 16.7 + 96.9+ 2.7 17.8 +
1.0 1.1%%* 1.0%**
. -12.4 + -18.7 + -25.1 + -22.2
HR (beats/min) NA 324.7+3.2 3.6 Day 2 322.7+23 8.9 Day 2 328.6+8.4 4.2 Day 2 343.1+3.7 3.5 Day 1
Cmax free AVE0005 NA 2.62 7.02 31.6 42.0
(Mg/mL)

Abbreviations: NA: not applicable, SEM: standard error of the mean
Statistical significance: a 1-way ANOVA was performed amongst treated-groups (no control data).
(Bonferroni multiple comparison test)

8 For control group, mean + SEM is shown; for treated groups, mean = SEM before treatment, maximal changes (Emax+ SEM) from pre-treatment values

(maximal value of mean changes during the post dosing period), with the time of occurrence (Tmax) in day, and the mean maximal elevations(maximal individual

mean values attained at any time during the post dosing period) are shown.
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%= 2.6.3.4.3 - Safety pharmacology - cardiovascular in vivo - blood pressure and heart rate (rodents)(continued)

Title: Blood pressure effects of VEGF Trap (AVE0005) in telemetered mice and rats (VGFT-MX-08018) (continued)

Human Fc AVEO0005 AVE0005 AVE0005 AVEO0005
Rats 0.05 mg/kg 0.15 mg/kg 0.5 mg/kg 5 mg/kg
H H Emax : Emax H Emax : Emax
baseline Baseline Baseline T Baseline T Baseline
Mean
Parametera (Unit) Mean + Mean + Mean Max Mean + Mean Max Mean + Max Mean+  Mean Max
SEM SEM elevation SEM elevation SEM ) SEM elevation
elevation
+4.3 +
+21£1.0 14+08 0.7 *100+3.8
SBP (mmHg) 1160£19 | 1159518  Day12 |1197+19 Day9 |1182%15 Day3 | '/of  Day3
41408 27+0.4 47+ 1;;’,3
0.6** :
12405 +22+12 *32+4 19.944.2
06 83.1+ Day 3
DBP (mmHg) 799+1.4 79.9+1.7 Day 2 83.3+1.6 Day 16 80.9+1.9 Day 3 0'5‘ ay
' 10.5 +
23+0.5 29+1.0 35405 3 7w
HR (beats/min) ND ND ND ND ND ND ND ND ND

Conclusion: The single subcutaneous injection of aflibercept resulted in dose-related increases in blood pressure at 2.5 and 25 mg/kg in mice and
from 0.5 mg/kg in rats. This effect was closely tied to circulating levels of free aflibercept.The NOEL in rats was considered to be 0.15 mg/kg.

Abbreviations: ND: not determined, SEM: standard error of the mean

Statistical significance: The treated groups were compared to the control group using a 2-way ANOVA. ** p <0.01, *** p < 0.001 (Bonferroni multiple

comparison test)

8 For control group, mean + SEM is shown; for treated groups, mean = SEM before treatment, maximal changes (Emax+ SEM) from pre-treatment values
(maximal value of mean changes during the post dosing period), with the time of occurrence (Tmax) in day, and and the mean maximal elevations(maximal
individual mean values attained at any timeduring the post dosing period) are shown.
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Test Article: aflibercept

#* 2.6.3.4 4 - Safety pharmacology - cardiovascular in vivo - blood pressure (rat)

Title: Anti-hypertensive screening in VEGF Trap-treated Wistar-Kyoto Rats

Species/Strain: Rat/ Wistar-Kyoto

No. per Group/Gender: 4 to 6 males

Age: 10-20 weeks

citrate,

Vehicle/Form

v i

Oye——

Study No.: VGFT-MX-08025

. us solution of I mM phosphate, I mM

(wiv) polysorbate 20, pH

Location: [4.2.1.3-3]

start Date:[|| N

Weight: 300 to 400 g

Method of Administration: Subcutaneous administration of aflibercept
at 25 mg/kg once a week for 3 weeks followed 3 days after each injection
of aflibercept by a daily administration of vehicle or anti-hypertensive
drugs for 3 days

GLP Compliance: No

Measured or Calculated Parameters: Systolic Blood Pressures (SBP) and Heart rate (HR) were recorded for a period of up to 5 weeks after the 1

administration of aflibercept

AVE0005 | Control Captopril (ip administration) Nifedipine (ip administration)
Parameter? (Unit) (25 mg/kg) | (Vehicle) 30 mg/kg 70 mg/kg 100 mg/kg 5 mg/kg 10mg/kg | 15 mg/kg

