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ATC:
AUCq3q

AUCq7a

CD:

CDC:

Comax:

DNA-

GLP:

ICH:

e ERENER

Anti-drug (isatuximab) antibody ~ (H-1 2 % = 7HiEK)

Antibody-dependent cellular cytotoxicity (FifEETEMHREE)

Area under the concentration-time curve  (ff S 3B EE - WERE] dh 8 T il

Area under the concentration-time curve from0to 3days (G 1 B & L= L 2 0 @EE
Eib#E5 3 HBETOMEPRE - R T EfE)

Area under the concentration-time curve from0to 7days (@ 1E# 5L Z03EIE#E
PHEEETHEETOMEPRE - RS T i)

e

e

Cluster of differentiation (Z 7 A # —474)

Complement-dependent cytotoxicity (#ifE{ETEMHMRES)
Maximmm plasma concentration (5 ifi ¥ -F ## BE)

Coefficient of vanation (Z&i{E%)

Deoxynbonucleic acid (7 # % 2 U FEEE)

Female (i)

Good Laboratory Practices (EZERZOET-£MEICET 5 R FR O EHE D L)
Intra-arterial (BHHRFT)

Intemational Council for Harmomsation of Techmical Requirements for Pharmaceuticals for
Human Use (EE&HHIRMNEERSE)

Immunoglobulin G1 (ffE7 07V G1)

Intranuscular (B P9)

Intravenous (#fARFY)

Kilodalton (3o 4L |2-)

Male ()

No-observed adverse effect level (#7%5)

Paravenous (##//E )

Subcutaneous (FZ TF)

First time to reach Cume (52 8 10 % P 28 B2 B 205 )
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2.6.6 HHREROME
SAR650984 - A VX3 7T GEEFHEEZ)

1 F&EH

AP X TIEINAEBEINE E LT O AL FEERL (B 7 a—F k) Thh, K
FOIEEFRBIF X ICH S6(R1) (1) X TNICHS9 (2) HA KT A4 it~ T,

In vivo FEERIR 22 MR O MRS T E O 28T A FrE T2 2 L ThLHLZ &b, A Y F I~
7 DIERIR ZZ MR @ O) 2 B 2 FrE T 5 HRY TV D0kl A4 Felin L7c (SRR o2
X [Module 2.6.2 » 3.4TH]) ., ZhHDORBRICIT, b b EFEX OIPFEM TOA VY F 2~ 7 HEAE
FIFAIFME O HLEAE ONZ B O EVERD L (Sl b ) M OVERRLE: (T e—H% A F A LY
—)@kb@k»&~x7y?4ﬁ€iﬂ1wto:n%ﬁﬁ%mib\4%7%y77®%ﬁﬁ%

HUREIFRILT VDR THD Z EPHERINT, LavL, fmEa) R OB 22 BN &
0. FoRr D= IEERRICED 2B TIT W E B X b,

MR L VR E Y 2 BN E CEX o2 D, P IV AV 2=y I U RAET
T Y a S — NUROER 2 G Lc, A Y %2~ 7 OIERIRBAFE ORIV T, L)
RETUAY 2=y I T AT IR o T2, BT IVEM & VT2 IR IR 22 MR BR 13 50 L
TV, £k, b b CD3SHIBICKIT 5 A Y X~ T OfEEBIFME L RRREICH =27 A Fv
CD38* A Z Al & BN & 73~ 2 RO VL% 1 & — Rk (ch38SB25 & UF chOKT10) AER &
7= (A BiL, FUKOEYENIEIEEZRET D -0 OwY) 7 COIS RSN behoTz) |
D%, —EOE N CO38HEGEMILA VTt 1 77— MR O in vitro BERETE A MRt L, 1
Fov T LR LTz, WTROHUAS b MEEIRIKIC 35\ T RFREE DD 58 ) e HU AR A7 A i 5
(ADCC) &EMEZE/R L, A ERIE EEET A Y o~ 7 L e L CTh 32 (ch38SB25)
XITIE B2 (ChOKT10) 597237, L LAY o~7 L3870 | ch38SB25 & ) chOKT10
7o — MURIE, Wb & b CD38 EEAI IR~ 2 EHE 72 7 A b — o A{RHETENE 2 AR & 720

272, ch38SB25 & T} chOKT10 (2 -2\ T DR AL AL 22 S MERRBRIZ IV T 24 D DOHURDHERK
WO (FRZIAE OGN OV AR CA DA, b MR CIEA SN2 >72) RO ME
AR IZ BT 2 7R b — 3 AMEEEMEIZA Y o~ T E Ry o e CREEBR O S
[Module 2.6.2 ® 3.453H]) , ZNHDOT—XIZLY, WO Lvia s — MNifkb A Yo ~7
S L TR DA TFRIEMNZ A L, COBHURSAIIEE ME =2 A PO THERRD Z LIVR
Nz, TNHDOZ s, =2 AP ch38SB25 XL chOKT10 ZfEH L TH LN T —# 1T

t MZBT DAY X ~T7 OREMETRNCK L TE, RENRGE LA LRy &fsam S i,

LeDo T, AV Y For~T7 OmiRid, BENRIERER R UER R e — a2 3§ 5
oD =7 APz nic G 1R 3HM) KERGHEERER (MU OLRRRER K OARR) |
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266 BEEEOBME
SARG50984 - A HYFLw T RETHER)

oA U BTSRRI N e o2 E Ui A B invitre MEGESHERBOLTH
<, ThboOFHEHRBELTOR IR T,

%% 1 - Toxicology program overview

Study type and duration Drug Route of Species GLP
Product administration status

Exploratory repeat-dose toxicity 0 R v cynomolgus MNo
study weekly for 3 weeks monkey

Repeat-dose toxicity study A ik v cynomolgus Yes
weekly for 3 weeks monkey

Local tolerance study B+ v, 1A, IM, SC, PV rabbit Yes

Compatibility and hemolytic ML+ In vitro human blood and Yes
potential study with human blood plasma

and plasma

Abbreviations: IV: intravenous, |A: intra-arterial, IM: intramuscular, SC: subcutaneous, PV: paravenous, GLP:
good laboratory practice,

. :[fmo/mL concentrate for solution for infusion. The pH of the solution
was [ lito e solution contained the following excipients: |GG
2@ 3

EiMEs : 20 mg/mL concentrate for solution for infusion. The pH of the solution
was about 5.7 to 6.3. The solution contained the following excipients: water for injection, sucrose, histidine (as
hase and hydrochloride salt), and polysorbate 80.

