T ATV T o ST ERE A 300 mg
T ATV T o S EREH 400 mg

BB R

AREBHIFLH S NTFRIR DAL OCNEOREL, 7 U A b
YAV —ART A TSI H VY £97, LaZE OB IEREH O H Y
VSO ERHENCAE R ZHHT 2 Z &3 T £8A,

T YAV AV —RXRT A TREASHE




1.5 R I3 AL O K OV 38 O i 2nd-line MM
BMS-901608 elotuzumab

1 BEXIIERORE

Elotuzumab (BMS-901608, HulLuc63) (%, PDL BioPharma Inc. (® % @ Facet Biotech, Il AbbVie
Biotherapeutics Inc.) TAI# X 417- & I signaling lymphocyte activation molecule family member 7[ SLAMF7,
CD2 #~7+ > k1 (CS1) . CRACC, CD319] IZHFEMICHE AT S MesfEr e~ U > (Ig) GLE
7 a—F gk (mAb) ThH %, Elotuzumab (X, BHAETH 5~ U ZHUK MuLuce3 O AEAHMERE
fEIEAY E B IgGL DESH N« BEHD 7 L — AU — 7 RIS LIS 2 AT 5.

SLAMF7 [ ZZ3MHEE#E (UL T MM) Ml BT 2R miiE I E Ch v | Mgz a7 R
O ITEEME N <, JEHAAZ R L CRET 5, Elotuzumab (3 BEAEML O SLAMF7 (Zf54 L. CD16
LIz F 27 0% T — (NK) fifu s O AEFERIC L0 FURRFEMREE (ADCC) ZiFE L,
BHEM 2 &S 5, £7-. SLAMF7 (3 NK f#EEOREIN - Th D Z LML TEY , in
vitro T elotuzumab 2% NK #ifid £ SLAMF7 ~f5&32 2 L2k 0 NK e BEEEE (LS L, B
BERE AL~ DG ETEVEN IR T D,

PDL BioPharma Inc. &5 1 fHakBR & BAth L 7= t&. 2008 412 k[H Bristol-Myers Squibb Company (BMS
%) & PDL BioPharmalnc. (% ® Facet Biotech, ¥l AbbVie Biotherapeutics Inc.) 733:[RIBA%E & BHAA L
7

Elotuzumab @ BH¥E DX % 2.5 THIZ R LT,

2 BERORKK
21 SEICETIBRREORR

Elotuzumab (%, ~ 7 A I = —-<#lifgtk NSO HDOHMAEEZ HWT, MldEsEIC L EA SN D,
RO RLE TR, fER, A7 — RO/ T TREROEF |ICESE, Yok X And D £TH
%% 7. Elotuzumab FEEDEAPETFITI e AD THS ( [FP=2—123526] BR) .

s 1 AERER O U7 IR O © 5T 570, 2~8°C TUIE T D IS R 2
PHIE L. JFE DT 2 BAE Ro R RAN @ L 72 b DICEFE LTz, BAFREPICE b i L EMRBR O R
aE A e MUT CEA AR Ls L & Eio. R ABRRRRANL 2~8°C TR
LIc L ERETH Tz, AHGER R T, RILENRBRZERT TH D,

i A AI & L C, elotuzumab A #3:/H 300 mg K& O* elotuzumab /5 ##735H 400 mg 2B L7-,
([EYa2—123P2] BH) .

22 FEERIRBAR DA
221 EEFRR

) BAL T 3Bk TlE. elotuzumab @ SLAMF7 ~®#E4. in vitro 12317 % ADCC Ef. W in
Vivo (23 1F DRI O IBME M ONE R 2R LT ([T 2—126.2, 2IH] &) |
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K7 T AE o HBEABRORE S, elotuzumab Mt b SLAMF7 (24 2 8FnMEILE < . St 5k
(Kd) 1%30~45nM OFFH T o7, 7 —HA A MU —fITIC LV | fEER A O2MIZHB VT,
elotuzumab 1% CD8+ T Mifnd—&B & . KI5y NK KO NKT HIFICH REICHEE T 5 2 LR EH
72 Elotuzumab @ Mg AMAEIZ %9 2 s A M OV I8 VB BE A Ak L363 TN OPM2 IZxt T ot & & 7
o—H A kA U =Tl L7=3BRICEB VT, elotuzumab OFEAAIFIIE 10~30 pg/mL D2 E TR

LTz,

Invitro FERIZ I T, elotuzumab 1L SLAMF7 23881425 v N R MEESEEMALIZ 5 L ADCC Z 2
IKAFAYIZHAE L7, Elotuzumab |2 X %5 ADCC EHIE., B BEMEMIALRK, B3 M RO WIS 5 BE
Jio K DN 36 M B BB (k3 DA YETR IR T D RV T ' 2 7P ST A TE 0 B i Sk i
HIBE 2 7= invitro RBRICB W CH FEFES LTV D

FEERIRENM)E T LB\ TC ., elotuzumab 1XEHIT SLAMF7 %%%fﬁﬁ‘é%%\é‘i”ﬂ’ﬁ'iﬁﬂi%ﬁiﬂﬁﬁe@?’ﬁ%
F LD NESIEGE 2 K FERICHE L=, 20 invivo IZ2BITA2FE IR LTI 7, L) R
FXiZAR~Y FI FEDOPERHICZ O #EFR L7,

222  EYEhreRER

Elotuzumab D IEFGEIESEYEIRE 2 FFMM+ 2588k & L C. =AML~ D IR R Z G 57200
TN EROCZHBEEGEEEE D R axxT 0 7 A2 (TK) & B, 1 N elotuzumab @ (i
HREE L AEMIENE & OB EZRETT 2720 DO~ U A OPM2 (SLAMF7 % %8813 2 258 M B i
fakk) BT T LV T e e 2 St L7,

M EZERBRIZHS\V T, OPM2 BFEMAE~ 7 A elotuzumab % 3 B2 1 [8], F 7 [BIIEFENE G- L7z
., elotuzumab 85 fyE R EE 1T G-I E > TN L7 2 &2 6, & 5-WI 5 o elotuzumab
DOEMP TR S 72, HIZ, elotuzumab O ME IR 0.1~10 mg/kg O H &I AE - CTHIM
L7z, Elotuzumab O IfiLif - & HTIEEHENE & OBE & | i iR 2% 70~430 pg/mL (10 mg/kg
B ERF ORARIRE ~Rmie ) O & &, FUBREGNRITR KL 20 | AWFRENE 2 R iR/ g ik
JE1% 2~13 pug/mL (0.5 mg/kg #x5-If D ARIREE ~ e =ik E) Td D 2 & RS,

T 7T elotuzumab & HEIERIRNEES- L2 & & O TK X, /NS WOAER., /hsWaeg s V7o
VA ROEVDIERE I & 0 FRE AR Lo, 25 igER &E 30 mg/kg & 100 mg/kg O] TH&IC
BILCHEIML, O RMERA LN o T,

223 wHEERR

Elotuzumab 13t NN OEWFEICAZZROGMEZ R &3, BERBRICE L 2EBHEL O N T o AV =
= VEMWET VRGIE LW ERNRIB I T, LIa - T, FERIRZE 2PN & L CTEIZ invitro
LR K YT B 7L O BRI BRI P 5B 2 SEHE U, ARIE OB K ONETER 72 2 & it
L7, 72 b, GLPEA N TU X O /ATHNEERER, b Mok e MRk Srov
RV b MEFEMEMSORZRISERERZ E L, T2, 7 YL E AW RR A EIE RN G-
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FMELRONRNF ax T o 7 Z3ER T elotuzumab OEHBSMERIZOWTHE LT-, £7-. FOMo
VRRH)thm E e BR & LT, elotuzumab O b - &IMIZIT 2 BIMERY 7€ » MEB L M E RS
WAV RE~D B 2 fpast 4 2 72 8O @ in vitro 3Rk 2 366 L 7=,

b MHf SRV A O TS E BSOS HERRBR TIE, SLAMF7 238k L7 & &2 5415 elotuzumab @
OGS ORI 317 2 T MG K OV 2R (R B M~ kg o B SR IFRAL) D HERE b
M QSR D 12588 B 4172, Elotuzumab % fz s & 100 mg/kg (AUC : 335~447mg-h/mL) TH#5-
LT 7z, I L2283 A o oTc, THOREE K Y | elotuzumab 2344
TER A BT 2 ATREMEITIR W E B X b, £, U &2 AW Rl sl CRITEME TR O &
A7, elotuzumab @ R FTHIEME IR Z AR S e, B b A & v 7 v i e R T
elotuzumab (FFFA L 72 e @mie e (10 mg/mL) &£ THEMAE Z Seno7z, HIT, b Mk OVEH%
ORGSR L 0 | elotuzumab 1%, = OIEIEMICEE T2 L& 2 b D NK fla0jb 2Bk |
Aifn K& OVEBED [ I ER 2 Ji) S8 2 ATREME IRV 2 & AR E T,

PLEWZRT £ B0 elotuzumab O FERFIR 22 MR & LTI invitro Z2 2 MEFEE & OFRE )72 in vivo
B A I L, ARFEOZBIRME K OVEER st 2 Et Uiz, 25 OFERREMERBR O RS i
RIZEBT 5T MG B E 254 & LT~ elotuzumab 5O NG &S SN AR RITA D
ol

23 ERERBAFEORRME

Bk T — 2 X r— o8 % [V 22—/ 25, Tablel1.2.3-1] (2, fiE - HEXREORELY £
22—/ 181, 22E] IR LT,

Elotuzumab O & FBA%E 1% 2006 4FIZHES THRMA S iz, HATIED MM B & 5t & U7 ARSI 5
RF DI ZANE 2 MG 2 56 1 FH5R  (HuLuc63-1701 #kER) (Chex . PR SUTHEEARMED MM B % x4
EL.ANT Y ITEL T Y R R EOOFRREOMANMEZ it 558 1 3B % 2 38k [HuLuc63-
1702 kB (BT 2 70FH) MO HuLuc63-1703 ik (LU R REWMEAET S A% V'
IR LdOEH) ] 2L, Zhb 0% LHRBROMER, AEEMELE R ORLT Y I 7#H LI
Ld O R, A3 20 mg/kg & TOMBMENHR S, EROZRHNTIEH 503, B 260 LR
v,

HARTIX, 2011 4F 2 A ICHER UTEEMED MM BE 2 x4 & L Ld &1k L OPFR OEWNE 1 FEEEE
iR (CA204005 #kfR) ZBHAA L7, T OREHE. Ld Bk L OFF R, AZE 20 mg/kg £ TOMAMEDN
MRS ., E-LdWiE (K4 1LY R FHEAET S A2 Y U0HH) OFIMEL RSz,

WA 1 AR OFE R 2 52 1), 2011 4R IS F3E T EHEMED MM BB 2 x5 & L, EHERECTH S Ld
(29 HARHE 10 mglkg D ERE R ZWREET 2 [ERRILFE 7 o &4 AMEIEE MR 3 tHEER (CA204004 7K
B) xBta L. FERAICEARND BB LT, £ ORE, Ld iRk E OO, RSO LRSI L
DHEIENRRD S, BEMIIHFRTEDL LD TH- T2,
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TN ORBRE RIS E | AKGBHRREEZIT) 2L & LTz,

24  HIFERNERLSLOBEZE

KIBED MM 5% & U AR E Ld 205 2 38 (557 o & 20 3 fH3ER T& 5 CA204006
HER. ENGE 2 fHRER TH 5 CA204116 iRER) ZEhih Th 5,



1.5 EJF T 7R K OSB3 O R fE 2nd-line MM
BMS-901608 elotuzumab

25  BAROBREX




1.6.1 AEICE T 2 HRNEICEIT 2 &8 2nd-line MM
BMS-901608 elotuzumab

1 HAEICET S ERRN

AAN1E, 2015 4 11 A 30 HIZK[E T lin combination with lenalidomide and dexamethasone for the treatment
of patients with multiple myeloma who have received one to three prior therapies| % %hEE & L #IZKRE &
-, FRINES (EU) TiE, 2016 45 A 11 HIZ Tin combination with lenalidomide and dexamethasone
for the treatment of multiple myeloma in adult patients who have received at least one prior therapy | % %IHE
LRSIz, ZoOf, 2016 4 6 HRIFH T, A ARONF X THERINL TV D,

KIEVRATSCE (USSP OFEEE K& VR ST, BRINERET SCE (SMPC) OFEEE K VR SC, 72 6 NS
F—H43—k (CCDS) ZUsft L7,



1.6.2 KEHRACE (Fn
BMS-901608

m
&

2nd-line MM
elotuzumab

W SLENATA B
AL T A Mk, EMPLICITI &£ 2B MERT 57201

NERTRTOERZE A TS DT TIERY, EMPLICITI @
Mt XEZL2RESROZ &,

#ARAIES A EMPLICITI™ (zu Y X<7)
KEFIEIAR : 2015 4

EMPLICITI (SLAMF7 ZAEH) & 3 2 SoEIRTRPELA) 13, v
FIFROFRHAZ Y LHIL, 13 LY A ORHEERIED
b D SRIEEHIEREOWRELEE LT 5, 1)

R - A&

. LFY R REORTHH A2 EOfFH : 10 mglkg % &
D 2 VA7)V 1E, ZORITEEBET IRV T
ROEMERBLE T 2EM T L ICEIRNE ST S, (2.0

o TFXHREYV L VT b RIIL FFUUROTE
TR 7 RIS S, (2.2)