Pv? Pv? Eax Eax Eax Eax Eax Exmas
fn?;':%? InSBPTombaselne | 154126 | 71453 | 27:98 | 18132 | 205%62 | 30751 | 343+23 | 41614
Change in HR from baseline +1058 +
(boatamin) 448+79 |+5531123 | +518+181 | 4918+ 146 | +486+183 | +1081+52 | +1087 46 P

AVE0005 | Control Prazosin (ip administration) Furosemide (oral administration)

Parameter? (Unit) (25 mg/kg) | (Vehicle) 1 mglkg 2 mg/kg 5 mg/kg 1 mglkg 2 mg/kg 4 mg/kg

Pv? PVt Eax Eax Eax Eax Eax Emes
fn?;';%? inSBPTombaselne | \140:+22 | +77+74 | 248%48 | 28655 | 204%65 | +111£21 | +90£18 | +7.122.1
Change In HR from basefine 192+41 | +660+107 | +89.6+172 | +117.5+18.4 | +124.5+ 131 No effect

(beats/min)

Abbreviations: ip: infraperitoneal, SEM: standard error of the mean, GLP: good laboratory practices, Pv: pre-treatment value

a Only modified parameters are presented. For pretreatment values, mean change + SEM as compared to baseline value is shown; for control and treated groups, maximal
change in mm Hg (Emax) from pre-treatment values (maximal value of mean changes during the post dosing period) are shown

b Pre-treatment value = last value recorded before administration of anti-hypertensive drugs or control
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% 2.6.3.4.4 - Safety pharmacology - cardiovascular in vivo - blood pressure (rat)(continued)

Title: Anti-hypertensive screening in VEGF Trap-treated Wistar-Kyoto Rats (VGFT-MX-08025) (continued)

AVE0005 Control Propanolol (ip administration) Isoproterenol (ip administration)
Parameter@ (Unit) (25 mg/kg) | (Vehicle) 1 mgl/kg 4 mglkg 10 mg/kg 1 mgl/kg 2.5 mg/kg 5 mg/kg
va va Emax Emax Emax Emax Emax Emax
(Cn'::q'?_%‘j in SBP from baseline +18.1£3.8  +21.8+1.2 48.0+37 | 40716 | -19.3+84
. : No effect
Change in HR from baseline +86+11.1 | +49.4+9.2 +1455+20.0 | +1751+19.6 | 'T1220%
(beats/min) 17.3
AVE0005 Control Hydralazine (oral administration) Ramipril (oral administration)
Parameter? (Unit) (25 mg/kg) | (Vehicle) 10 mg/kg 20 mg/kg 30 mg/kg 10 mg/kg 25 mgl/kg 50 mg/kg
va va Emax Emax Emax Emax Emax Emax
(Crr']‘m%‘j in SBP from baseline +155+35 | +259+6.3  -183+3.1 | -19.6+57 | -215+4.0 | -27+59  -36+14 171+ 8.8
Change in HR from baseline +38+63 | +61.0£12.6 +84.2+17.1 +106.1+13.4 +108.3 £ 14.2 No effect
(beats/min)
AVE0005 Control Molsidomine (ip administration)
Parameter? (Unit) (25 mg/kg) | (Vehicle) 10 mg/kg 25 mg/kg 50 mg/kg
va va Emax Emax Emax
Change in SBP from baseline | 130116 | +268+27 | -129:14 | 30635  -35.0%29
(mmHg)
Change in HR from baseline
(beats/min) 21.0+122 | +64.4+7.7 | +784+216 | +147.3+154 | +139.5+9.9

Abbreviations: ip: intraperitoneal, SEM: standard error of the mean, Pv: pre-treatment value

a Only modified parameters are presented. For pretreatment values, mean change £ SEM as compared to baseline value is shown; for control and treated groups, maximal
change in mm Hg (Emax) from pre-treatment values (maximal value of mean changes during the post dosing period) are shown.

b Pre-treatment value = last value recorded before administration of anti-hypertensive drugs or control.
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#F 2 6.3 4.5 - Safety pharmacology - thrombosis — rabbits