£, BERLZVWENSREORELRRE TS0, £ MlREAWTIIF =M1 v
Fov7EAVWEEBEERGHERE (AR GLPER. 1383 GLPER) #ERLE (E
HABOHMEL[Module 262M 31HE]) ., ZHh&D mviro BEEICEWT, FHED Y @R
EREOEANTED b, Y o MRRES (WSZR. TEE, M. B oRéi, BRLEWE
BIERAL O TREME 2 T T AR ER L ORER LS A bhiz, b FEK BT 5 CD38 OFEE HES
TA O GLPEA mviro B LEH L, fix 0t FEKIZHT LAY X =T D invitro £
W FEfER A L s (SEEEE OB E T [Module 262 @ 32 18] B (F [Module 2627 3318] ) ,

=7 AT (FERERRSZLNRVEMDE) 2RAWTERLARE (B16H3E8[) H#RkA#ES
BHERBCBVT, LAV ThoEBERICHA T YF o~ OBRABHAMA (snns.) (CBE
LEZELIBD AT, EFMEIT 100mgke@ (FRBEEHE) Thotk,

T4 (FEREASLOLRVENE) AW/ Py - 7RERBARA (RiEls) OF
FRBEARICENT, AP YF =72 Smgml. (FRBEERRE) £ TORETHIRA (FERRK

BEER) WICHEA - BIARN - T - #IRERE (BENICERESNS TR H S5 TEADRE
B RELELZOAFHBRETHo, i, A VY X7 ORFABRATA (snnp.) %
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266 EEEOBREL
SARG50984 - A HYFLw T RETHER)

A=7 A FNC 20mg/ml. (FRBESRE) ETORETHE 1B, 3 ARGBIRASRERELLEZAS,
#EEAIC RS EICEE L - AR EUREAR FOELERED ohkbo e,

A4+ 7EBEABARNS (MEl+) i3, b bomdb U 3mEPRERE 25 mgml (B
HBE) FT2OOELEFREET, b Huff~o@EEERRD R,

CD38 =WV RIZHOWTOXRMAEICE S L, ZhbodD/ » 770 FEBICHEIT2E2REIT.
WetE R KN, EEEER LA 2 ) VBEET, BRKLET, FERUREEE,
A R ARETCOHERICE T BB OEFTBEFECICEOHSBAREER S Thol, L
L, ZhbORETHEHHTHLNET—#13, FEEAOTMEELZTRT S b0 TERVE
B, TS ORRICIEBRRLETH D,
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2  EHERSEESEER
4PV F 7S DRMIRICED R A2V o, HER S NSRBI L 2o T,

3 REESEHER (FXPaXFRxT47XFMZEST)

A I F =7 OFEONAR TSRO —REEELFHET 5120, =7 FriefvwTRkiE
GE 1= 38MH) RN EEABR e R L,

31 AZHAFLERVVEEREMNRE G 10 38RM) BIRAES (05EMSHES) Bt
i (JEGLP#ER)
[Module 4.2.3.2-1]

[Module 2.6.7.5]

ZDEENEBOBME., EPREEOLLI DI A FALICA T VI =T (emtls) &
100 mg'kg /EIC# 1 B, 3@EEGFRAEES (05REERES) Lo EHE2THMT52LTH
<, TORHRIE, HEOHESEBRCHET I ENAHIEHEL LTRELE,

S 1Oh =7 4 F (BEREHFICFR 92 » AMETR4T » Al 12, 1 YyFo<
A 100 mgkg/[B] Tl 13, 3@ (1, 8 R 15 HE) #ARAEE (0.5 et E) L,

SEMME R L, T, —REEE, GEAT, hirFeokE, hisEEERE R e LR
HEThol, REETH 0808) 28R L THELE, ARMFTRZEEL., Mg
FAREIRLES, RBFETEIC LY FHEARFOBRERLERZ V0 LSk,

=T A oA Y F =70 100 mghkg/ il % 3 BB K ERKRATELE L Z0EESIT, WTF

nNOHFLVCBEWTHERIFT, 4V i<=7IClELE—RiItE0E(L, FEROEL, BEBEEB
OEEERUAIRMFTRIIED oot

Property of the Sanofi group - strictly confidential Page 9

* i AGE iR Rt C Bin



266 BEEEOBME
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32 Hh=OAY¥ILERVVERE GA1E3AR) #RRES (05 FEFRES) BB
(GLP # M)
[Module 4.2.3.2-2]

[Module 2.6.7.7A]

H= A Fn (26~29 » AfE) 12, 09%NaCl (FHECCEREE) Ni3A Y F <=7 (smmize, Sy
FEE P 5% 20, 50, 100 mgkeg/E (FRFNEERE 4, 10 R 20mg/ml) T 1 [,
IMME (1, 8RU'1SHRA) WikAESE (0sEMERES) L, s Til, BEMERFEA»F
OFET T r A ABERBEINEA Ay FERRLRWILETTRED, RO 1E (F5H) ]
EL, ZORBOBRATERBRO 18y AZBETHEAyF (emues, v FES HIIEEE
. %028 » AR ZFECEHET (100 mgke @) THRELE,