Ff - &

I AR OB A 53 7L 300 mg & Of 400 mg D
fEizEE R &,  (3)

AR
E=adliT

2L (4)

BEROHEN EOTER

. Infusion reactions : RN MLECTH D, Grade2 LL LD
infusion reactions M54 . EMPLICITI % 45, fid CE
7RGk Eic k3%, (22, 23, 5.1)

o YL BEK UM ORIk L E = F — LIRS MNICTEFET
%, (5.2)

. ZIRFEDAU(SPM) : EEREEBRIC ISV T EMPLICITI 24 5=
NSRS HIERE TEHWERIANBIE SN, (5.3)

o  FEM: HEEFrzT=F—LIFHEREDRHAIT
EMPLICITI ZH L3252 &, (5.4)

e Completeresponse DR EIxET D+ : EMPLICITI X M &
FOE =2 —ITfEH EN D 0N REIC T T 2 WREMEDR &
%, ZOTHIE complete response DR E LB 5 AIREME
N5, (55)

BIfEM

R, %
Wk, REE= 2 — 8T — RIHEAZ, LGB, ABKEHR,
g <Ths, (61

BIfERDRONERETHEHAT. VR M v ¥—X 27
A 7 # (1-800-721-5072) X iX FDA (1-800-FDA-1088 X iZ
www fda,gov/medwatch) (ZE#T 5 Z &,
EROEIZBIT B HH

o I 3AHIGEHL YV A CE Y IMIRIR 0B (8.1)

BEIT LYY VT ESRO FDA AREHBEMITBESICEAL
T 17 BHB R,

KET : 2015 4F 11 A

I SCETE R - B k>

R A&
21 HESERE
22 HIHBEEE
23 BHOLEH
24 5L
25 wEfiR LR

A - &

#=

L RO A EOER
5.1 Infusion reactions
5.2 JEi
53 _WRENA
5.4
5.5 Complete Response D E ~D T
6. REIEA
6.1 ERARERCORER
6.2 SRR
7. EpHEER
71 FEMHEEAEN
72 FRRBRAA~OFU

[

8. REOEHICIKITHEA
8.1 Il
8.2 fxILla
83 HHIRFIRE/ S &
8.4 /NI
85 N H
10 WBERE
11 HR
12 FRRRIEH
12.1 1ERIET
12.2 %
12.3 HEAEhhE
13 FEREE
13.1 MAJFE,
14 ERPREBR
16 e/ REROBHEV B
17 BEIVRY CTER

R M OVE S L we

* R CEEERO LA Lt s v a VRO TR Ve
VIEFEIR LTV,
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M CEE 2R

1. Zhee - BhR

EMPLICITHE, LU R REOTFHHAZ LA L, 1-3 LY A ORNERED & 5 %5 MEE
RIS OIMR A IS & 5.

2. R - AE

2.1 HEAE

EMPLICITI OH#ELEH &I, 10 mg/kg % TREIWCHEREHEZ RT3 LTV FI REMEHET A%
VEPFH LT, &HID 2 VA ZViZiE 1 18], Z0%kiE 2 I EICEIRNE 595, BEEET IR
RBTERWEERBE TR 2/t T 5,

BARAFERIITFT X AZ Y U R OLF Y R RORMSTEEZBR,

EMPLICITI O SR BE XA 22 T 72 iU B 7w [ - HE 2.2) . B RO
fFoyE (6.1) ]

TXYALXY U EUTOEBY LT D,
«  EMPLICITI o 5-H X, EMPLICITI #5- 3~24 BRRNCT 0 A %' 28 mg 2R 4% 5L,

SNz T EMPLICITI $#5- 45~90 4y RiIlCT 9 2 % V' 8 mg Z & AR 535,

« EMPLICITI Z# 5 LW AT VA XY v O&G5%2TFETHH (A 2703 LD 8 KTN15 H
H) 1%, 40mg =& # 53 %,

HEE G 28 G A V2 — B E LITRT,

#1 EMPLICITI &L} ) RI RROTHH A &YV OWRFAKER V2 —
V1%

VA2 B RAA I 8 RIA )

Day 1 8 15 22 1 8 15 22
GIEiE v v v v v v
EMPLICITI (mg/kg) #ARPN5- 10 10 10 10 10 10

LFU R R (25mg) #EA#&Y Day 1~21 Day 1~21

Fx4 22T (mg) B#s 28 28 28 28 28 40 28 40
TXY ALY U (mg) BARNE S 8 8 8 8 8 8

Day 1 8 15 22 1 8 15 22

* EMPLICITI RPN #E 5-0> 45~90 43 A FEhad 2 B : 7% 4 A % V' L 8 mg $#ARAIR G- HL 355138 -
V7= N7 1 (256~50 mg #% MG SUIFIRA R G) U3 2SS 9 2 38541, H2 #5518 7 =
Fv v (50 mg FERNEEG) UL ZAUSHSE T 2341, 7 F7 X/ 7= (650~1000 mg i H £ 5)

t EMPLICITI # RPN 5 3~24 BEHIATIC T 4 2 2 V' (28 mg) ik r# 5
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2.2 AT

TEXYRAES

LU R REGFHLUTEMPLICITI 2853 5546, RLIORTEEBY, T A XV 2R 0O#
5 LEIRNZ GBI LT GT 52 &, L HE 1) 2],

Z Dt D FA|
F XA Z Y AN Z T EMPLICITI # kP H- 45~90 43R LA T OB AT Hh 72T U7 6 72200,

o HIFSPUHK : U7 b FT7I 2 (25~50 mg % O£ 5 AL AIRN$EG-) T Z U4 2 Hl
FEPLE

o H2 B . T =F T (50 mg BARPNIRS- X1 150 mg % D45 U ZAUSH YD H2 5T

s TR LTI/ 7= (650~1000 mg #% 1 #E5)

2.3 BEDERE

LA o 1 S>OIERNOF G- Z23EH , thlr STk 2384, oA OFR 51T TE £ 0 ik L
Tk, 2720, T A X AT IR B 8A . EMPLICITI O 5-1%, BERHEIET (72
H, WEUED Y A7) 1TSS Tk,

EMPLICITI #5-511Z Grade 2 LL_= infusion reactions 2342 U 72354, #%5-% il U] 72 £ 520 K O)
KRR EZGE U D 2 &, Gradel LA FIZEIHE 3 4UIE, 0.5 mL/min @3 T EMPLICITI O 5-%
B L. BN 554, infusion reactions 734 U 7= E £ T, 3045 Z & 12 0.5 mL/min "> 558 &
Z BIFC LUy, Infusion reactions DIEARAS I LARWES Wil L A VA FHBT A2 N TE S (F
2ZW)

Infusion reactions Z &8l L 72 #8# 1L, EMPLICITI # RN F 5% T 1% 2 RFEIE 30 70 Z & 1231 Z Lk
A vxFT=41 2735, Infusionreactions 7333 L7-%54 . EMPLICITI OffflkINEE 52 F 1L L, %
OHICHBAL T b oy [(BEELOH EoZERE 6.1) /] . BEEO infusion reactions 734 U7z
%4 EMPLICITIHEIE D Kt e I R OBRBEEZ ETH 2 2035 5,

THRYIAZY ROV T Y R FORGIEH R OHELT L, SIA OB CEZ S,

2.4 BE5 5%
EMPLICITI X, #ikt v b2 L., EiRAR s 72 WD CHEE TREWVEYE 2 8 £ 2 WERERE
PEORNT 4 V& — (LR 0.2~12um) Zi@EL CTHEET D,

EMPLICITI /. 0.5 mL/min O #5356 CHI4AT %, Infusion reaction 233 I L 72 W GE. £ 2 IR T
LBV, BHEHEZEMENIC LT TRy, EEGEEIT 2mUmn 2202 EET 5,



1.6.2 KERAMCE FIg) 2nd-line MM

BMS-901608 elotuzumab
#2 EMPLICITI O #5538 B
YA 71053 R4,
v v
YAV 10%FE1 YA N1 0OFkE?2 BOICE DBROLI A 71
Gl HE Gl HE HE
0~30 4%y 0.5 mL/min 0~30 %3 1 mL/min
30~60 43 1 mL/min =30 4%y 2 mL/min* 2 mL/min*
=60 4y 2 mL/min* - -

Grade 2 LL_E o infusion reactions B 13 % 53R E 2% 35 [ % - HE 23) 2] .
EMPLICITI {53 % 4 YA 7 V2T T2 BF Tl #5832 s 5 mU/min £ T EIFTlu,

EMPLICITI %3 HF & IRE ILFEEICH S L TldZe 5720, EMPLICITI & 3RA] & o [F & 5 % 3F
i35 7= 6> DY PR M OV 22858 S MR BRI 30 L T U7z uy,

25 AR & R

HAEDHE

o HBEADOKEICESHTESGE (mg) ZHH L. 10 mg/kg K5\ HEo A T A EERET 5,
o EBIREINDIIEMILIL 2D BEOFEFHK (SWFl) OFRELZIET D,

%3 EMPLICITI D FF| =
BRIV ERESRHA NS TAFOEE LT .
2 4, S
Ak (USP) DIl EMPLICITI D& RRBIRE
300 mg /3 A T v 13 mL 12 mL* 25 mg/mL
400 mg /A TV 17 mL 16 mL* 25 mg/mL

* IRMRM . #5847V 12 mL (300 mg) & OV 16 mL (400 mo) E ERERCE A L Y FH I TV D,

i

o WUV A XD UKW U TENLLT (B 17,16,15) DOEFEHEE HWTEANA T
JL® EMPLICITI % RS 5, HEHHAK (USP) HEAHIZ, BIEDHENELDZ END
BN, EHERREND,

o URAEELIRHE A VRIRET ABRIE. N TIAEENIED . NA T A A S ORI A BT 5, A
AT NDEEFXITA by /=I5 T DR ETEE ST D703 TV 2B elEE w5,
LWBHRIZGEET B, IRE 5 L TIER b7V, BHETERR L, 10 2Kl CIafiE9 2,

o RV OEIBMINTERITIEIRE LTI, KRB AIRRE 5~10 pMFE T 5, BRI, B~k
BOEPA~HLANE R T DRI/ D, FERORANT, SR OB EROIREN D /R S5 1%,
B GRNIHR - M OB a2 HELSRRT 5 Z &, R+ JUIEEPRD LG, £ ORIKRITHE
I 5,
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AR

o WEIANTET LD, ftRLEERGRICHNEERDIREEE /A TIVD, 400mg /31 T A b i
AR 16 mL, 300 mg /XA 705 idfAck 12 mL & CTEREUT 5,

e 230mL @ 0.9 % kT b U ¥ AR (USP) XX 5%~ KU BEES#E (USP) ZfEH LT, AV
AL =V IR Y A L7 ¢ VOGRS > 7 FICRICHRT 5,

e 0.9%HE T b YU T A7EFHE (USP) i 5%~ R o BFESHK (USP) D&%, W3 41 EMPLICITI
HETH5m/kg (FBERE) 2BA2VWE I ICHEST L ENTE D,

EMPLICITI SRR OFAAEY% 24 BEILINIZ EMPLICITI #5252 T L2032 6780, BH

W2 G- LW AR, Bk 2 B0 U CHMERGE T (2~8°C, 36~46°F) T 24 [l E CIRAFT H 2 &

NTED [24 WD H b, ek 8 Bl £ TIX=IE (20~25°C, 68~77°F) K ONEW N F CERAFEATHE] .

3. A - 2&

TS R A OBLE G531 TV RIZ, B~ A A OBFETZERm R & LT 300 mg X i 400 mg
DT AT NFEEINTND,

a. 35

0>

EMPLICITI (21320372, EMPLICITI (ZLbF VU R REOT FH A XY U L H L THEH SN S
728, EREEME IR BAA RN A FEA O SCEICFEH SN TV A TR TCORRERGTTH 2 &,

5. BEROMEREOER
5.1 Infusion reactions

EMPLICITI L. infusion reactions % 5| X #L9 r[HEMEN & 5, Infusion reactions 1. 278 B Bl 2 k52
ELTEIAELALRBRICH N T LT U R REOTFH A2 0 LfFH LT EMPLICITI 25 L7 &
F DRI 10%IZHHE S 4172, Infusion reactions DWW O Grade 3 LL K T - 72, Grade 3 @ infusion
reactions I, HE D 1%I(242 U7z, Infusionreactions Th b & <38 BRI, B, HIELONE
METH-T, TG, RIREMERLEDOTEIR S &H -7,

AERICB VT, 5% £ 1T infusion reactions (2 & W EMPLICITI O 5228 L (&5 R o
ULl 25 43 TE) L 1% B35 1 infusion reactions (2 & W # 5 At 1l L7=, Infusion reactions 388 L7~
HBEDI L, 710%DHEHE (3310 23 ) HW]EIHEE5-H:Z infusion reactions 2 38 L 7=,

EMPLICITI ¢ 5-Ri1IC, TV AV PLe AX I3 (HL KO H2 #5538 KO\ b7/ 7
T VOFIEEITO & [ HE 22) 2],

Grade 2 LL_E@ infusion reactions 2342 U724 . EMPLICITI ¥ 5.2 ik LU, @Y7 =0 & OV F
M tEEAH D2 &, L A 23) =H]