Test Article: aflibercept

Title: A study to determine the potential effects of VEGF-Trap (AVE0005) on venous and arterial thrombotic formation in an electrolytic injury model

in rabbits

Species/Strain: Rabbit/New Zealand White

et ariae cnr

No. per Group/Gender: : 6 to 11 males

Weight: 2.9 10 3.2 kg

Study No.: PMADOO17

Vehicle/Formulation: Aqueous solution Gf‘ mmol/L

' te_Jl mmol/L sodium citrate, Mmool [ e, IO
W .!’o sucrose and [Jff% poiysorvate 20, | Start Date: [
pH

Location: [4.2.1.3-4]

Method of Admin: 30-minute intravenous infusion on
Days -6, -3 and 1

GLP Compliance: Yes

) Control AVE0005 (mg/kg)
Parameter? (Unit) (Vehicle) 53 | 3 | 0
Antibody determination No anti-aflibercept antibodies detected at any time point
Peak of free aflibercept (pg/mL) on Day —3 0 9.60 | 104 | 1220
Heart rate (beats/minute at current initiation) 236 + 43
Mean arterial pressure (mm Hg) 50207
Mean blood flow (mL/minute)
- Descending aorta 262 +6.48
- Right jugular vein 12.8 + 6.92
Time to occlusion (minute)
- Descending aorta 74+ 262 No compound-related effects on any parameter
- Right jugular vein 73+323
Vessel weight
i Dgscgndi{r?g} aorta 00r 01964
- Right jugular vein D-_D3I381
Activated clotting time (second) 251.1+49.1

Conclusions: Intravenous administration of aflibercept at dose levels of 0.3, 3.0, and 30 mg/kg/administration (3 times, 3 days apart) did not affect venous and
arterial thrombus formation in an electrolytic injury model in the rabbit.

Abbreviations: SD: standard deviation, GLP: good laboratory practices

4 For control group, mean = SD is shown.
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& 2 6.3.4 6 - Safety pharmacology - respiratory system - plethysmography

Test Article: aflibercept

Title: AVE0005: Effect on the respiratory function after a single 30-minute intravenous infusion in unrestrained conscious rats using whole body

plethysmography

Species/Strain: Rat/Sprague-Dawley

Test Article (Batch): ||| G

Study No.: RCVD115

No. per Group/Gender: 8/M

Weight: 200 to 270 g

Vehicle/Formulation: Aqueous solution of { mmol/L
mmol/L sodium citrate, mmol/L

% sucrose and Ji§% polysorbate 20,

sodium phos hate.l
le

Location: [4.2.1.3-5]

Start Date

Method of Admin: 30-minute intfravenous infusion

GLP Compliance: Yes

Measurements: Respiratory Rate (RR), Peak Inspiratory Flow (PIF), Peak Expiratory Flow (PEF), Inspiration Time (IT), Expiration Time (ET), Tidal Volume (TV),
Minute Volume (MV), and enhanced pause (Penh) over 7 days after administration of the test article.

Control AVE0005 (mg/kg) Theophylline (mg/kg)®
Parameter? Vehicl
(Vehicle) 10 50 250 30
] + 187+33% (T= 30
RR 12148 cycles/min minutes)™
+155+21% (T= 15
PIF 189683 a.u. minutes)**
PEF 1432438 a.u. +127+31% (T= 30 minutes)™
T 20815 ms No compound-related effects on any parameter -61+5% (T= 30 minutes)***
ET 302420 ms -57+6% (T= 30 minutes)***
TV 276+16 a.u. -19+5% (T= 60 minutes)*
MV 33272+1302 a.u. +109+11% (T= 15 minutes)™
Penh 0.62+0.05 -31+6% (T= 90 minutes)

Conclusions: No effects on respiratory parameters were noted in unrestrained rats treated at 10, 50 or 250 mg/kg aflibercept up to 7 days after administration.
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Title: AVE0005: Effect on the respiratory function after a single 30-minute intravenous infusion in unrestrained conscious rats using whole body
plethysmography

Abbreviations: SEM: standard error of the mean, GLP: good laboratory practices, a.u.:arbitrary unit
Statistical significance: * p <0.05, ** p <0.01, *** p <0.001 (Student’s t test)

@ Only modified parameters are presented. For control group, mean + SEM is shown; for positive control group, maximal percent change (Emax) from pre-treatment values, with the
time of occurrence (Tmax) in minutes, are shown. b- % from baseline
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# 2 6.3.4.7 - Safety pharmacology - renal function - mice