1 BoshEIMEES 3 H L Lz, BftSEsE, 1A 3 fogHhs, 208 (HEE) i3
B (58 OBEMMETHRICEER L, FFEERIZ, EC, RESIOoRELTH—RRNE
Bl FEANE., ERFORE, CEHRE. LE, BRTHIEORE (BERTEHFHFMECER
REEZSTe) , FFREBHRE, 0 U4 CRIT, LETFORE, hiERRE, LEELEFORER
URBETH-o, FXaF2T 42 7 ARRA Y =7tk (ADA) FAEA MY 7
NELVIRCFISHRICHERATERLL, #EETHRCBWEZER L TRARLE, BEOHRE
OEEERUVHSEEZMEL, £l THEARTFORELERE L=,

FEaxirT 47 ARUFADA DRER ¢

A U F =7 REROEFITHERDH ~ORENS L LI, BHIRFFRE G X 0 Bk
mO(LERBR O 168 Rl M 3 EBA® 1 RO T2 #) £ T, ERETEZMEFRESEDLRE,

HEEOWThLOBHI B THLA YR =7 RERES o,

e, AREUCREREZELT, EEmiEPRER., FREOESICEVT 0.5 BB ORI R
ERTHRICED N (tne PRAEIT 0.58 RFR]) .

HEOWTRICEWTSH, 1HEEUIEEORER (AUCksa LT AUGa) 11, 2025
100 mg/kg/ @ ~DO A EBEMZ -, IZIZAEICHEA L TEMLE,

HREUCHEEXBDLT, 3BBICBIAA VM YF o~ OBRERIT, 188 L H#:L T 184~227
fEFizgmLi,
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LW TFhoOREICBWNTYS, LEBRUPIEBICHL EERA R -T,

Ay FESTIIIEEEEEE (A HEERE Ny F) O YF <7 % 100 mgkg/ i@ T 1
HERELELZA, Ay FELS - HE L THLSEVIED bk, DV
FhickwTh, 3AMBEEROAMHYF <7 ORER (AUCGs) X, <y FEF5 N
55y FES LY T ICE<, AUC s JEi3HET 0893, T 0835 Thoil,

100 mgkg/@ T3 @A ICA bR EREEOD T MEIR, ADA Xy FES NG
OEEEZITE 6P afloREOCLTRESAEZEICLES LD ES AN,

1ABEVIABICHITATEHMES S afRTF 4 ¥ ARTA—F %, LITFOFE AT,

#% 2 - Mean plasma toxicokinetic parameters of isatuximab on Week 1 and Week 3

Week 1 Week 3
Sex Group Dose Cmax tmax? AUC 30 AUCq7a Cmax tmax? AUCo30
(ma/kg/ (ug.day/ (ug. day/ (ug.day/
week) (pg/mL) (h} mL) mL) {wg/mL) (h) mL)
0.58 0.58
2 20 634 (12) [0.58-8] 1040 (14) 1530 (19) 1020 (27) [0.58-8] 1920 (20)
058
3 50 1300 (17) 0.58 2160 (16) 4060 (13) 2040 (8) [0.58-2] 4140 (12)
M .
0.58
4 100 2390 (8) 0.58 4430 (8) 8540 (8) 4360 (3) [0.58-8] 9670 (5)
LT 100b 2610 (3) 0.58 4530 (3) 8470 (4) 4060 (1) 058 8640 (8)
2 20 519 (4) 0.58 959 (3) 1870 (5) 994 (7) 058 2040 (2)
3 50 1450 (20) 0.58 2350 (15) 4490 (15) 2800 (35) [Dnﬁ-g%] 5540 (36)
F
4 100 2840 (1) 0.58 4560 (1) 8600 (1) 42580 (5) [Dnﬁ-g%] 9290 (4)
LT 100b 2720 (6) 0.58 4120 (4) T860 (2) 4090 (2) 058 7760 (12)

(n=3 per sex/dose, CV %)
Abbreviations: AUCp3q: Area under the concentration-time curve from 0 to 3 days; AUCozq- Area under the
concentration-time curve from 0 to 7 days; Cmax: Maximum concenfration, CV: Coefficient of variation; F: Female; M:
male; tmax. First time to reach Cmax

a median [min-max] for tmax

b batch beyond current shelf-life (TGN
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WIERBRR

ABMAEC W ThOBREBICLECH RIS Y =7 0B LA —iEoZ(kiZsE
Hehieiof,

ERFrRE, CEREE. LE, ARSTEH 07 7440 (FRE2ET) RUWER#EC Sy
T, WFhoBERICHA VY S =7 CBE LA bIRA bR hott,

100 mg/kg/i@t (v FELS|| R ~¢c»oncegommRs pa Ll
T—10%EM) 1, BHEFHEEORVELL B bhE,

1 HEXIZ 15 HBIZ¥11 5 nterferon-y (INF-y) ., interleukin-1p (IL-1p) . interleukin6 (IL-6)
E: UF tumor necrosis factor-a  (TNF-o) BEIZBWT, WihoRERI L/ Y= ICBEELE
iz oo,

MmifFAyRE, hifEFERE, hEtFrkE, RiE, STES, fREURERR TR
FicBWnT, WFhoREE I LAY o= ICBE L EERIED hiehoafe,

Fe, FHMRERE LA F (Ao FES . =% 28 2 A) 2RELE
MR, WThoBEERICBWTHLA MY F =7 ICHE LEFEETFHEEOL 2 EIIED o
Mo,

R

AHYF w7020, 50, 100mgkg/BEH =7 FAICHE1E], 3AMRKERIRRNESELEEZ
A, WTFhOBREBREUBEERICBVWTYH, AW YF < ICHELERREABS o,
Efe, EHEREZEEEAvF (CoFES . ZEEHM 280 A) ERELTY,
WTFhOBREERICBWTHA Y F =7 ICHELEBEEFHEREOH I EIRED ORI,