5.2 Y

ZRMEREIERSE (635 f]) ZxfR & LIZBARRERIZI VT, JEHE. EMPLICITI Z LU KI Rk
DRFXHRAE LR HL-EE (BE-LdBE) O 8l4%T, LF U R REWRTF XA XV U E0FH
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L7-B%E (Ld BE) O 744%THE S7-, Grade 3-4 OFKYL L, E-Ld BEEEE D 28 %, Ld BEEEO
243 % TENTIRRD BTz, H5HIEICE S EYE, E-Ld BEEF D 35%., Ld FEEEH D 4.1 % TH
LT, FETICE DL, E-Ld BEERAE D 25 %, Ld BEERE D 22 % THE Sz,

HFn YL T, E-Ld BEERE D 22 %, Ld BEERE O 129 % TS S, BEEEYLL. E-Ld BEED
9.7%., LdBEHEE D54 % THRAE L, #IREZ I, E-Ld BEEEE D 135 %, Ld FEEE D 6.9 % THE
i, BEORBYREZE=F— L, NIRRT DHZ L,

5.3 “IREN A

ZRMERIIERTE (635 61) Z%t% L LR RBRICB T, B2EtEo —&k3Ex A (SPM) 1%, E-Ld
BEEFE D 91%., LdBEEREZDOBTBTHEINTWA, MK, E-Ld B L Ld B THRLU (1.6 %)
TH ol EFIESIL, E-Ld BEAEE D 35 %, Ld BERE D 22 % TENENME ST, KGR AT
E-Ld #EEE D 44 %, LABEHEFE D 28 % TENZENHE SN, BED “IRENADRAELE=F —
THIE,

5.4 et

EEEO LR (TARTEUBIN I VAT IF—BIT7TT7= 87 A7 2 —F¥ [AST/ALT] : &
e LFR 3 {54, e U ey FREE LR 25, T AV 74 X7 7 & —8  FYEE LR 2 5k
Ti) X, SRMEHEREE (635 4]) kg E Lz RERICB VT, E-Ld BEERE D 25 %, Ld BEHE
FD 0.6 B THE S, FFEMEZRER L 2 floRE N RIEA G CX o223, 8 4H 6 ffild
BEFIEIE L, WREZE T 52 e T& 7, EMMICTiFELE=4—75Z &, Grade 3L\ LD

JTEER DS 5 L7256 12iE, EMPLICITI 2935 2 &, =2 T A AEIZEIE T 7T, 185 DRk
EERL TR,
5.5 Complete Response DR E~D TP

EMPLICITI %, NEMM EHORKE=2 Y > 7T S 5 MG E A E<IKENE (SPEP) M UME
P2 [ E kBN (IFE) O S T S ATREMED D & MEIgG k B/ 7 m—F AHURTH %,

(EAIEE 1.2) 2, ZOTHIE, 196 « B EBEIEEF 12 81F % complete response @
PR B OF complete response 7> B O FF ORFARIZ 283 2 AlEEMER & 5,

6. BIfEH

A CEOMOTEIZLL FORIWERZFEIC K S TWD

* Infusion reactions [ Z*Z- K CMEH Lo7EE 6.1) 2]

o Y (LR EoME (6.2) S

o TWEDA [BEROEH EoMEE (6.3) 2]

o JWFEME [BERMEH EoME 64) 5]

«  Complete response DIRTE~DFUW [ BEHRK O LED/EE (65) M)



1.6.2 KERAMCE FiaR) 2nd-line MM
BMS-901608 elotuzumab

6.1 ERPRBER TORER

HRAGBRIZIEF 2 B2 DR/ M T TR SN D120, & 25 HAID AT TR b - BITEH I BLR
1, BIOFANDOEEARABRIC IS 1T 2B & ERET 5 2 LT TE 9, MR TR0 b 5 3BR
ZIBRT 5 6 DO TIRARWAREER D 5,

ARG L2 et T — 213, WWEEDO & 2 2% M B RIEEE 2 65 & UTc R R LIE B kit
23S <, ZoRBRTIX, EMPLICITI 10mg/kg (ZLVF U R REROT A XY v L0 Lz LA
St A4) 20 BWER OFEMICEA L Tl LY R REOT 4 2 & Y %0 L7- EMPLICITI
Z, LT U RIRERTXH AL DR LB LT,

LDVl 66 5%, B D 57%I% 65 sl LT U | B 60% T, FA 84%, 727 A 10%,
B AN 4% TH -7z, £ D Eastern Cooperative Oncology Group (ECOG) performance status /X, 0 : 47%.
1:44%, 2: 9% Th o7,

INBHDT—HiL, 318 Bl HREE Z EMPLICITI (A 7 VHpdefiilx 19) 2, 317 il = hr—)L
(A 7 VP RAEIL 14) ICIBERLI-HDTH D,

HEAFVERIZ, EMPLICIT BEEF D 65.4%, == ho— LEEBRFZE O 565 % THE SN, =2 k1
— /L & bl L C EMPLICIT BEIC W C B O BEAE 22 FIER T, AiZe (15.4 %vs 11 %) | FEE1 (6.9 %
vs4.7%) . KoBEY: (31%vs1.3%) . &Il (2.8%vs1.9%) | FHiZERSE (3.1%vs2.5%) KOVAE
PEREARE 25%vs1.9%) Th-oiz,

BIER D= DIERL A OWTOHK 2 ik Lz B OB S, HEHMTRBRETHY .,
EMPLICITI #5854 6.0%, =1 b — LA 63% Tho7-,

LIV BENE 2 xS & LT R A LR BRIZ I\ T, EMPLICITI BET 10 %LL RICHEBEL L, BERN L
F UV RI REOTHFH AL R LT 5% EORITER 23 4 1737,

#4 EMPLICITI {33EBET10 %L EIZREA L., RERAEXLFY FIFERORT
XY RE BB LB LT 5% EORIER [4 Grade]

AR FERY ALY TERY ST
N=318
4 Grade Grade 3/4 4 Grade Grade 3/4
P J7* 61.6 12.6 51.7 11.7
T 46.9 5.0 36.0 4.1
FEEN 37.4 2.5 24.6 2.8
(B 35.5 1.3 27.1 0.3
MK 34.3 0.3 18.9 0
K= = —m " F—% 26.7 3.8 20.8 2.2
EVGEEDS 245 0 19.2 0
RGBS 22.6 0.6 17.4 1.3
RAROE 20.8 1.6 12.6 1.3




1.6.2 KERAMCE FIg) 2nd-line MM

BMS-901608 elotuzumab

EMPLICITI+ e

LY RS KRR LY R REDC
HAFE i D FEPRAEY

TXYAFS N=317

N=318
4 Grade Grade 3/4 4 Grade Grade 3/4

A58 20.1 14.2 14.2 9.5
VU e 16.4 0.9 10.1 0.3
FIEpR 15.4 0.3 7.6 0.3
M - 14.5 0.3 8.8 0.9
IR E D 13.8 1.3 6.0 0
U L REREE 13.2 8.8 6.9 3.2
H R 11.9 6.3 6.3 2.8
1 e A 5E 10.1 0 4.4 0

* gy &) HEEIX. LTOHEO 7 V—Th D JE57. EIE

O E D FHEEIL. LFOHEO I L—FLTh D - KNk, Wk, ESE %

I Rt a2 —m RF—L ) L. U FOMED L — b Th D K= = —m SF— il
Bl= o0 —o XF—, KiEEE =2 —a XF—, fEEERRE 2 —a XF—, =z —a /Ry —

§ Mligk& W) HEEIL, UTOREO 7 V=T TH D Mgk, BEMK, K& M, KREMEMK, ME
PERfiZe, BRI, A4 > 7 v gk, ik %-ﬁMA

F 4 OEAFEREITITEZY L0 2R M ERIERE 2515 & L= EIEAEBRIZIS\WC EMPLICITI
BET5%LL OB TR L, FBERNGIBEED 2 (5L ETh - 7= F DO BEKRIC EE 2B IER I
UTFTo\EY THD :

M« B EETR ORGELDREE ¢ T
SERER T BUIE

PERE R 2 - R SR
PR Ry RAE

SEIGR OV Tt 7 - BT

ZRMERIIE 2 R & LT BELERBRIZEBUV T, EMPLICITI BEC 10 %Ll BIZ3 B L., BHEN L
FURIREORTHRY AL UL LT 5B ETH 7R —RT A4 U HENL TWVBERRE
Ao R (FLEICAE L7~ 4 Grade XX Grade 3-4) %3 5107~7,



1.6.2 KERAMCE FIg) 2nd-line MM
BMS-901608 elotuzumab
#5 EMPLICITI {5EHE T 10 %Ll EIZRB L, XEHEENLFY FI FEROT

FYRAEZ U BREE LB LTS5%ULETHoTmR—RT A UNDHEBILL
TWABBKRREDRY [EHEICAE L2 Grade Xit Grade 3-4]

RIRRE 7 A =2 FERFRES TRV IS
N=318
4 Grade Grade 3/4 4 Grade Grade 3/4
RGN
U 2 SEREAE 99.4 76.7 98.4 48.7
1 1fn BRI SE 90.6 32.4 88.3 25.6
i/ NS 83.6 19.2 77.8 20.3
it X OV e A
KT V7 2 U IE 73.3 3.9 65.6 2.3
TAHY T F AT 57X —F LH 38.7 1.3 29.8 0
LTI A
e LA 89.3 17.0 85.4 10.2
KA v o A fE 78.0 11.3 76.7 47
fECHR pR 62.9 0.4 45.1 0
mh Y U A ILE 32.1 6.6 22.2 1.6

INA B A DR, I

BENE 2 5t 5 & U7 AR 2 LR BR DTG REIC K D R S 4, £ 612

RENTWVD, FIEE IBRPICD R &S LRIOANA ZAY A U OERFEN D - T BFEITHESH TN

o
# 6 NA BN AV DOREE
:ifﬂ?p;w LFY K3 FRO
NRABNY A2 o NTA—F ““:\eaj-;z\yy‘y FTEFRAEY
7 Noa1s N=317
% %
INAFESIMm)E = 160 mmHg 33.3 20.9
PESEMAIME = 100 mmHg 17.3 11.7
IS e 340 1L < 90 mmHg 28.9 8.2
k¥ = 100 bpm 47.8 29.7
AR¥ < 60 bpm 66 31.3




1.6.2 KERAMCE FiaR) 2nd-line MM
BMS-901608 elotuzumab

6.2 Fo R R
FTRCORBEHEAE & FEEC, EMPLICITI I SE RO FIEEMER & 5,

AEDEERRBRIC I\ T EMPLICITI 2348 5- S v, o8Btk O A B FEAM AT HE T & - 72 B3 390
B DB, 72 i (185%) I1TESALFEFEE (ECL) DM L 0 5B OHEMHUAN G TH - T,
s 72 BlDEE D 63 6l (88%) 1TV T, HEEMHLAILX EMPLICITI {EE B G DRAID 2 % A
IZRO LIV, FEEMPURIX. b 63 FloRBED 49 fil (78%) 12\ T 2~4 » A THKA LT,

LR EBIIE R 2 k5 & U AR A LERBR I I T, 299 il 19 il REUA S B S v,

PURBEA DR HIE, TIETE DR K OVREEE k%<&ﬁ?50égm\ﬁ%($ﬁﬁ%%ﬁa>%
PO R B RIL @Eﬁ% AR, FARER BRI, DS R ORI 72 E OB DR 12 &
%@%xféo_ﬂ6®ﬁmf fhDIEMIZ T#éﬁ%@%ﬁ$&\awu0ﬂ’T#é#%®%ﬁ
RBOWBITRAREZ A< ATRetEDr & 5,

7. W AEER
7.1 HEWHAEER

EMPLICITI (2B L TIERZEWM AERAREBILE M S v Ty, Lo, EMPLICITHIZVF U R
SKREOTHRPAEZ Y UL LTHERENS, 2N OIEFORM CECEE2EYHAIER 5
e S

7.2 BRRE~DO T

EMPLICITI %, R BEERE O SPEP M OV IFE THitH &L, 1IE LWERIYGFEICR BT 25 Al REMEN
H5, FRCHNRPEOBBEESE A 1gA, IgM, IgD XUX A TH 2 BE BV T, MiE R b E ik
ZBITD g6k THD vy mEORWO/NZ e — 21X, EMPLICITIIZE 2D TH D AREMENH 5,
ZOTHIE, 19G « BB BEIER A O BF TR T D complete response D E & OF complete response 7> 5
DHFEOYHEICEET LR H 5, [EELOMEH LoEE (5.3) 2]

8. BrE DERIZBIT A/
8.1 L3R
VR7 DER

FRANCEE L=V 27 257212 EMPLICITI Z IR MEIC W TZFRIT 2w, = ey X~7 D
) 2 P T2 AESERBR I X 520 S LTV Ry,

EMPLICITI 1ZVF VU R REOTHRHAZ gL T ENS, LT U K Rk, BBIEIC

BN E U D ARENER SV | FF~OFERIIERS L o TS, EARDERIZ. VY FI FEW
FXYVRE ORI EZSRTL2E, LY R RN REMS 70/ J A& L COMEHT
HTLINTE B,

BREO B2 NI IT 2 BB RMERE OBTER2 U A 71X 2%0 5 4% T, WiPEDEIER
72U AT ITRRIRHNC R ST IEED 15 %025 20% Th 5,

10



1.6.2 KERAMCE FIg) 2nd-line MM
BMS-901608 elotuzumab
8.2 e o

VR 7 DEX

EMPLICITI ORAHF~DORAT, ZH22 T DA R~DOHE, BAEE~OFEIIAHTHD, =Y
AT HLFTY R RIFHHAZY L AL THERE SN DR 2 BERARRIWEH O A REME D
720, BHIFHEE SNV, BERAERIL. LT U R REOT RS2 Z Y U ORMNCELZSRT S
e,