Test Article: aflibercept

Title: Effects of VEGF Trap on renal function in C57BL/é mice

Species/Strain: Mice/ C57BL/6 Test Article (Batch): ||| G Study No.: VGFT-MX-08020
No. per Group/Gender: 6/M Vehicle/Formulation: Aqueous solutm-n of I mmol/L sodium | Location: [4.2.1.3-6]
— hosphate, § mmol/L sodium citrate, mmol/L i
Weight: 21 to 27 grams Hand % polysorbate 20, pH start Date:|
Method of Administration: Subcutaneous GLP Compliance: No

Dosing and observation period: Mice were treated twice a week for 4 weeks.
Evaluated Parameters: Investigations were limited to urinalysis on dosing Weeks 2 and 4.

_ Control AVE0005 (mg/kg/adm
Parameter? (Unit) (Vehicle) ‘255' g/adm)
Glucose (mg/24h)

Week 2 124104 0.30 + 0.07*
Week 4 0.20+ 0.04 0.16 + 0.02

decrease in glucose excretion associated with VEGF Trap treatment.

Conclusions: Subcutaneous administration of aflibercept at 25 mg/kg/administration twice a week for 4 weeks did not appreciably alter the renal
function in adult mice. A decrease in glucose excretion was noted on dosing Week 2 but no longer observed after 4 weeks of treatment, and thus
was considered as an abnormal high level of glucose excretion by some animals in the vehicle group at the 2-week time point, rather than a

Abbreviations: SEM: standard error of the mean, GLP: good laboratory practices, adm: administration
Statistical significance: * p = 0.05 (Repeated Measures ANOVA and Bonfermoni post-hoc tesis)

2 Only modified parameters are presented. Mean £ SEM is shown.
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# 2 6.3 .4 8 - Safety pharmacology - wound healing - incisional model

Test Article: aflibercept

Title: A study to determine the effects of VEGF Trap on wound healing in an incisional wound model in rabbits

Species/Strain: Rabbit/New Zealand White

Test Article (Batch): ||| NG

Study No.: PMAOOO18

No. per Group/Gender: 12/M

Weight: 3.0t0 4.0 kg

% sucrose and

e.l mmol/L sodium citrate,
pH

Vehicle/Formulation: Aqueous solution of J{ mmol/L

mmol/L

B polysorbate 20,

Location: [4.2.1.3-7]

Start Date:-

Method of Admin: 30-minute intravenous infusion

GLP Compliance: Yes

on Days 4, 8, and 12.

Dosing and observation period: Aflibercept-treated animals were dosed on Days —2, 3, 7 and 11. Four animals from each treatment group were euthanized

Evaluated Parameters: clinical observations, body weights, food consumption, blood samples for antibody and toxicokinetic analyses, evaluation of incisional
wounds for erythema and swelling and biomechanical (tensile strength evaluation) or histological evaluation.

control AVE0005 Dexamethasone
ontro
Parameter? (Unit) (Vehicle) (mg/kgladm) (mg/kg/day)
0.3 3 30 2
Anfibody determination (incidence) 012 012 012 1712 !
E’;ak of free aflibercept (pug/mL) on Day 0 611 80.2 860 ]
Tensile strength (N)
Day 4 875+ 8.106 2% 75% -88% 79%"
Day 8 17.78+10.121 45% -40% 43% 58%"
Day 12 22 3112 586 45%" -30% 52%" 68%"

Abbreviations: SD: standard deviation, GLP: good laboratory practices, adm: administration, -- not applicable
Statistical significance: * p = 0.05 (one-way ANOVA and post-hoc Dunnett's t Test as compared to the negative control group)

4 Only modified parameters are presented. For vehicle control group, mean + SD is shown; for treated groups, changes (%) as compared to negative control are shown.

Property of the Sanofi group - strictly confidential

Page 43




2.6.3 EEABRMER

AVEQ005 -7 ZURILET b A—4 (Bi=FHHEZ)
%< 2.6.3.4.8 - Safety pharmacology - wound healing - incisional model (continued)

Title: A study to determine the effects of VEGF Trap on wound healing in an incisional wound model in rabbits
Control AVE0005 Dexamethasone
a (Uni ontro mg/kg/adm mg/kg/da
Parameter? (Unit) (Vehicle) (mglkg ) (mgl/kg/day)
0.3 3 30 2

Blood vessel density (score)

Day 4 0.75 -67% -67% -33% 0%

Day 8 1.75 +40% 0% -40% 0%

Day 12 2.00 0% -29% -71% -14%
Conclusions: The repeated intravenous administration of aflibercept at 0.3, 3 and 30 mg/kg/administration resulted in the inhibition of wound repair and healing in the rabbit
incisional model.