Lied-T, ZhbDFRBRATICBWTERERIT 100 mgke @ &L HMT =, ZORERTO3A
BitHiT D Conx B TF AUCosafHIZ, HETEHT4 4360 pg/mL B 1F 9670 pg day/'mL., i TFhFh
4250 pg/ml T8 9290 pgday/ml Th-7f-, F7/=, HAT 100 mghke # MEFHFRARES L8355 TH
SEFERECTELT, BROBEIERIT 100mgks LV B EHES LT,
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4 EEHEEER

NAFT 7 7 v PG EE S OFEER L VBT 2 A4 FZ A > (ICHS6[R1]) (1) (24
DLE AT 7 e P HEERMITIE, KRS FERLIC OV Tl E i S 2R ERN 2B nE
PERBRIZEEI I, A Y X ~T DR RE ) 7 u—FAFEKICONWTIE, T4 F Y R
(DNA) oA DY R CEEEF HAER T 5 L 13B 212\, kD Z &b, 4 Y Fv~T
IZOWNW T OBIREMERBRIL TN L e h o7z,

5 HAARMERER

AP TITEITRABEOIEELZH R E LA AT 7 /e U —bAERLTHD Z L
5. PUEMEEEROIERKRFHMICEE T2 A4 K74 (ICHS9) (2) 23 x, 2NAFMERBR I
Lo 7,

6  AJEFLEEMEHER

AV X TIHETRABREOIREEENE LA AT 7 Juv— it HEELTHL Z &0
B, ICHSY HA KT A2 )12 & AR AEFEERERO 5 BIR « IRREEOFHMmA LE & Zh
B, LL, A VY Fo~TOgE, EERE SN EE) 28RN oo, IR - IR IRRAI
B9~ 2 3 BR I 0 L 7 o 72,

AFYX < TIXIGCLE /) 7 v —FAFUETH Y | IgGLE / 7 n—F AHiRIIEE 2 m@min 4 5 2
EDRHBIVTN S (3), CD38AZEMIBHEIEMIC L D UEIR & QWA - IR AE~OHEER OF IOV T
NELREFRAELZE A, BoNBERIIFBO TREH TH o7z, LML, 1 DDORAFKILHERIZ DO
TEkTHHMENRSH S, Churamani © (2012) (4) 1X. BB REOFEEBRETVEMTHDLT 7
U 73 A I AT E1F % CD38 DRIE K OHEREF Bl a i L7z, E& HId. CD38 FHL L CHEME
ADP U ARV T —BIEMED FEAEPOMI M ERHCHE S D 2 & 2R Lz, CD38 DfbryX
X0 FROBEEIZ L Y ADP U RV 7 T —BIEHENTER U, B O EIE R & O bs ke &
. BREINIIIRE T ICE T2, ZNHDOT =26, Ll &t b7 7 U HY AHT)LTlE, CD38
ISIRFEAE T OV 0 R B I B O LIC W TH D Z E AR E NI,

CD38 / v/ 7 v b~ AT 2 kO FAERE R 2 8.3HIT/RT, AREIR LT OEBTENAE
TER G, BEZ2ZTT-RBOR « IBIRBAEICY T E D A6EERD D,
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7 BRI

71 SYEEIT3RAFABEEE
[Module 4.2.3.6-1]

[Module 2.6.7.16]

MD=2—V—F 2 FRUA FOHFERANT, A4 YF<=7 (Wik1+) 2HEEHRA (FE
ERERARRE) | BOARPY - WHAEPN - T - SRARAEIE (BREMICAELDEENH L TEADER) #5L
fo b 2 ORFHRBMEEATFHT 5O ORBAERLE, FAFLOBEERICOWT, 1 YEi=
TE 1 XiT S mg/ml ORETRELE, HERSE#OBMIZOWT 8 HRIOBERHME2BE, £,
—ERBREER RSB AREOEEAEAER L, 8 HMOBRME THIC, £H%
EERL, TATOoRSH2ZABRHREUHEARTENICRE L,

WTFROBEEREICBWTH, AV YF<7IClELE—BRIRERCEREOELIZA AT,

#ESMICHEBRSEICEE L RO EUREAR SR RERED ohikbof, LESR-T, 4 F
VxR TRECLLOIRFHEFERRFLEX LGN,

72 Hh=s4¥F)LIzE 5 EFHEE

H=F A FALERWEGLPEAORESEHFEERBO—RE LT, 1 YT =7 (amu.) O
RFRSELFMm Lz 32E) , —oFEBETE, dERESBETHD 20mgml FTOVTRLORE
BEWTH, BESHICEBREHEICEE L ABEMECHEBERRFEURREED N o,
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8 TofnERR

81 E rOMMERULMmZERL= in vitro MAES R U B MEHE
[Module 4.2.3.7.7-1]

[Module 2.6.7.17]

AHYF=7 (WEL+) ZO0WT, b bOmERE LM %AVt in vitro it ilGE & B U0EE h 4
REAERLE, b bEhicBwTEHEMERRLAONT, A4V o+7 1, f A3 i Rk
ETHD25mgml (RBEERE, A4 YFi <7l Ssmgml icHY) ETORET, & i
~DiEasHEAED R,