8.3 HIRFTRR /2 B4
HIRRE

TR AT RE 72 LRI B W TR 2 BRIA T D RTDIERR A O LEMEICE LT, LU R RORMCE
BT H L,

EMPLICITI ZLF U FI REBFRHTAEAICIE. VY R RICB#EL-EEDOAMEENT IR
BEaagd, BME~OEEEDY X730, MEEZED, BHEICET 2B LVERD D,

HWEHE
PEHRATRE 72 M R OB LIS B W TR Z BRI 2 AN RO ERIZBE L TL T Y B X FORMC
FeZWTH L,

LU R FE &E5E2ZTEEOMB LR ORERTIAAET D, BE, MKk ORI~
BAT O 12D ORI OSUTKE AL DERIE . M OHEZRL1EHRICEA LT, VT U FI FORMCET
BREZHT D L,

8.4 /N
NREBFIZBIT 2 2B OARIVETMHESL S TWV72R0Y,

8.5 mEnE

SZRMF RS 25t & LT BEALRBRICBW T, &GO 646 fH 57%70% 65 Ll ETH Y
65 mi Ll D BBEEI T GREM TEIL R o 7o, 65 L Eo BE LR (65 moRT) O T, A
INE M V2 MR BT 2 BRI 72 2R e o T2,

10 BER 5

HEDOFEMENFEIL TS EMPLICITI O HEIZIRHTH D, BHEREREE D H 5 BE ORER CHBI L T
5 £ 512, EMPLICITHEENTIZ X » TEREI LW,

RGO, BWEROEIE - Bk EFigICE=4% ) 7 L, MU ERIEEZIT) 2 &,

11



1.6.2 KEFFAE Fn 2nd-line MM
BMS-901608 elotuzumab

m
&

11 (27N

Ty X< %, SLAMF7 GHiffaEmpEEAE) (245t Mu@a izt 7 o—J kil
AThsd, =rY X~ TE, b b IgeL EHKL O« BB AA SH7o~ 7 AHA (MuLuce3) D4R
T EREE (CDR) THER SN TW5D, ma Y X~ 71k, DNA F# 2 Hfffic L v NSO i cpEd
SNDb, maYXvTX, A X7 Mepifke LT 148.1kDa ¥ &% H T D,

T Y A 7IE, BEEGSA TV S TR 3 A O B o~ B O FEWEYE % 5 F 720
AL R SIS D, TS EMPLICITI 1 300 mg/ A 7 /L K TN 400 mgl/3A 70 & LTt &
. HEHFHA (USP) (ZEH 13 mL X 17 mL) TEME L., 25 mg/mLiRiE & 35, Bfifth, &3
A T WZIE 12 mL (300 mg) & OF 16 mL (400mL) & FREUC X 25 & L 7o o> T D, RMRIRIE, A~
HOOBEH~LAEE BT D, FRIRNE G2 D, RIEE 2% 230 mL @ 0.9 %k N Y o
LAEFHER (USP) UL 5%~ R U BEsK (UPS) CTHIR$ 2 [H4 - HE 2.4) 2]
EMPLICITI @ 300 mg Hi[EI B /S A 7 bk, ARy & LT = U BKFY) (244mg) . R VL
~N— 180 (34mg) . 7=yl NU A (16.6mg) KUOMERENE (510 mg) % Eie,

EMPLICITI @ 400 mg Hi[al# 534 7 Uik, AIEMRRS E LT7 =Ky (3.17mg) . AU VL
~N— 180 (44mg) . Z=r S NY UL (21.5mg) KUNERERE (660 mg) A&,

12 B PR SE B
12.1 YERBEF

T nr Y X~<7%, SLAMFT7 (signaling lymphocyte activation molecule family 7) % A& % R A9 AR &
T 5k MEIGGLE / 7 m—F AR TH S, SLAMFT 1%, MASEAR 00 S (2 BI6R 72 < Bt A
IZmEFEBL L T D, SLAMFT 137 F =2 Z 0% 7 —fillfla T EMIIC & 2B L | R O St 7
Ty MZHOTNIHBL TVD,

T Y A7 X, SLAMF7 ¥ 7 /URIE K O Fe SRROM 25 L THF 2 7 0% 7 — il % B
EMHALEE S, —oy X< 7%, BHEMR LD SLAMF7T HEE L, TF a7 0% 7 —Hillns o
FAEAEM 270 U<, PUMMRIEMEIEE (ADCC) 12X v BBl 2 %5+ 5, FEREREETT LIS
BWT, =Y X<7 L+ U R REDPFHTTF 2 7 /0% 7 —flaoiEMAb 22 U, fHFRA) 7
FUEE S $-4 invitro X OV in vivo TR L7=,

12.2 Pk
DEXNT A —F T 5%

EMPLICITI 3, #EEHETOL T U FI REOTFH A5V 0 & O ARESOT R (HEAEH
HO2%) T, HRAICEZ R QT MFROIER 24 L7y,

12.3 HEhEhg

T u Y X~ 73R OEDENREE R T Z LD BENEED 7 VT T U AR RIE X, JREERER
HRR T A (AUC) I3 ELBIMEE BRl> CTHIN L=, #EEHAETHD 10mglkg DYy X~ 7 %

12



1.6.2 KEFFAE Fn 2nd-line MM
BMS-901608 elotuzumab

W
&

VU RIREOTIH ALY L TERETHZLI12K 0, 194 pg/mL (52 %) OEFIREE K
T 7R GRTEE (ZERER %) ) A TPHlSnD,

T4 05 (MESEMED 0.05 (%) ~20 (MEEHED 24%) mgkg DHEHKHT, —oYyX<~7nr Y
T T ATRAEEIE (ZEEMRE %) T 17.5 mL/day/kg (21.2 %)% 5 5.8 mL/day/kg (31 %) (2 L
7mo RHEM PKEMTICEESE, =Y XA~T7 %2 LGV RI FEOTHHRAZ Y U EFHL THRE L
BE. 824 H (48 %) DR (EEMRE %) CTEFREO Fes Mg R DK 97 %ANE KT 25
THIEND,

BEDEM

fEly (37~887%) . MR, AFE, R—ZXF A4 DLDH, T/LA 7 I, BENSEE (VL T7F=
27 U7 7 A (Cler) 15-89 mL/min) DEHERERETE, BT 2 LI L LW UINE & 5 KRB A
(CLer 15 mL/min AJii) K OMEE (NCI-CTEP) ORFEEREREE X, =Y X~ 7 OIRYENREIZ iFK MY
WCHEEREEL RIS ehotc, PEENOEEOFHEEREOBFICBIT I oY X~vT DY)
HEIIRHTH S,

Wil 2y X~=T DU VT T AIEREOEIMIfE-> T ER L, KEICESSEBEELTF L,

13 FEERR
13.1 DAFENE, BREBER CEFEREFEME

RO MBI 2T Y AT ONAUFIER NBIRFHEDT — 213700, =rnYy X< 7 Tids
G AE R PERRBRIT MG LT,

14 PR AR

LT YU R RERTFIAZ Y 0 L= EMPLICITI OFZME R ML, 1-3 FIORTEE L
ST, T DOIREZ IR BEIT NG SN SR B BEE S 2 x5 & L BAEALIEE MiBRIC
BWCEHME =7z,

WHEEZ, LU R REMMEHET 3 A 2 20 L2 EMPLICITI 3UZ LY K RED
BERET X ALY 21 1 OFIG TEERIZHI 070, FREEIT UIAR LTVt s 588l
THETAEYA 7 NVTERE LI WD 234 7 /L1Z EMPLICITI 10 mg/kg % i 1 [FIERIRINEZ 5- L |
ZO®RIT 2 Z &I L7, EMPLICITI &GRS, 7F A %YV % 28 mg #% H 5% U 8 mg
AR GBI LTS LTz, SIREETIZ, EMPLICITI 2% 5 L2WEIC, T35 %A% V' 40 mg
Z 1 ERE ARG L, VYU R R25mgld, &Y A 27050 3 ML A 1ERAKRS L
7o NEIBAE/ NI OGN 4 R Z & 125 L7z,

At 646 HloBEEZ, LT U R FEWMERHAET SV A X Y % 0EH L7z EMPLICITI o# 5 (321
F) . LFY R FEWMERHET A2 Y o 0E (325 #]) I[CEEZICEY 157,

N AREFHFHIRRE K =2 T o o OFRBRET, B GREFTHM L Tuve, A JufE 66 s (37
~91 %) . HBEDST%IL 65 MEBTH Y, B 60%, FA84%, 7T A 10%, A 4% TH-oT,
5 D ECOG performance status (%, 0:47%, 1:44%, 2:9%T&H YV, ISSHHIZ, 1:43%, Il : 32%,

13



1.6.2 KERAMCE FiaR) 2nd-line MM
BMS-901608 elotuzumab

l:21%Tdh o7, del(17p) L O t(4:14) DB FR A T TV —I1%, TNENEED 32% KLV 9% T
Bolz, BRI OTRIEIL 2 THo7o, BED 3B%IL, IBFEIEHIMETH O GBI TR IR
60 H LANIZHETT) | 65%3 -5 CThr o 7o (Be&iai 60 HAZICHETT) o RITAEEIL, EHMAaEAHE (55%) |

RNVTIT (10%) . AVTZ7 T (65%) . U R~A F (48%) LKU'LFU RI K (6%) Th

77,

EMPLICITI O A ZhHEIX, ~HF— REIZHEDWTRME S 2 B AR (PFS) &, Bk
MANLHREZ BRI X VBN BRI Y: 7V — 7 2 (EBMT) ORINIEREL FWCIRE S Lz 20|
4 (ORR) Tl S 7z, AMEDORARE A2 7 L O 1 1ZRT, 531 7 v gfiiZ, EMPLICITI
HT19, BT THY, D70 —T v 7HEIZ 2ETH - 72,

R7 BRI D R
EMPLICITI+VF Y FI K LY FIF
STxRYRAE STxRYRAE
N=321 N=325
PFS
W — R [95% ClI 0.70[0.57, 0.85]
J& B4 log-rank #7E O p fE* 0.0004
PFS thkfiE (J)  [95% ClJ 19.4 [16.6, 22.2] 14.9[12.1,17.2]
E-22)
ZFHhElA (ORR) tn (%) 252 (78.5) 213 (65.5)
[95% ClI [73.6, 82.9] [60.1, 70.7]
p fiat 0.0002
Complete response (CR+sCR) t,8n (%) 14 (4.4) 9 24 (7.4)
Very good partial response (VGPR) tn (%) 91 (28.3) 67 (20.6)
Partial response (PR) tn (%) 147 (45.8) 122 (37.5)

*plEiE. p2 I v w7 Y E (35mg/L Al kF 35mg/L LA k) | ATARE (1 & 2 XIE3) KO
IR ORIETEIE (oL xt U F~A RO 3t £ofh) TRk L7z log-rank fE TR L 72,

t RN BB S: 7 v — 7 2 (EBMT) JhE

PpiEIE. B2 rm 7Y B (B5mg/L Al xt 3.5mg/L LA L) | ERAERE (1 % 2 X% 3) KOH]
IRRDORIETEIL (72 L 3t U R~ RO kf Zofh) TR L7z Cochran-Mantel-Haenzel 77 1
TRMETHRM L,

§ Complete response (CR) -stringent complete response (SsCR)

§ S E i S OV 8 AR AR ENEIC K D M B B ORI IS %95 EMPLICITI T3, 1E LW\ 38205y
JICTWT TRt d o, FEMMEAEER (7) 28]

14



1.6.2 KERAMCE FiaR) 2nd-line MM
BMS-901608 elotuzumab

1 EREAFIR

100 F=
90{
80-
70-
60-
50-
40-
30-
20-

101 HR (95% Cl): 0.70 (0.57, 0.85)
) p-value: 0.0004
e B s B LS B CEESS eSS B S
0 4 8 12 16 20 24 28 32 36 40
Progression-Free Survival (Months)

Probability Progression Free (%)

No. of Subjects at Risk
E-ld 321 279 232 195 157 128 85 42 12 1
ld 325 249 192 158 123 89 48 21 7

EMPLICITI £ LF U R REOT XV A XV A2 LTI D 1 4E PFS S KON 2 4 PFS %
ITENFI 68% KN 41%THY ., ZHIZHLTLFT Y R REORTHH R Z Y U285 L-BEIC
B2 14 PFS KRN 2 4 PFS RIXZEN L 57% K N 271% T - 7=,

RN OB ST LT Y R REONT X3 2 %2 201 L= EMPLICITI B D FE -5 94 151 (29%)
. VFU R REORT XY AZ Y UBEOTE 116 il (36%) X 0 A7 hoi-,

16 ke, RE R BB T
EMPLICITI (=m>Y X=7) (%, HE~EREORGEERAINLUTO@EY AFTETH D,
BHEDONEY NDC
300 mg HiE 2 5310 70 1R 0003-2291-11
400 mg Hi[EI B 534 7L 1A 0003-4522-11

EMPLICITI [Z, 2~8°C (36~46°F) THEiRTT 5, FEARFE CHWOUETE L TRET S Z
Lo HAREROMRE 9 LgnZ &,

15



1.6.2 KEFFAE Fn 2nd-line MM
BMS-901608 elotuzumab

m
&

17 BEHT Y U TER
FDA AR FEABEMNT 7Y 7 (BERITIER) (CEZ2@TE. BREICHST52 L,

Infusion Reactions

«  EMPLICITI IZ, infusion reactions % 5| & &4 n[GEMEDN & 5, ERARN TR G- 24 BEH LANIZ S8 A, TEE
F&IB AT B & & Te infusion reactions D#(feE « SEIR B L7286, B OEBRIRMHE 10H
WwTDHE. BEICETDZ & [BEROEH Lo 6.1) =]

« Infusion reactions ® U A 7 Z 895 7212, EMPLICITI #5-F1Z LA T O#% 13565 2 AR 5 %4
ENLLE. BEICUMET L (L HE 22) M) .