Abbreviations: SD: standard deviation, GLP: good laboratory practices, adm: administration, -: not applicable

Statistical significance: * p < 0.05 (one-way ANOVA and post-hoc Dunnett's t Test as compared to the negative control group);

@ Only modified parameters are presented. For vehicle control group, mean + SD is shown; for treated groups, changes (%) as compared to negative control are shown.
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#* 2.6.3.4 9 - Safety pharmacology - wound healing — excisional model

Test Article: aflibercept

Title: A study to determine the effects of VEGF Trap on wound healing in an excisional wound model in rabbits

Species/Strain: Rabbit/New Zealand White

Test Article (Batch): ||| NG

Study No.: PMAOOO19

No. per Group/Gender: 9/M

Weight: 2.7 to 3.5 kg

Vehicle/Formulation: Aqueous solution of  mmol/L
mmol/L sodium citrate, mmol/L
% sucrose and [JJ¢ polysorbate 20,

sodium phos hate.l
pH.

Location: [4.2.1.3-8]

Start Date: -

Method of Admin: 30-minute intravenous infusion

GLP Compliance: Yes

Dosing and observation period: Aflibercept and vehicle-treated animals were dosed on Days-2, 5, 11 and 17. Positive and negative control animals were
dosed daily by subcutaneous injection from Day-1 up to necropsy. Three rabbits from each treatment group were necropsied on Days 8, 14 and 20.

Measured or Calculated Parameters: clinical observations, body weights, food consumption, blood samples for antibody and toxicokinetic analyses,
evaluation of excisional wounds for erythema, swelling and dimensions and histological evaluation.

Control AVE0005 Dexamethasone
Parameter? (Unit) (Vehicle) (mg/kg/adm) (mg/kg/day)
03 3 30 2
Antibody determination (incidence) 0 2/9 0 1/9 -
E’gak of free aflibercept (pg/mL) on Day 0 8.83 89,7 1020 ]
Gross wound measurement{mm?=)
Day 8 19:97* 41%* -32%* -46%* 5%
Day 14 3+8.5* -33% +200%* +300%* +267%*
Day 20 0:0.2 0% oot oot oot
Fibrous response (score)
Day 8 264 -53% -63% -62% 67%
Day 14 3.86 +0.8% -41% -52% -39%
Day 20 3.69 -16% -15% -15% -25%

Abbreviations: SD: standard deviation, GLP: good laboratory practices, adm: administration, - not applicable
Statistical significance: * p = 0.05 (one-way ANOVA and post-hoc Dunnett's t Test as compared to the negative control group);

2 Only modified parameters are presented.For vehicle control group, mean + SD is shown; for treated groups, changes (%) as compared fo negative control are shown.
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%= 2.6.3.4.9 - Safety pharmacology - wound healing — excisional model (continued)

Title: A study to determine the effects of VEGF Trap on wound healing in an excisional wound model in rabbits (PMA00019) (continued)
Control AVE0005 Dexamethasone
Parameter? (Unit) (Vehicle) (mg/kg/adm) (mg/kg/day)
0.3 3 30 2

Neovascularization (score)

Day 8 1.69 -91% -98% -100% -79%

Day 14 0.78 -45% -87% -98% -64%

Day 20 0.08 -18% +29% +12% +112%
Hyperplastic response (score)

Day 8 2.94 -18% -49% -49% -51%

Day 14 2.97 +17% -34% -43% +33%

Day 20 1.67 -3% +17% -2% +55%
Conclusions: The repeated intravenous administration of aflibercept at 0.3, 3 and 30 mg/kg/administration resulted in an impairment of normal wound repair and healing at all
doses on Days 8 and 14 and at 3 and 30 mg/kg/administration on Day 20.

Abbreviations: SD: standard deviation, adm: administration
Statistical significance: * p < 0.05 (one-way ANOVA and post-hoc Dunnett’'s t Test as compared to the negative control group);

@ Only modified parameters are presented.For vehicle control group, mean = SD is shown; for treated groups, changes (%) as compared to negative control are shown.
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