82 EPIEAMOFE

A Y F 77 OEFERUELAEZ "+ 53 IR ohihoft Z b, BTOEMAIC
LA FYF =TT ONTHRY LI AERRIIE R L o T,

AWV Xx=AT, FF7AF—5HH38 (CD38) Iz s FRFEIR S TICBRA R
GTH5RE a7V GlE/ 77— ARETHD., FREITSTTFRESF 150kDa THEHEH, M
HERSBEPS 2 @iEm T A eIV L E 2 R A, MR ik s SR~ DEHOBB A IHT, —
R o T EEME TH 7 &A 400~600Da K CTHLIBSEEWT, BBTIXFEINDS (5).
LidioT, BELEE 7 o—Fadifk (1eG1) IZoWTOXIMT—# 2EET5 L, R
FOAHYF v TRBEIEDTEVWEFEIRD (MEFRED 1/1000 LEESND) b, I
B0 EHEED TEVWES IO (6). £/ 7 o—FAREICIEEEAHD LR, HEED
OESME TRy, —RiC, E/ 7e—FAmERAREREIC LV NSRS FFRUET I/
B~ THZLTRMENRD LFA LN, ZhbD/hERTF FRUT I /BICIE, fiizvhsiz
HH L EHFRFEE LRV, LEB-T, A4V =7ORMERESET S L. EDKFEHE
BUEHAHRENEZSL6hD,

A U F =713, CD3B b MlEREIRT FICBRMICEST 5. AFER, PIEHERICE
BLTERREA R T2 AMEEOZHEELL T AF—F— (A A F, FAZ AfFEhE,

I NT Fu+ ) gt o b= /E8htt, NMDA {EEitE:, o 7<=, GABA {E@E/: ¥) oS
T 5 & OFERLiE e,
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2.6.6 SHERBROMEX
SAR650984 - 1 Y ¥ v T (EEFHEZ)

F72. ICHSIQ&A (7) ITHD< &, —&IT, EATHABE OIEKRZ BRY & U7z EIES O R R R
et X AT BOE R E AR HFE O 72 D OFLHAVEIZ BT 2 FERRAR BRI T ZE 2\,

83 CD38/ vy¥ 77 YO RIZEAY HXmK

SCHRIZHE S & CD38 I3 BRI OBERIREEL H T 5 S REMREm & v X7 ETh Y . Mg
NAD" & 24 5 EEEEFE L EX HNDH, CD38 / v 7 7 7 h~ v AL s EE N 2 774 Al GE
MWD ZEN, AEIN-BEORBRTRENTWS,

Cockayne & (1998) (8) 12Xk % & . CD38"~ 7 A /AR DA N OFTE) T CD38[A] i I it IR & %5
LILTRY, Dl &b 8 p HilnE TIXAFFFEET, B 6 27l 51 K QYR B 2R 25 DI BT 7
Lo To, ~ U A CD38 i Mt flfa e OV ORTEHIIZR BT 228, il &Y > BRI
IIMLERNWZ LAVRENTWS, oL, CD38 <1 2 (8~10 ¥ Tik, THIFELEr: & 3y
PURICHRTT 2 PRI A N BEE IR T L, 1 2L B Tl IEK AN 2 B 2 HEHURI 08 D Pk
NEmE-TZ, ZNHDOTF—Z|2X 5L, CD38IZinvivo TORMIEISE NI\ CEE R &E %
RI-T RN H 5,

Kato & (1999) (9) 12X % &, CD38~ 7 ATILMFERERE E 23 A DAL, MIEA A U PR EE D KR
IVIEL, ThboofEESIN-FZIANL, CD38 cDNA O B Ak RAFRBIC L v EFib s,
INHDOFERNG, CD38IL, A AU 3 T-5Hd cyclic ADPR (2 X 2 #lliN CaZtdh 512 A K
nEEERETEEZOND,

Sun & (2003) (10)iI2 k% &, CD38'~ 7 AIZBITHHEE L BBEM TN 3 » Al CRIEE. K8
K OWEMEIZ A2 DAL, 4 5 A B CREREIZERD DT, T X TOENICKE T 5 BHBEILS » Al CTrise
WCIEFAE L7z, 34 Al TiZ, B L X 2IEICfE- T, AERRIEREFHRIARHT T —WKifEie & Db K OBk
AR E OB SN,

Higashida & (2010) (11) 2k % &, CD38IEAEN~ 7 A DA F b U HHHEFEIZ IV T, FURT
HCEBE AT AR, CD3BEILT/ v 77T Uk (CD38F) 2LV, ik~ A TIEA L A5
E T COREN O HERMEITEN R ORI NEE Sz, ZhiddFy b RO F v b
VURBERBIRT S v VT U R T ATHLILDITENCHELIL T\ 5, CD38THHIANE & bl LT
CD38" AN (7 Hi) <Tix., HEMWL OSBRI L 0 FE IS BRER S LE L, BEEESD
[EIp oA oY
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Kim & (2016) (12) (2L % &, CD38AERIIHPEARY M7 AFEEFELBEEL THBY, CD38 v~
ZIIBETEO RN OHERRBAGEEOERT L W o HBIEA Y b T AEEFOITEEHA 2R L
oo BHOOWMBICL D L, CD38~ 7 A (8~15MiH) 1%, TV AAKKE, B SfEAT 1 5B K& O
WATRRRRER & W o 7ol 42 DR K O EREIC B W THEELZ R LTZ, L L, CD38"~ 7 ADifF
2T 2 Bk R IIHIIEE S 2 doT, TR OO A B =X AIZBI LT, CD38
® ADP U R NT T T —BIEHRICHES S, MRS O Ca? B B2 HE D & DI H 5,
RN A L 7 DT, ARG B O 7 A AT & o T AR RE O R |- R A 1
el Pyl