« WFEBYOROTHH ALY

o HIFPEHK : U7z b R I U XXTIUTHY T2 34 (RODOLA)
o H2EEHUK ; T=F U0 UX T AUTHYS T 8K (RO o5A)

e TERTI/ 7z (650~1000 mg % 14 5-)

YR

o LU R RIE, MBIRICHEREZ MFTREEM N H 0 . BT, IR, ki & O Rk, K
WA~OBATICE L TR B0 B2 Z L2 BFICBEdT5 28, LU R Rid, REMS 7'
T LEBLUTCORMEAFRETH D [FFEDELIZEITSEN B.1) 2/

230

o EMPLICITI {EHEHNTRYLMN R ET DU A7 03 B 12D YL OFER 2 8592 X o B39
L&, [BEROEWH EORE 62) 2/ .

“REH A

o EMPLICITIBHEFIZ —IRBENANEET DV AT NG D Z L BEICHAT D 2 & [ ZEAR O
HEDEE 63) =],

etk

o EMPLICITI {BETICAFEIED Y 2R 7 03N D720 EREILE NI T 2 X 91 2 0FL |
U 7= e OYEIR 2 95 X 5 BBEICRHIIAT 2 2 & (BRI Lot E (.4) 2],

DSl

Bristol-Myers Squibb Company
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

EMPLICITI™ (elotuzumab) for injection, for intravenous use
Initial U.S. Approval: 2015

--------------------------- INDICATIONS AND USAGE
EMPLICITI is a SLAMF7-directed immunostimulatory antibody indicated in
combination with lenalidomide and dexamethasone for the treatment of
patients with multiple myeloma who have received one to three prior
therapies. (1)

e With lenalidomide and dexamethasone: 10 mg/kg administered
intravenously every week for the first two cycles and every 2 weeks
thereafter until disease progression or unacceptable toxicity. (2.1)

e Premedicate with dexamethasone, diphenhydramine, ranitidine and
acetaminophen. (2.2)

e For Injection: 300 mg or 400 mg lyophilized powder in a single-dose vial
for reconstitution. (3)

CONTRAINDICATIONS

e None (4)

o Infusion reactions: Premedication is required. Interrupt EMPLICITI for
Grade 2 or higher and permanently discontinue for severe infusion reaction.
(2.2,2.3,5.1)

o Infections: Monitor for fever and other signs of infection and treat
promptly. (5.2)

e Second Primary Malignancies (SPM): Higher incidences of SPM were
observed in a controlled clinical trial of patients with multiple myeloma
receiving EMPLICITL. (5.3)

e Hepatotoxicity: Monitor liver function and stop EMPLICITI if
hepatotoxicity is suspected. (5.4)

o Interference with determination of complete response: EMPLICITI can
interfere with assays used to monitor M-protein. This interference can
impact the determination of complete response. (5.5)

ADVERSE REACTIONS
Most common adverse reactions (20% or higher) are fatigue, diarrhea,
pyrexia, constipation, cough, peripheral neuropathy, nasopharyngitis, upper
respiratory tract infection, decreased appetite, pneumonia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers
Squibb at 1-800-721-5072 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

e Pregnancy: Embryo-fetal toxicity with combination three drug dosage
regimen. (8.1)
See 17 for PATIENT COUNSELING INFORMATION and FDA-

approved patient labeling.
Revised: 11/2015
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
EMPLICITI is indicated in combination with lenalidomide and dexamethasone for the treatment

of patients with multiple myeloma who have received one to three prior therapies.

2 DOSAGE AND ADMINISTRATION

21 Recommended Dosing

The recommended dosage of EMPLICITI is 10 mg/kg administered intravenously every week
for the first two cycles and every 2 weeks thereafter in conjunction with the recommended
dosing of lenalidomide and low-dose dexamethasone as described below. Continue treatment
until disease progression or unacceptable toxicity.

Refer to the dexamethasone and lenalidomide prescribing information for additional information.

Patients must be premedicated before each dose of EMPLICITI [see Dosage and Administration
(2.2) and Warnings and Precautions (5.1)].

Administer dexamethasone as follows:

e On days that EMPLICITI is administered, give dexamethasone 28 mg orally between 3 and
24 hours before EMPLICITI plus 8 mg intravenously between 45 and 90 minutes before
EMPLICITL

e On days that EMPLICITI is not administered but a dose of dexamethasone is scheduled
(Days 8 and 22 of cycle 3 and all subsequent cycles), give 40 mg orally.

The recommended dosing is presented in Table 1.
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Table 1: Recommended Dosing Schedule of EMPLICITI in Combination with
Lenalidomide and Dexamethasone

Cycle 28-Day Cycles 1 and 2 28-Day Cycles 3+
Day of Cycle 1 8 15 22 1 8 15 22
Premedication* v 4 v v v v
EMPLICITI (mg/kg) intravenously 10 10 10 10 10 10
Lenalidomide (25 mg) orally Days 1-21 Days 1-21
Dexamethasone' (mg) orally 28 28 28 28 28 40 28 40
Dexamethasone* (mg) intravenously 8 8 8 8 8 8

Day of Cycle 1 8 15 22 1 8 15 22

* Premedicate with the following 45 to 90 minutes prior to EMPLICITI infusion: 8 mg intravenous
dexamethasone, H1 blocker: diphenhydramine (25-50 mg orally or intravenously) or equivalent; H2 blocker:
ranitidine (50 mg intravenously) or equivalent; acetaminophen (650-1000 mg orally).

' Oral dexamethasone (28 mg) taken between 3 and 24 hours before EMPLICITI infusion.
2.2 Premedication

Dexamethasone

When EMPLICITI is used in combination with lenalidomide, divide dexamethasone into an oral
and intravenous dose and administer as shown in Table 1 [see Dosage and Administration (2.1)].

Other Medications

In addition to dexamethasone, complete administration of the following medications 45 to 90
minutes prior to EMPLICITTI infusion:

e HI1 blocker: diphenhydramine (25-50 mg orally or intravenously) or equivalent H1 blocker.
e H2 blocker: ranitidine (50 mg intravenously or 150 mg orally) or equivalent H2 blocker.

e Acetaminophen (650-1000 mg orally).

2.3 Dose Modifications

If the dose of one drug in the regimen is delayed, interrupted, or discontinued, the treatment with
the other drugs may continue as scheduled. However, if dexamethasone is delayed or
discontinued, base the decision whether to administer EMPLICITI on clinical judgment (i.e., risk
of hypersensitivity).

If a Grade 2 or higher infusion reaction occurs during EMPLICITI administration, interrupt the
infusion and institute appropriate medical and supportive measures. Upon resolution to Grade 1
or lower, restart EMPLICITT at 0.5 mL per minute and gradually increase at a rate of 0.5 mL per
minute every 30 minutes as tolerated to the rate at which the infusion reaction occurred. Resume
the escalation regimen if there is no recurrence of the infusion reaction (see Table 2).
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In patients who experience an infusion reaction, monitor vital signs every 30 minutes for 2 hours
after the end of the EMPLICITI infusion. If the infusion reaction recurs, stop the EMPLICITI
infusion and do not restart on that day [see Warnings and Precautions (5.1)]. Severe infusion
reactions may require permanent discontinuation of EMPLICITI therapy and emergency
treatment.

Dose delays and modifications for dexamethasone and lenalidomide should be performed as
recommended in their Prescribing Information.

24 Administration

Administer the entire EMPLICITI infusion with an infusion set and a sterile, nonpyrogenic, low-
protein-binding filter (with a pore size of 0.2-1.2 micrometer) using an automated infusion pump.
Initiate EMPLICITI infusion at a rate of 0.5 mL per minute. The infusion rate may be increased
in a stepwise fashion as described in Table 2 if no infusion reactions develop. The maximum
infusion rate should not exceed 2 mL per minute.

Table 2: Infusion Rate for EMPLICITI
Cycle 1, Dose 1 Cycle 1, Dose 2 Cycle 1, Dose 3and 4
and All Subsequent Cycles
Time Interval Rate Time Interval Rate Rate
0 to 30 min 0.5 mL/min 0 to 30 min 1 mL/min
30 to 60 min 1 mL/min 30 min or more 2 mL/min 2 mL/min
60 min or more 2 mL/min - -

Adjust the infusion rate following a Grade 2 or higher infusion reaction [see Dosage and
Administration (2.3)].

In patients who have received 4 cycles of EMPLICITI treatment, the infusion rate may be
increased to a maximum of 5 mL/min.

Do not mix EMPLICITI with, or administer as an infusion with, other medicinal products. No
physical or biochemical compatibility studies have been conducted to evaluate the
coadministration of EMPLICITI with other agents.

2.5 Reconstitution and Preparation

Calculation of Dose

e Calculate the dose (mg) and determine the number of vials needed for the 10 mg/kg dosage
based on patient weight.

e Determine the volume of sterile water for injection (SWFI) needed for reconstitution as
shown in Table 3.

Reference ID: 3853154



Table 3: Reconstitution Instructions for EMPLICITI

Strength Amount of Sterile Water Deliverable Volume of Postreconstitution
for Injection, USP Reconstituted EMPLICITI in Concentration
Required for the Vial
Reconstitution
300 mg vial 13 mL 12 mL* 25 mg/mL
400 mg vial 17 mL 16 mL* 25 mg/mL

*  After reconstitution, each vial contains overfill to allow for withdrawal of 12 mL (300 mg) and 16 mL (400 mg),
respectively.

Reconstitution

e Aseptically reconstitute each EMPLICITI vial with a syringe of adequate size and an
18-gauge or smaller needle (e.g., 17, 16, 15). A slight back pressure may be experienced
during administration of the Sterile Water for Injection, USP, which is considered normal.

e Hold the vial upright and swirl the solution by rotating the vial to dissolve the lyophilized
cake. Invert the vial a few times in order to dissolve any powder that may be present on top
of the vial or the stopper. Avoid vigorous agitation. DO NOT SHAKE. The lyophilized
powder should dissolve in less than 10 minutes.

e After the remaining solids are completely dissolved, allow the reconstituted solution to stand
for 5 to 10 minutes. The reconstituted preparation results in a colorless to slightly yellow,
clear to slightly opalescent solution. Parenteral drug products should be inspected visually for
particulate matter and discoloration prior to administration, whenever solution and container
permit. Discard the solution if any particulate matter or discoloration is observed.

Dilution
e Once the reconstitution is completed, withdraw the necessary volume for the calculated dose
from each vial, up to a maximum of 16 mL from 400 mg vial and 12 mL from 300 mg vial.

e Further dilute with 230 mL of either 0.9% Sodium Chloride Injection, USP or 5% Dextrose
Injection, USP, into an infusion bag made of polyvinyl chloride or polyolefin.

e The volume of 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, USP can be
adjusted so as not to exceed 5 mL/kg of patient weight at any given dose of EMPLICITI.

Complete the EMPLICITI infusion within 24 hours of reconstitution of the EMPLICITI
lyophilized powder. If not used immediately, the infusion solution may be stored under
refrigeration conditions: 2°C to 8°C (36°F-46°F) and protected from light for up to 24 hours (a
maximum of 8 hours of the total 24 hours can be at room temperature, 20°C to 25°C [68°F-
77°F], and room light).

3 DOSAGE FORMS AND STRENGTHS

For injection: 300 mg or 400 mg of elotuzumab as a white to off-white lyophilized powder in a
single-dose vial for reconstitution.
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4 CONTRAINDICATIONS

There are no contraindications to EMPLICITI. Because EMPLICITI is indicated for use in
combination with lenalidomide and dexamethasone, healthcare providers should consult the
prescribing information of these products for a complete description of contraindications before

starting therapy.
5 WARNINGS AND PRECAUTIONS
5.1 Infusion Reactions

EMPLICITI can cause infusion reactions. Infusion reactions were reported in approximately
10% of patients treated with EMPLICITI with lenalidomide and dexamethasone in the
randomized trial in multiple myeloma. All reports of infusion reaction were Grade 3 or lower.
Grade 3 infusion reactions occurred in 1% of patients. The most common symptoms of an
infusion reaction included fever, chills, and hypertension. Bradycardia and hypotension also
developed during infusions.

In the trial, 5% of patients required interruption of the administration of EMPLICITI for a
median of 25 minutes due to infusion reactions, and 1% of patients discontinued due to infusion
reactions. Of the patients who experienced an infusion reaction, 70% (23/33) had them during
the first dose.

Administer premedication consisting of dexamethasone, antihistamines (H1 and H2 blockers)
and acetaminophen prior to EMPLICITI infusion [see Dosage and Administration (2.2)].

Interrupt EMPLICITI infusion for Grade 2 or higher infusion reactions and institute appropriate
medical management [See Dosage and Administration (2.3)].