Nelissen © (2018) (13) Id, Z 45 OITENZBI DAY DIFRE B 2 W ARSI O L RE I BE 9~ 2 >
HBERR LTz, FH 513 CD38 ~ 7 X DINIZIIT B TERELRIZAIC OV T, BV e OMER DI e
B Ol O FEREIC B A 8 Tt L7z, AR &% O MR I RE 0D B 23 | LT M OVBl
WIENZERD BTz, FrlZ, CD38 < 7 2 & CD38"~ 7 ZDRITIT, HUHE o SEumthRZek &k OVEE
CAL $EBARIAIIZ D DIE VR A DI, THHDT—ZIZL 5 &, CD38 X, +EfTENCEH 2
I REE DI E) 72 TR 5T 5 L B X b,

LU S, /o777 R UAD KD RBIETHRESY TR OLNT-T — X 3B AR %
AETLHHOICTES, BRICHE> TUIEERLETH D, b, BEHHRIEIC L DEENR
TIREI R ONATH IR B ERE D VIS THAEMERH 06 TH D, /v I T T h~ T A,
EOITIFFHBEL LW OO, KIE LT 237 B UIRE OBRE 2 3 5 KM O RAE R U IR F
REEZH L COD RN S D, KB, /v 7T U M~ A TIEIMER L O AE%ZE U CTER & v
WRIEPRRBLTNDZ DD, REORRMEH, ISR AMIZOL S R0 O b S
LATREMEDN S D LW D IRFE & IEREIC R L CWVRWATEEMER & D, LT - T, ZaMiHhicBir 5
J oI T U R~y AOERIL, B R e T — 2 2T 2 b 0TI Mt oTh D
(14),
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9 EERUER

A=7 A (BRERABLOARVENE) AW TERLCRE (B1E38H) #RAEE
BHERBICBWT, A VYR =7 ORKRABRAEA (sate) X 5FBYHEICEE L TR,
AFl L 72V oFHEE R IC bR 5T, EHRMERIT 100 mgkel (RBEEHE) Thol,

¥ (FEEERASLLLRVENDE) 2RAVWEAS Yo+ TRERBANA (RiE1+) OF
AR RBIC BT, A YF+7% Smpgml (REBREHRE) £ TORE CHIRA (FEEE
BERE) WOICTAA - BIRA - BT UIRIREE (BRICE LS TR S 52 FEADERE)
BELELEZOIAFHEIREThHo, £, AV YF -7 OBREBHANA (snme) 2H=
7 A iz 20mg/ml. (REBEHBE) TOBRETHEIE, IEMNBRAFRERS LA, #
&R - gt H o B L - HIR B R RN ELRED bhis o iz,

A4+ 7EBEABARNS (MEl+) i3, b bomdb U 3mEPRERE 25 mgml (B
EiRE) T, ShoEhAFERET, hif~0@EsH AR bRk,

CD38" = 7 AILOWTOXRBEICE S L, ZThod/ v 770 FEBICH LIS TERRIFE
RiZ, EtEREnExm, MEERERChET 2 ) CJBREERET, BaRILET, FERURE
BE, A FLARET TOHERICET 2EHDOMFTTHEST I CICEOHSRaEELR L Tho
feo LirL, ZhoOBETHEBM TRON T —# 13, FEFERAOTEERLZTRTILOICTE
Wi, BELTSETHLERDHD,

A ¥ xS OBFHCEY B ER L2 L, Fi, @YY oS — Pk R N L
b, b FCEERE L SEEOHAENSEREETE2hofkt, ZORD, b FoBITAHHEE
HEEENBEOEEIRL, £ MEEAWE nvito BBICE S LD THS (EEFRBOBEEL
[Module 262 3.11E]) ., “Ho® mviro BRBIZEWT, FHEY V 8B E UCEHEORANRI
bz, YV oAy (RISCRR. TR, B, B ofid, EEL2ViEEArE R~ e
P D ZAEERULEDIER & R S hk,
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1 BHERB-E

Test Article: isatuximab

F 2.6.7.1 - Toxicology tabulated summary - overview - study program

Species Method of Duration of Doses 2 GLP Testing Eacilit Studv Number Location
(Strain) Administration Dosing (mg/kg/week) | Compliance 9 y y
Single-Dose Toxicity
Not applicable, no study performed.
Repeat-Dose Toxicity
Monkey Intravenous Weekly administration sanofi-aventis, i
(cynomolgus) (0.5-hour infusion) for 3 weeks 100 No Alfortville, France DIV1820 [4.2.3.2-1]
Monkey Intravenous Weekly administration sanofi-aventis, i
(cynomolgus) (0.5-hour infusion) for 3 weeks 20, 50, 100 Yes Montpellier, France TSKO154 [4.2.3.2-2]

Abbreviations: GLP: Good Laboratory Practices

& Unless otherwise specified, for repeat-dose toxicity studies, the highest NOAEL (no-observed-adverse-effect-level) is underlined.
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3 2.6.7.1 - Toxicology tabulated summary - overview - study program (continued)

Test Article: isatuximab

Species Method of Duration of Doses GLP Study

(Strain) Administration Dosing (mg/mL) Compliance Testing Facility Number Location

Genotoxicity

Not applicable, no study performed.

Fertility and Early Embryonic Development

Not applicable, no study performed.

Embryo-Fetal Development

Not applicable, no study performed.

Local Tolerance

Rabbit Intravenous, para- Single administration 0,1,5 Yes sanofi-aventis, TOL1117 [4.2.3.6-1]
(New Zealand | venous, intra-arterial, | with an 8-day observa- Alfortville, France
White) intramuscular and tion period
subcutaneous

Other Toxicity Studies (Hemolytic potential and in vitro hemocompatibility)

Human whole Dilution at 1:1 and In vitro 0,1,2,5 Yes sanofi-aventis, HEMO0123 [4.2.3.7.7-1]
blood and 9:1 (blood or plasma Alfortville, France
plasma to formulation ratio)

Abbreviations: GLP: Good Laboratory Practices
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2 R axRT4 O RBRBO—E

Test Article: isatuximab

& 2.6.7.2 - Overview of toxicokinetic studies

(cynomolgus)

(0.5-hour infusion)

for 3 weeks

Method of Doses GLP Study .
Type of Study Test System Administration (mg/kg/week) Compliance Number Location
Single-Dose Toxicity
Not applicable, no study performed.
Repeat-Dose Toxicity
Monkey Intravenous Weekly administration 20, 50, 100 Yes TSKO154 [4.2.3.2-2]

Genotoxicity

Not applicable, no study performed.

Carcinogenicity

Not applicable, no study performed.

Reproductive and Developmental Toxicity

Not applicable, no study performed.

Local Tolerance

Not applicable.

Other Toxicity Studies

Not applicable, no study performed.

Abbreviations: GLP: Good Laboratory Practices
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3 2 aAXRT 40 REBRBRBEDND—F

& 2.6.7.3 - Overview of toxicokinetic Data

Test Article: isatuximab

Species/Strain (Study No.) Monkey/cynomolgus (TSK0154) Human (EFC14335, phase 3)
Parameters Cmax (Mg/mL) Simulated Cmax (ug/mL)
Weekly Dose (mg/kg/week) Week 1 Week 3 Week 1 Week 3 Steady State
M F M F M&F M&F M&F
10 - - - - 192 £ 67.4 284 +£89.3 372 +£151
20 634 519 1020 994 382 +133 586 + 175 833 + 309
50 1300 1450 2040 2800 - - -
100 2390 2840 4360 4250 - - -
Species/Strain (Study No.) Monkey/cynomolgus (TSK0154) Human (EFC14335, phase 3)
Parameters AUCo.3q (ug.day/mL) Sim(ﬂg’.lge;yﬁqul_()zo'w Sim(l:llg.tggy?nlﬂSo.m
Weekly Dose (mg/kg/week) Week 1 Week 3 Week 1 Week 3 Steady State
M F M F M&F M&F M&F
10 - - - - 628 £ 191 1225 + 399 3297 £ 1926
20 1040 959 1920 2040 1312 + 384 2631 £ 809 7914 + 4104
50 2160 2350 4140 5540 - - -
100 4430 4560 9670 9290 - - -

Abbreviations: M: male, F: female, AUC: area under the curve, Cmax. maximum concentration

-: not tested or not predicted since the highest dose administered in human was 20 mg/kg; simulated individual exposure parameters for 148 patients from EFC14335 using
their observed concentrations and the population parameters from the model developped in POH0503 report, assuming they all received the same dose (10 or 20 mg/kg).
Because the schedule of administration in the pivotal phase 3 study once weekly dosing for 4 weeks followed by dosing every 2 weeks, simulated Cmax and AUCo-74 after the

3" weekly administration and simulated Cmax and AUCo.144 at steady state were reported to further assess the exposure ratios.
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4 SttERBRERADY

Test Article: 1satuximab

& 2.6.7 4 - Toxicology drug substance/drug product

Drug Assay (UV) Purity (%)
Product
Batch No. conzl;ont:rlar:: o | BY SDSPAGE By SDS-PAGE By SEC-HPLC Study No. | Type of Study | Location
(mgimL) reduced non-reduced
[ ] BiE [+ 5.1 99% I conforms 99.1% TOL1117 | Local tolerance | [4.2.3.6-1]
to reference GLP
HEMO0123 | In vitro compati- | [4.2.3.7.7-1]
bility with blood
and plasma
GLP
] G T 20.1 98% 93% 99 3% DIV1820 Repeat-dose
non GLP [4.23.2-1]
TSK0154 Repeat-dose [4.2.3.2-2]
GLP
I | i 215 98% 93% 99.3% TSK0154 Repeat-dose [4.2.32-2]
GLP

Abbreviations: GLP: Good Laboratory Practices
a:: 1+ K - i o/ ML concentrate for solution for infusion. The pH of the solution was [JJjj to |- The solution contained the following excipients:
|

=mEz (- ©C mo/mL concentrate for solution for infusion. The pH of the solution was about 5.7 fo 6.3. The solufion contained the following excip-
ients: water for injection, sucrose, histidine (as base and hydrochloride salt), and polysorbate 80.
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5 HEKS5EMEHER

Not applicable, no study performed.

6 RERSEMHHR - EEGHBRUNOHER

Test Article: isatuximab

5% 2.6.7.6 - Repeat-dose toxicity - nonpivotal studies

weeks at the dose of

100 mg/kg/week was well tolerated
by both monkeys, with no isatuxi-
mab-related clinical signs, chang-
es in body weight, changes in clin-
ical pathology parameters or mac-
roscopic observations.

Method of Doses Gender
Species/ Administration Duration of NOAEL N Study .
. : . (mg/kg/ and No. Noteworthy Findings Location
Strain (Vehicle/ Dosing (mg/kg/week) Number
) week) per Group
Formulation)

Monkey Intravenous Weekly ad- 100 1M 1F 100 The repeated intravenous admin- DIV1820 | [4.2.3.2-1]
(cynomolgus) (0.5-hour ministration istration to cynomolgus monkeys

y 9 ini‘usion) for 3 weeks of isatuximab once weekly for 3

Abbreviations: M: male, F: female, NOAEL: no-observed adverse effect level
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# 2677 A - Repeat-dose toxicity

Report Title: SARG50984 - Repeat-dose (once weekly for 3 weeks) intravenous (0.5-hour infusion) toxicity study in cynomolgus monkeys

Species/Strain: Monkey/cynomolgus

Duration of Dosing: weekly for 3 weeks

Test Article (Batch): =" INININEGEN

Initial Age: 26-29 months

Duration of Post-Dose: 2 to 3 days after the last administration

Study No.: TSKO154

Date of First Dose: |1 I 2000

Method of Administration: intravenous (0.5-hour infusion)

Location: [4.2.3.2-2]

Vehicle/Formulation: 0.9% NaCl

GLP Compliance: Yes

Special Features: An additional group of monkeys received isatuximab at 100 mg/kg/week under the same conditions using a batch beyond current shelf-life (batch [
I oimately 28-month old) in order to demonstrate that the toxicity profile of an aged batch was not different from the one of a more recently manufactured

batch.