5.2 Infections

In a clinical trial of patients with multiple myeloma (N=635), infections were reported in 81.4%
of patients in the EMPLICITI combined with lenalidomide and dexamethasone (E-Ld) arm and
74.4% in lenalidomide and dexamethasone (Ld). Grade 3 to 4 infections were noted in 28% and
24.3% of E-Ld- and Ld-treated patients, respectively. Discontinuations due to infections
occurred in 3.5% of E-Ld-treated and 4.1% of Ld-treated patients. Fatal infections were reported
in 2.5% and 2.2% of E-Ld- and Ld-treated patients.

Opportunistic infections were reported in 22% of patients in the E-Ld arm and 12.9% of patients
in the Ld arm. Fungal infections occurred in 9.7% of patients in the E-Ld arm and 5.4% of
patients in the Ld arm. Herpes zoster was reported in 13.5% of patients treated with E-Ld and
6.9% of patients treated with Ld. Monitor patients for development of infections and treat
promptly.
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5.3 Second Primary Malignancies

In a clinical trial of patients with multiple myeloma (N=635), invasive second primary
malignancies (SPM) have been observed in 9.1% of patients treated with E-Ld and 5.7% of
patients treated with Ld. The rate of hematologic malignancies were the same between E-Ld and
Ld treatment arms (1.6%). Solid tumors were reported in 3.5% and 2.2% of E-Ld- and Ld-treated
patients, respectively. Skin cancer was reported in 4.4% and 2.8% of patients treated with E-Ld
and Ld, respectively. Monitor patients for the development of second primary malignancies.

54 Hepatotoxicity

Elevations in liver enzymes (aspartate transaminase/alanine transaminase [AST/ALT] greater
than 3 times the upper limit, total bilirubin greater than 2 times the upper limit, and alkaline
phosphatase less than 2 times the upper limit) consistent with hepatotoxicity were reported in
2.5% and 0.6% of E-Ld- and Ld-treated patients in a clinical trial of patients with multiple
myeloma (N=635). Two patients experiencing hepatotoxicity were not able to continue
treatment; however, 6 out of 8 patients had resolution and were able to continue treatment.
Monitor liver enzymes periodically. Stop EMPLICITI upon Grade 3 or higher elevation of liver
enzymes. After return to baseline values, continuation of treatment may be considered.

5.5 Interference with Determination of Complete Response

EMPLICITI is a humanized IgG kappa monoclonal antibody that can be detected on both the
serum protein electrophoresis (SPEP) and immunofixation (IFE) assays used for the clinical
monitoring of endogenous M-protein [see Drug Interactions (7.2)]. This interference can impact
the determination of complete response and possibly relapse from complete response in patients
with IgG kappa myeloma protein.

6 ADVERSE REACTIONS

The following adverse reactions are described in detail in other sections of the label:

e Infusion reaction [see Warnings and Precautions (5.1)].

e Infections [see Warnings and Precautions (5.2)].

e Second Primary Malignancies [see Warnings and Precautions (5.3)].

e Hepatotoxicity [see Warnings and Precautions (5.4)].

e Interference with determination of complete response [see Warnings and Precautions (5.5)].
6.1 Clinical Trials Experience

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

The safety data described in this section are based on a randomized, open-label clinical trial in
patients with previously treated multiple myeloma. In this study, EMPLICITI 10 mg/kg was

7
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administered with lenalidomide and dexamethasone [see Clinical Studies (14)]. For adverse
reaction evaluation, EMPLICITI combined with lenalidomide and dexamethasone was compared
with lenalidomide and dexamethasone alone.

The mean age of the population was 66 years and 57% of patients were 65 years of age or older.
Sixty percent (60%) of the population were male, 84% were white, 10% were Asian, and 4%
were black. The Eastern Cooperative Oncology Group (ECOG) performance status was 0 in
47%, 1 in 44%, and 2 in 9% of patients.

These data reflect exposure of 318 patients to EMPLICITI and 317 to control with a median
number of cycles of 19 for EMPLICITI and 14 for control.

Serious adverse reactions were reported in 65.4% of patients treated on the EMPLICITI arm and
56.5% for patients treated on the control arm. The most frequent serious adverse reactions in the
EMPLICITI arm compared to the control arm were: pneumonia (15.4% vs. 11%), pyrexia (6.9%
vs. 4.7%), respiratory tract infection (3.1% vs. 1.3%), anemia (2.8% vs. 1.9%), pulmonary
embolism (3.1% vs. 2.5%), and acute renal failure (2.5% vs. 1.9%).

The proportion of patients who discontinued any component of the treatment regimen due to
adverse reactions as listed below was similar for both treatment arms; 6.0% for patients treated
on the EMPLICITI arm and 6.3% for patients treated on the control.

Adverse reactions occurring at a frequency of 10% or higher in the EMPLICITI arm and 5% or
higher than the lenalidomide and dexamethasone arm for the randomized trial in multiple
myeloma are presented in Table 4.
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Table 4: Adverse Reactions with a 10% or Higher Incidence for EMPLICITI-
Treated Patients and a 5% or Higher Incidence than Lenalidomide
and Dexamethasone-Treated Patients [All Grades]

EMPLICITI + Lenalidomide and
Lenalidomide and Dexamethasone
Dexamethasone
N=318 N=317

Primary Term All Grades Grade 3/4 All Grades Grade 3/4
Fatiguex 61.6 12.6 51.7 11.7
Diarrhea 46.9 5.0 36.0 4.1
Pyrexia 37.4 2.5 24.6 2.8
Constipation 355 1.3 27.1 0.3
Cough' 343 0.3 18.9 0
Peripheral Neuropathyi 26.7 3.8 20.8 22
Nasopharyngitis 24.5 0 19.2 0
Upper Respiratory Tract Infection 22.6 0.6 17.4 1.3
Decreased Appetite 20.8 1.6 12.6 1.3
Pneumonia® 20.1 14.2 14.2 9.5
Pain in Extremities 16.4 0.9 10.1 0.3
Headache 15.4 0.3 7.6 0.3
Vomiting 14.5 0.3 8.8 0.9
Weight Decreased 13.8 1.3 6.0 0
Lymphopenia 13.2 8.8 6.9 3.2
Cataracts 11.9 6.3 6.3 2.8
Oropharyngeal Pain 10.1 0 4.4 0

* The term fatigue is a grouping of the following terms: fatigue and asthenia.

" The term cough is a grouping of the following terms: cough, productive cough, and upper airway cough.
b3

The term peripheral neuropathy is a grouping of the following terms: peripheral neuropathy, axonal neuropathy,
peripheral motor neuropathy, peripheral sensory neuropathy, and polyneuropathy.

The term pneumonia is a grouping of the following terms: pneumonia, atypical pneumonia, bronchopneumonia,
lobar pneumonia, bacterial pneumonia, fungal pneumonia, pneumonia influenza, and pneumococcal pneumonia.

Other clinically important adverse reactions reported in patients treated with EMPLICITI that did
not meet the criteria for inclusion in Table 4 but occurred at a frequency of 5% or greater in the
EMPLICITI group and at a frequency at least twice the control rate for the randomized trial in
multiple myeloma are listed below:

General disorders and administration site conditions: chest pain
Immune system disorders: hypersensitivity

Nervous system disorders: hypoesthesia
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Psychiatric disorders: mood altered
Skin and subcutaneous tissue disorders: night sweats

Laboratory abnormalities worsening from baseline and occurring at a frequency of 10% or
higher in the EMPLICITI group and 5% or higher than the lenalidomide and dexamethasone
group (criteria met for all Grades or Grade 3/4) for the randomized trial in multiple myeloma are
presented in Table 5.

Table 5: Laboratory Abnormalities Worsening from Baseline and with a 10%
or Higher Incidence for EMPLICITI-Treated Patients and a 5%
Higher Incidence than Lenalidomide and Dexamethasone-Treated
Patients [Criteria met for All Grades or Grade 3/4]

EMPLICITI + Lenalidomide and
Lenalidomide and Dexamethasone
Dexamethasone
N=318 N=317
Laboratory Parameter All Grades Grade 3/4 All Grades Grade 3/4
Hematology
Lymphopenia 99.4 76.7 98.4 48.7
Leukopenia 90.6 324 88.3 25.6
Thrombocytopenia 83.6 19.2 77.8 20.3
Liver and Renal Function Tests
Hypoalbuminemia 73.3 3.9 65.6 23
Elevated Alkaline Phosphatase 38.7 1.3 29.8 0
Chemistry
Hyperglycemia 89.3 17.0 85.4 10.2
Hypocalcemia 78.0 11.3 76.7 4.7
Low Bicarbonate 62.9 0.4 45.1 0
Hyperkalemia 32.1 6.6 22.2 1.6

Vital sign abnormalities were assessed by treatment arm for the randomized trial in multiple
myeloma and are presented in Table 6. Percentages are based on patients who had at least one
on-treatment vital sign abnormality any time during the course of therapy.
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Table 6: Vital Sign Abnormalities

EMPLICITI + Lenalidomide and
Lenalidomide and Dexamethasone
Dexamethasone
N=318 N=317

Vital Sign Parameter % %
Systolic Blood Pressure >160 mmHg 333 20.9
Diastolic Blood Pressure >100 mmHg 17.3 11.7
Systolic Blood Pressure <90 mmHg 28.9 8.2
Heart Rate 2100 bpm 47.8 29.7
Heart Rate <60 bpm 66 313

6.2 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity to EMPLICITL

Of 390 patients across four clinical studies who were treated with EMPLICITI and evaluable for
the presence of anti-product antibodies, 72 patients (18.5%) tested positive for treatment-
emergent anti-product antibodies by an electrochemiluminescent (ECL) assay. In 63 (88%) of
these 72 patients, anti-product antibodies occurred within the first 2 months of the initiation of
EMPLICITI treatment. Anti-product antibodies resolved by 2 to 4 months in 49 (78%) of these
63 patients. Neutralizing antibodies were detected in 19 of 299 patients in the randomized trial in
multiple myeloma. The detection of antibody formation is highly dependent on the sensitivity
and specificity of the assay. Additionally, the observed incidence of antibody (including
neutralizing antibody) positivity in an assay may be influenced by several factors including assay
methodology, sample handling, timing of sample collection, concomitant medications, and
underlying disease. For these reasons, comparison of incidence of antibodies to EMPLICITI with
the incidences of antibodies to other products may be misleading.

7 DRUG INTERACTIONS

71 Drug Interactions

No formal drug-drug interaction studies have been conducted with EMPLICITI. However,
EMPLICITI is used in combination with lenalidomide and dexamethasone. Refer to the
prescribing information for those products for important drug-drug interactions.

7.2 Laboratory Test Interference

EMPLICITI may be detected in the SPEP and serum immunofixation assays of myeloma
patients and could interfere with correct response classification. A small peak in the early gamma
region on SPEP that is IgGK on serum immunofixation may potentially be attributed to
EMPLICITI, particularly in patients whose endogenous myeloma protein is IgA, IgM, IgD, or
lambda light chain restricted. This interference can impact the determination of complete
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response and possibly relapse from complete response in patients with IgG kappa myeloma
protein [see Warnings and Precautions (5.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no studies with EMPLICITI with pregnant women to inform any drug associated risks.
Animal reproduction studies have not been conducted with elotuzumab.

EMPLICITI is administered in combination with lenalidomide and dexamethasone.
Lenalidomide can cause embryo-fetal harm and is contraindicated for use in pregnancy. Refer to
the lenalidomide and dexamethasone prescribing information for additional information.
Lenalidomide is only available through a REMS program.

The background risk in the U.S. general population of major birth defects is 2% to 4% and of
miscarriage is 15% to 20% of clinically recognized pregnancies.

8.2 Lactation

Risk Summary

There is no information on the presence of EMPLICITI in human milk, the effect on the breast-
fed infant, or the effect on milk production. Because of the potential for serious adverse reactions
in breast-fed infants from elotuzumab administered with lenalidomide/dexamethasone,
breastfeeding is not recommended. Refer to the lenalidomide and dexamethasone prescribing
information for additional information.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Refer to the lenalidomide labeling for pregnancy testing requirements prior to initiating treatment
in females of reproductive potential.

When EMPLICITI is used with lenalidomide, there is a risk of fetal harm, including severe life-
threatening human birth defects associated with lenalidomide, and the need to follow
requirements regarding pregnancy avoidance, including testing.

Contraception

Refer to the lenalidomide labeling for contraception requirements prior to initiating treatment in
females of reproductive potential and males.

Lenalidomide is present in the blood and semen of patients receiving the drug. Refer to the
lenalidomide full prescribing information for requirements regarding contraception and the
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prohibitions against blood and/or sperm donation due to presence and transmission in blood
and/or semen and for additional information.

8.4 Pediatric Use

Safety and effectiveness have not been established in pediatric patients.

8.5 Geriatric Use

Of the 646 patients across treatment groups in the randomized trial in multiple myeloma, 57%
were 65 years of age or older; the number of patients 65 years or older was similar between
treatment groups. No overall differences in efficacy or safety were observed between patients 65
years or older and younger patients (less than 65 years of age).

10 OVERDOSAGE

The dose of EMPLICITI at which severe toxicity occurs is not known. EMPLICITI does not
appear to be removed by dialysis as determined in a study of patients with renal impairment.

In case of overdosage, monitor patients closely for signs or symptoms of adverse reactions and
institute appropriate symptomatic treatment.