No-Observed Adverse Effect Level: 100 mg/kg/week
Approximate Lethal Dose: higher than 100 ma/kg

Dose (mg/kgiweek) 0 (Vehicle Control) 20 50 100 1002
Number of Animals in the Study . . . . . . . . . .
(Main Study) M:3 F:3 M:3 F:3 M:3 F:3 M:3 F:3 M:3 F:3
Toxicokinetics (mean values):
AUCq30ay= (Hg.day/mL) Week 1 0 0 1040 959 2160 2350 4430 4560 4530 4120
Week 3 0 ] 1820 2040 4140 5540 9670 9290 8640 7760
AUCo-7aays (pg.day/mL) Week 1 0 ] 1830 1870 4060 4490 8540 8600 8470 7860
Week 3 0 ] NC NC NC NC NC NC NC NC
Cmax (pg/mL) Week 1 0 0 634 5149 1300 1450 2380 2840 2610 2720
Week 3 0 ] 1020 994 2040 2800 4360 4250 4060 4090

Additional Information: After 3-week administrations, exposure (AUCg-2q) appeared slightly lower using isatuximab in batch | IEEGEE =1 in batch R
both sexes, with AUCo-za ratios of 0.893 and 0.835 in males and females, respectively. The slight difference observed at week 3, at 100 mo/ka/week dose level, may be ex-
plained by the detection of anti-isatuximab antibodies in samples from 4 out of 6 animals dosed with isatuximab in batch |- none in samples from animals

dosed with isatuximab in batch |-

Noteworthy Findings: the weekly repeated intravenous adminisiration of isatuximab for 3 weeks to cynomolgus monkeys at doses of 20, 50 or 100 ma/kg/week resulted in no
isatuximab-related findings in any parameters and in any groups. There were also no isatuximab-related changes of toxicological significance in any parameters using a batch
beyond current shelf-life (batch |- r-roximately 28-month old).

Abbreviations: M: male, F: female, AUC: area under the curve, Cmax. maximum concentration; MC: not calculated as animals were euthanized 3 days after the last administra-

tion; GLP: Good Laboratory Practices

a This group received batch |
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8  Invitro EizE 14 RER

Not applicable, no study performed.

9 Invivo EizEM4iKER

Not applicable, no study performed.

10 HARMRER

Not applicable, no study performed.

11 HEERESEHER - EEGHBRUN OHER

Not applicable, no study performed.

12 SEEREFUHHBR -IRERVERFEF TOMNHARREICET 5K

Not applicable, no study performed.
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13 AEREFHHR K- -REEEICEY HHER

Not applicable, no study performed.

14 HEERAESEHHR-HENMRVCHEROREL CICBADOHKEEIZRET H5ER

Not applicable, no study performed.

15 FHERZTHAW-HER

Not applicable, no study performed.
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16  BFTRIEIEELER

% 2.6.7.16 - Local tolerance

Test Article: isatuximab

Species/Strain Method of Doses Gender and - Study .
or S . . Noteworthy Findings Location
. Administration (Concentrations) | No. per Group Number
In vitro Assay
Rabbit Intravenous, paravenous, intra- 0,1, 5mg/mL 2 or 3F A single intravenous, paravenous, TOL1117 [4.2.3.6-1]
(New Zealand arterial, intramuscular and sub- intra-arterial, intramuscular or sub-
White) cutaneous. cutaneous administration of isatux-
Single administration with an 8- imab at concentrations of 1 or 5
day observation period mg/_mL to fgmale New-Zealand
' White rabbits produced no com-
pound-related clinical signs or body
weight changes and there were no
compound-related macroscopic or
microscopic findings at the injection
sites for any route of administra-
tion.
Isatuximab administration was
considered to be well tolerated lo-
cally.
Monkey Intravenous 4,10, 20 mg/mL 3M and 3F No compound-related macroscopic TSK0154 [4.2.3.2-2]
(cynomolgus) (0.5-hour infusion) or mic_ro_sco_pic C_hanges were noted
' at the injection sites at all concen-
Weekly administration for 3 trations tested.
weeks
Abbreviations: M: male; F: female
Property of the Sanofi group - strictly confidential Page 14
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17 FODEMHER

Test Article: isatuximab

5% 2.6.7.17 - Other toxicity studies

Species/Strain 'V"?”.‘Od O.f Durat|_on Doses_ Gender and Noteworthy Findings Study Location
Administration of Dosing | (Concentrations) | No. per Group Number
In vitro compat- | pijjytion at 1:1 and In vitro 0,1, 2,5 mg/mL 3M and 3F Isatuximab formulations at concen- | HEM0123 | [4.2.3.7.7-1]
ibility with: 9:1 (blood or plas- fresh bloog | trations of 1, 2 and 5 mg/mL did not
human whole ma to formulation frér;ef?um;nodo- induce hemolysis when mixed with
blood and ratio) human whole blood at a ratio of 1:1
plasma nors) or 9:1, which corresponded to a
maximum final isatuximab concen-
tration in blood of 2.5 mg/mL
Isatuximab formulations at concen-
trations of 1, 2 and 5 mg/mL were
found fully compatible when mixed
with human plasma at a ratio of 1:1
or 9:1, which corresponded to a
maximum final isatuximab concen-
tration in plasma of 2.5 mg/mL
Abbreviations: M: male; F:female
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