11 DESCRIPTION

Elotuzumab is a humanized recombinant monoclonal antibody directed to SLAMF7, a cell
surface glycoprotein. Elotuzumab consists of the complementary determining regions (CDR) of
the mouse antibody, MuLuc63, grafted onto human IgGl heavy and kappa light chain
frameworks. Elotuzumab is produced in NSO cells by recombinant DNA technology.
Elotuzumab has a theoretical mass of 148.1 kDa for the intact antibody.

EMPLICITI (elotuzumab) is a sterile, nonpyrogenic, preservative-free lyophilized powder that is
white to off-white, whole or fragmented cake in single-dose vials. EMPLICITI for Injection is
supplied as 300 mg per vial and 400 mg per vial and requires reconstitution with Sterile Water
for Injection, USP (13 mL and 17 mL, respectively) to obtain a solution with a concentration of
25 mg/mL. After reconstitution, each vial contains overfill to allow for withdrawal of 12 mL
(300 mg) and 16 mL (400 mg). The reconstituted solution is colorless to slightly yellow, clear to
slightly opalescent. Prior to intravenous infusion, the reconstituted solution is diluted with
230 mL of either 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, USP [see
Dosage and Administration (2.4)].

Each 300 mg single-dose vial of EMPLICITI also contains the following inactive ingredients:
citric acid monohydrate (2.44 mg), polysorbate 80 (3.4 mg), sodium citrate (16.6 mg), and
sucrose (510 mg).

Each 400 mg single-dose vial of EMPLICITI also contains the following inactive ingredients:
citric acid monohydrate (3.17 mg), polysorbate 80 (4.4 mg), sodium citrate (21.5 mg), and
sucrose (660 mg).
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12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

Elotuzumab is a humanized IgG1 monoclonal antibody that specifically targets the SLAMF7
(Signaling Lymphocytic Activation Molecule Family member 7) protein. SLAMF7 is expressed
on myeloma cells independent of cytogenetic abnormalities. SLAMF7 is also expressed on
Natural Killer cells, plasma cells, and at lower levels on specific immune cell subsets of
differentiated cells within the hematopoietic lineage.

Elotuzumab directly activates Natural Killer cells through both the SLAMF7 pathway and Fc
receptors. Elotuzumab also targets SLAMF7 on myeloma cells and facilitates the interaction
with Natural Killer cells to mediate the killing of myeloma cells through antibody-dependent
cellular cytotoxicity (ADCC). In preclinical models, the combination of elotuzumab and
lenalidomide resulted in enhanced activation of Natural Killer cells that was greater than the
effects of either agent alone and increased anti-tumor activity in vitro and in vivo.

12.2 Pharmacodynamics

Cardiac Electrophysiology

EMPLICITI does not prolong the QT interval to any clinically relevant extent in combination
with lenalidomide and dexamethasone at the recommended dose or as monotherapy (at a dose 2
times the recommended dose).

12.3 Pharmacokinetics

Elotuzumab exhibits nonlinear pharmacokinetics (PK) resulting in greater than proportional
increases in area under the concentration-time curve (AUC) indicative of target-mediated
clearance. The administration of the recommended 10 mg/kg EMPLICITI regimen in
combination with lenalidomide/dexamethasone is predicted to result in geometric mean (CV%)
steady-state trough concentrations of 194 ug/mL (52%).

Elimination: The clearance of elotuzumab decreased from a geometric mean (CV%) of 17.5
(21.2%) to 5.8 (31%) mL/day/kg with an increase in dose from 0.5 (i.e., 0.05 times the
recommended dosage) to 20 mg/kg (i.e., 2 times the recommended dosage). Based on a
population PK model, when elotuzumab is given in combination with lenalidomide and
dexamethasone, approximately 97% of the maximum steady-state concentration is predicted to
be eliminated with a geometric mean (CV%) of 82.4 (48%) days.

Specific Populations

Clinically significant differences were not observed in the pharmacokinetics of elotuzumab
based on age (37-88 years), gender, race, baseline LDH, albumin, renal impairment ranging from
mild to severe (creatinine clearance (CLcr) 15 to 89 mL/min) renal impairment, end-stage renal
disease (CLcr less than 15 mL/min) with or without hemodialysis, and mild (NCI-CTEP) hepatic

14

Reference ID: 3853154



impairment. The pharmacokinetics of elotuzumab in patients with moderate to severe hepatic
impairment is unknown.

Body weight: The clearance of elotuzumab increased with increasing body weight supporting a
weight-based dose.

13 NONCLINICAL TOXICOLOGY

131 Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity or mutagenicity data are available for elotuzumab in animals or humans.
Fertility studies have not been performed for elotuzumab.

14 CLINICAL STUDIES

The efficacy and safety of EMPLICITI in combination with lenalidomide and dexamethasone
were evaluated in a randomized, open-label trial in patients with multiple myeloma who had
received one to three prior therapies and had documented progression following their most recent
therapy.

Eligible patients were randomized in a 1:1 ratio to receive either EMPLICITI in combination
with lenalidomide and low-dose dexamethasone or lenalidomide and low-dose dexamethasone.
Treatment was administered in 4-week cycles until disease progression or unacceptable toxicity.
EMPLICITI 10 mg/kg was administered intravenously each week for the first 2 cycles and every
2 weeks thereafter. Prior to EMPLICITI infusion, dexamethasone was administered as a divided
dose: an oral dose of 28 mg and an intravenous dose of 8 mg. In the control group and on weeks
without EMPLICITI, dexamethasone 40 mg was administered as a single oral dose weekly.
Lenalidomide 25 mg was taken orally once daily for the first 3 weeks of each cycle. Assessment
of tumor response was conducted every 4 weeks.

A total of 646 patients were randomized to receive treatment: 321 to EMPLICITI in combination
with lenalidomide and low-dose dexamethasone and 325 to lenalidomide and low-dose
dexamethasone.

Demographics and baseline disease characteristics were balanced between treatment arms. The
median age was 66 years (range, 37-91); 57% of patients were 65 years or older; 60% of patients
were male; whites comprised 84% of the study population, Asians 10%, and blacks 4%. The
ECOG performance status was 0 in 47%, 1 in 44%, and 2 in 9% of patients, and ISS Stage was |
in 43%, I in 32%, and III in 21% of patients. The cytogenetic categories of del 17p and t(4;14)
were present in 32% and 9% of patients, respectively. The median number of prior therapies was
2. Thirty-five percent (35%) of patients were refractory (progression during or within 60 days of
last therapy) and 65% were relapsed (progression after 60 days of last therapy). Prior therapies
included stem cell transplant (55%), bortezomib (70%), melphalan (65%), thalidomide (48%),
and lenalidomide (6%).
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The efficacy of EMPLICITI was evaluated by progression-free survival (PFS) as assessed by
hazard ratio, and overall response rate (ORR) as determined by a blinded Independent Review
Committee using the European Group for Blood and Marrow Transplantation (EBMT) response
criteria. Efficacy results are shown in Table 7 and Figure 1. The median number of treatment
cycles was 19 for the EMPLICITI group and 14 for the comparator arm with a minimum follow-

up of two years.

Table 7: Efficacy Results
EMPLICITI + Lenalidomide/
Lenalidomide/ Dexamethasone
Dexamethasone
N=321 N=325
PFS

Hazard Ratio [95% CI]

Stratified log-rank test p-value*
Median PFS in months [95% CI]
Response

Overall Response (ORR)T n (%)
[95% CI]

p—Value'Jp

Complete Response (CR + SCR)T’§ n (%)

Very Good Partial Response (VGPR)T n (%)

Partial Response (PR)T n (%)

0.70 [0.57, 0.85]

0.0004
19.4[16.6, 22.2] 14.9[12.1, 17.2]
252 (78.5) 213 (65.5)
[73.6, 82.9] [60.1, 70.7]
0.0002
14 (4.4) 24 (74)
91 (28.3) 67 (20.6)
147 (45.8) 122 (37.5)

* p-value based on the log-rank test stratified by B2 microglobulins (<3.5 mg/L vs >3.5 mg/L), number of prior
lines of therapy (1 vs 2 or 3), and prior immunomodulatory therapy (no vs prior thalidomide only vs other).

t European Group for Blood and Marrow Transplantation (EBMT) criteria.
p-value based on the Cochran-Mantel-Haenszel chi-square test stratified by B2 microglobulins (<3.5 mg/L vs
>3.5 mg/L), number of prior lines of therapy (1 vs 2 or 3), and prior immunomodulatory therapy (no vs prior

thalidomide only vs other).

Complete response (CR) + stringent complete response (sCR).

electrophoresis assay may interfere with correct response classification [see Drug Interactions (7)].

Reference ID: 3853154

EMPLICITI’s interference with the assessment of myeloma protein with immunofixation and serum protein
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Figure 1: Progression-Free Survival
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The 1- and 2-year rates of PFS for EMPLICITI in combination with lenalidomide and
dexamethasone treatment were 68% and 41%, respectively, compared with 57% and 27%,
respectively, for lenalidomide and dexamethasone treatment.

At the time of the interim analysis, there were 94 (29%) deaths in the EMPLICITI in
combination with lenalidomide and dexamethasone study arm compared to 116 (36%) in the
lenalidomide and dexamethasone study arm.
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16 HOW SUPPLIED/STORAGE AND HANDLING
EMPLICITI (elotuzumab) is white to off-white lyophilized powder available as follows:

Carton Content NDC
One 300 mg single-dose vial 0003-2291-11
One 400 mg single-dose vial 0003-4522-11

Store EMPLICITI under refrigeration at 2°C to 8°C (36°F-46°F). Protect EMPLICITI from light
by storing in the original package until time of use. Do not freeze or shake.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Infusion Reactions

e EMPLICITI may cause infusion reactions. Advise patients to contact their healthcare
provider if they experience signs and symptoms of infusion reactions, including fever, chills,
rash, or breathing problems within 24 hours of infusion [see Warnings and Precautions

(5.1)].

e Advise patients that they will be required to take the following oral medications prior to
EMPLICITI dosing to reduce the risk of infusion reaction [see Dosage and Administration

(2.2)]:

e Dexamethasone orally as prescribed

e HI blocker: diphenhydramine or equivalent (if oral)
e H2 blocker: ranitidine or equivalent (if oral)

e Acetaminophen (650-1000 mg orally)

Pregnancy

e Advise patients that lenalidomide has the potential to cause fetal harm and has specific
requirements regarding contraception, pregnancy testing, blood and sperm donation, and
transmission in sperm. Lenalidomide is only available through a REMS program [see Use in
Specific Populations (8.1)].

Infections

e Inform patients of the risk of developing infections during treatment with EMPLICITI, and to
report any symptoms of infection [see Warnings and Precautions (5.2)].

Second Primary Malignancies

e Inform patients of the risk of developing SPM during treatment with EMPLICITI [see
Warnings and Precaution (5.3)].
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Hepatotoxicity

e Inform patients of the risk of hepatotoxicity during treatment with EMPLICITI and to report
any signs and symptoms associated with this event to their healthcare provider for evaluation
[see Warnings and Precautions (5.4)].

Manufactured by:
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

U.S. License No. 1713

1343639 Issued November 2015
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Patient Information
EMPLICITI™ (em-plis-city)
(elotuzumab)
for injection

EMPLICITI is used with two other prescription medicines called REVLIMID® (lenalidomide) and
dexamethasone. Read the Medication Guide that comes with REVLIMID. You can ask your healthcare
provider or pharmacist for information about dexamethasone.

What is EMPLICITI?

EMPLICITI is a prescription medicine used to treat multiple myeloma in combination with the medicines
REVLIMID (lenalidomide) and dexamethasone in people who have received one to three prior treatments
for their multiple myeloma.

It is not known if EMPLICITI is safe and effective in children.

Before you receive EMPLICITI, tell your healthcare provider about all of your medical conditions,
including if you:

e have an infection

e are pregnant or plan to become pregnant. It is not known if EMPLICITI may harm your unborn baby.

However, REVLIMID may cause birth defects or death of an unborn baby.

o Before receiving EMPLICITI with REVLIMID and dexamethasone, females and males must
agree to the instructions in the REVLIMID REMS program. The REVLIMID REMS program
has specific requirements about birth control (contraception), pregnancy testing, blood
donation, and sperm donation that you need to know. Talk to your healthcare provider to
learn more about REVLIMID.

e are breastfeeding or plan to breastfeed. It is not known if EMPLICITI passes into breast milk. You
should not breastfeed during treatment with EMPLICITI and REVLIMID and dexamethasone.

e Tell your healthcare provider about all the medicines you take, including prescription and over-
the-counter medicines, vitamins, and herbal supplements.

How will | receive EMPLICITI?
e EMPLICITI will be given to you by intravenous (IV) infusion into your vein.

e Your EMPLICITI treatment schedule is divided into cycles that are 28 days (4 weeks) long. A cycle
includes the number of days you are on treatment and also the time you spend resting in between
treatments.

e EMPLICITI with REVLIMID and dexamethasone is usually given as follows:
o Cycles 1 and 2 (28 days per cycle), you will receive EMPLICITI one time every week.
o Cycles 3 and up (28 days per cycle), you will receive EMPLICITI one time every 2 weeks.

e Your healthcare provider will decide how many treatments you will receive.

e Before every EMPLICITI infusion, you will receive medicines to help reduce the risk of infusion
reactions.

e [f you miss any appointments call your healthcare provider as soon as possible.
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What are the possible side effects of EMPLICITI?
EMPLICITI may cause serious side effects, including:

Infusion reactions. Infusion reactions can happen during your infusion or within 24 hours after your
infusion of EMPLICITI. Your healthcare provider will give you medicines before each infusion of
EMPLICITI to help reduce the risk of an infusion reaction.

If you have an infusion reaction while receiving EMPLICITI, your healthcare provider will slow or stop
your infusion and treat your reaction. If you have a severe infusion reaction, your healthcare provider
may stop your treatment completely. Tell your healthcare provider or get medical help right away if
you have any of these symptoms after your infusion with EMPLICITI:

o fever o trouble breathing
o chills o dizziness
o rash o light-headedness

Infections. People with multiple myeloma who receive EMPLICITI with REVLIMID and
dexamethasone may develop infections that can be serious. Tell your healthcare provider right away
if you have any signs and symptoms of an infection, including:

o fever o shortness of breath
o flu-like symptoms o burning with urination
o cough o a painful skin rash

Risk of new cancers (malignancies). People with multiple myeloma who receive EMPLICITI with
REVLIMID and dexamethasone have a risk of developing new cancers. Talk with your healthcare
provider about your risk of developing new cancers if you receive EMPLICITI. Your healthcare
provider will check you for new cancers during your treatment with EMPLICITI.

Liver problems. EMPLICITI may cause liver problems. Your healthcare provider will do blood tests
to check your liver during treatment with EMPLICITI. Tell your healthcare provider if you have signs
and symptoms of liver problems, including: tiredness, weakness, loss of appetite, yellowing of your
skin or eyes, color changes in your stools, confusion, or swelling of the stomach area.

The most common side effects of EMPLICITI include:

fatigue e numbness, weakness, tingling, or burning pain in your arms or legs
diarrhea e sore throat or runny nose

fever ® upper respiratory tract infection

constipation e decreased appetite

cough ® pneumonia

These are not all of the possible side effects of EMPLICITI.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-
1088.

You may also report side effects to Bristol-Myers Squibb at 1-800-721-5072.

General information about the safe and effective use of EMPLICITI

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet.
You can ask your pharmacist or healthcare provider for information about EMPLICITI that is written for
health professionals.
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What are the ingredients of EMPLICITI?

Active ingredient: elotuzumab

Inactive ingredients: citric acid monohydrate, polysorbate 80, sodium citrate, sucrose
For more information, call 1-844-EMPLICITI (844-367-5424) or visit EMPLICITI.com.

EMPLICITI is a trademark of Bristol-Myers Squibb Company.
REVLIMID is a registered trademark and REVLIMID REMS is a trademark of Celgene Corporation.

Manufactured by: Bristol-Myers Squibb Company, Princeton, NJ 08543 USA
U.S. License No. 1713

This Patient Information has been approved by the U.S. Food and Drug Administration. Issued November 2015

1343639
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>1.5~3xULN, AST fEiZfHH72\) KOVEE (TB>3xULN., AST fHIZRIH2\) oBEFIzH>WTIT
MEt LTy (5.2 HEBR) |

#5-5ik
Empliciti (3§ RN G- TH 5.

VAR K O R L 7= Empliciti ¥ O 5-1%. 0.5 mL/min O#53#HE CRMGT 5, DRMENBAF 7254
F2WRTERBVEGHEEZEENICET DN TES, EEGHEEIL, 5mL/min 282720
N R

=z 2: Empliciti O3 53
il S i b W HE
0~30 47 0.5 mL/min 0~30 47 3 mL/min
30~60 77 1 mL/min >30 47 4 mL/min* 5 mL/min*
>60 47 2 mL/min* - -

* B ERETTHET, ZOREEMERT D, BREOKREICH X528, K LRFE TR TT 5,
BeH-ai1D Empliciti OFEME L O FRIZOWTIL, 6.6 HASHRTHZ &,

43 HR

ARG XIE 6.1 ISR SNz F ORIk L CREUE D EEED & 2 B4,
TRIEBHARATIZ . Empliciti & FHT 2 T X COEF OB E LSBT HZ &,

44 BERHIREEROCHEMAEOER

Infusion reaction

Infusion reaction iZ, = v Y A= 7 &L INTZEBHFICBVWTRESN TS (A8HEH) |

Empliciti #5712, 7V A % ' HL#EHIEE, H2 #5538 )% OY paracetamol ORHEHEA1TH 2 & [4.2
H (AifesE) =] . Infusion reaction OFETLRIIFRE A TO RN T2BETEN -T2,

Grade 2 L E@ infusion reaction DJEdR AN E U 72354 Empliciti O 54 I L, @872 5209 O
FR B2 05 2 &, Empliciti e 58 T2056 2B M% E T, "M A AT A 23007 LICE=
XY 7322 &, Infusion reaction MJERRAY (Grade 1 LA FIZ) [BIE34UIX, Empliciti O$¢ 5% F1H]
B 0.5 mL/min THEBA$ 5 Z &8 T& 5, Infusion reaction DIEIRAFHFE L7 T UL, #E5HE % 30
TR ET T, & SmU/min £ TR TR [421H (BE5H1E) ]



1.6.4 BRINBLTAHEZE (FOER) 2nd-line MM
BMS-901608 elotuzumab

i 6H C EE @ infusion reaction 23 U7-85A . Empliciti #E1E D KGR 728 1k K OB SALE 2 3595 =
ENR®H D, BT @ infusion reaction 2 F8HL L 7= B3 1% L CiX, Empliciti O 53 E %2
JFC, BRRICE=X ) T LBR BTN TED 42 (BEHE) 5H]

Empliciti & O 0fFH 3 O H S8

Empliciti (20 5RAI & GEH L THA S5, L2 - T, o FANTE B &5 68 4412 Empliciti
BERIE IS T S5, TREBHAARTIC . Empliciti & BT 5T X TOEK OB GAREZ BB+ 5 =
ko

%

JERYIE

2 E RIE RS DR T, iR A2 &0 X CORYYE DR ELZ A Empliciti £ 58 TrEiho
72 (48ITHZBM) , BEET=HX Y T L, BEYYEL SRR CEIT D 2 &,

—WEED A (SPMs)

ZRMEERIEERE 250512, VY R REOT %A X 02 Empliciti Z20FH L7=fEE LU R
I REOT XY AL R R A i U2 BRRSER GRBR 1) TIX. SPMs, FRICEIER K OFER
CE R S O3 BRI, Empliciti %G5 HED TN Em -7 (A8THESM) , SPMs I LU R RORE
WWBERL WA ZERMBENTEY, LU FI RORZERIT, LT U R FERTHHRAZ Y &
HREXVH LT U R REOT P A XY 02 Empliciti 20 L7=2BECTE 0 o 72, MRS A DB
I 2 OB GHMCRI%E CTH-oTm, IRENPAORBUCEAL TEEEET=X Y 7 T52 L,

45 MoK E OMEERKRZEOMOFEEIER

FEWFE AAE R BUERIL SR L CuWhevy, Empliciti 1, & MEE/ 7o —F LHRTH LT, Fhonm
—2 P450 (CYP) BEs272 & OIEMMREHEERE TR S v & PlllE i, RRFERE LA L 5 2
AU D OEESE ORRLE X IXFHE I, Empliciti D3P EIHEIC R Z RITS 2 W2 ER RIS D,

Empliciti 1%, ‘B#iEEE 2T 2 MiEREAEXVKENE (SPEP) KNG REFEEE THRIESND 2
ENRHY | IELWR AT 5 RN H 5, BEOMETICT 0y X~ 708 FET % & SPEP
THY y /NS e —7 (MEREEE T IgGR) DR ESND ZERH D, ZOTHIX
IgGk "B BEIEE A 5R0 B BEF 21T 5 complete response Dk7E K O complete response 7> & O
FEOHEIHEBEEHEZ Db D,

TR EEETREIE— 7 St SN 56. 2 7 v — sz 7 a7 ) o fUE O ATREME % BRAh 5
LTk,

TRBALARTIC . Empliciti L OFHT 2T X CToOEFOR M EL ST HZ L,
4.6 AFERR, TIRKUMEREL
TR AT RE 722 At 8 PR B O e D kELT:




1.6.4 BRINBLTAHEZE (FOER) 2nd-line MM
BMS-901608 elotuzumab

HARIERIZ L D =r Y X TR G RUNETROIRY AR rTRE 72 2P Empliciti Z6EH L7z 2 &
HEUR FTRE 72 oM I A 2h el A 92 2 &,

BYERFE O/— N T —DMER U 72356 XATAEIR FTRE TH 2 2R E 2 L T2 WigE . BIER
1% Empliciti O 5-1 . 08 5-4% 180 H BIIA RN L2425 2 &,

i

i~ T r Y X~ 7 O ARBRIZ R, =a Y X~ 7 E, EPIEEERTHDH LT Y K REOFH
TS D, EFFEMEICET 28 ERT — 21X, EE BT T L ORIMOTZDFLE L 72V, FHR
JERIZE Y =Y X T ERERLETRWRD | 442 Empliciti 2 L7222 &,

1R #BAAARTIC, Empliciti & P32 T X COFEF OB E L BT 5 Z L, Empliciti 217U K3
REPEFHT 2 L&, ZNHOEFEEET L2EEOEMEEGNTHERITE L Vol f IR~
DELDY A7 R3SV | IERR A & OBETE 2 5 CebEiE IS B3 2 BARCHE D BN H D, LT R
NiE, &5 SN BE O MK LR OREE P IR S5, P oA R OBATIC X D BEE D B,
A NTIBMOFEMERIZ OV T, "WaEZ22RT2528, LY FI FEHFHT S Empliciti %
HBREREFIX, VU NI NOMIREREE T 0 7T A& ESFT 50BN H D,

25,

TV A IR PICBIT L2 E FHlsND, munYyX<7 @3 LT Y R FEfIRESND
&b, AT LT R FEHOZOIChIETHZ L,

HEREBE
T R T DR~ DA T 2RI STV, Lo T BHER O L
47 ERERUHERERERESIC RIS TS

WG SHZEWERICES < & Empliciti 10EHE & OFEIRIERE NIC B Z MIFS 20 ETHISN S,
Infusion reactions % Z8 8L U 72 FBF 121, BRI T 5 £ CTilfin &k OB EZ 1TV X 5 128 S
T5HZ &,

4.8  EIEA

TR T a7 7 A )L DFEK

T Y X7 ORET =21, 6 EOMKRERZ JFE LT- &6t 554 Blo 2R BilEES [V Y
B RROFRY ALYV EGHLTma Y Xv T 5 5 LB @5LHD) | RLTY I TROF
FHPRAZY AL TCmn Y AT &b Lo BE (10361) 1 oF =2 &S EFHii Lz, K
OREERIEE~ 5K (Grade1 Xid2) Thotk,

TRV A T ERGHICEBLT 5RO H Dk b EEREWEN & L THRE® 5,



1.6.4 BRONELSAEEED (FnER) 2nd-line MM
BMS-901608 elotuzumab

T Y AT AERHEEORER (BE O 10%BICHEE) 1X. EAILED Kt TR, #kiE
B, ENNEEZS, WEEk, gk, bBRGERYE. U 2 oSERBME K MK E D T o 72,

BIEH O —F#R

6 fEDEFIKER T 0 Y X~ 7 &b L7 2R M E fiE RS 554 Pl ilE SNT-FRD H b, AFD
EEII ﬁzﬁqé?%\g \_/Tﬁ‘o

NS ORIWER % E B R SFEAR M OBEE RN R T, BEIXLLTO X ICER Lz EFICEEE
(/10 LA k) | @sEE (17100 LA E 1/10 AG) . ARAEEE (1/1,000 DL L 1/100 R%5) . F4u (1/10,000
PLE 1/1,000 #5m) . FEFICE 4L (1/10,000 AKfiwi) M OARH (FIHFREZ2 T — Z D BITHEEART])



1.6.4 BRONELGEEE (FnaR) 2nd-line MM
BMS-901608 elotuzumab
* 3: Empliciti Z#5 L 7= 2R EFHEESBE 21T 5 BIEA
FHERIKS BIYEA SERDOEE Grade 3/4 DHEEE
RIS L OV B RIS @ FEH I A A
PSS FEH T b W& L
itz FEH T e FEH | A
ERGE Y FEF AR i A
I L OV Y 2R R U BRI E © T S e
SESERIEE TFT7 4 TxR G | AR (A
W EUE e A B2
rErhlEE K ZAE AR s L
PERE R SER FEHI AR
SR SRR 1A B B2
1 B TRED IR AR e e
%%%‘%%%Imm%@‘ nzfk @ T B A B
a H EENF R R e WERL
=y T I e SR
S5 L OV ikl 2 Bt 1A WS L
—M - PIEFL IO Jape e A s A
PELGEBNL D YE :
W 55 I A B
FEEN R S e
VS aN REPRAD HH A A B2
%E\ o L MEGE | TEAICHE D O e SR e SR
NE

a
b

c
d

RBR 1 (RN E R

WIIEZ NIUTOREEZE Db 0TH S HIESE ., AR~ LR TNV R T A )L ALY,

) I FOMGEEZ L Db D TH D  ilige, B, &M%k,

BN, A v 7 xR B Ol S BREA MER 2%
(Y ERBAME) IUTOMFEEZET « U o EKBAHER O oS ERERAD
Mgk (ZLLF O FE A S e o Gk, BRSO OF L KOE AE A

ERS OF J1eR

RIEVERTZE A VEATZ% |

LU R REORT I A%V L0 L7z Empliciti O# 5

(N=318) &L F VU K REOTFH A XV o 0fkh (N=317) %3 2EKRER] (2B 2RIE
(4 Grade }2 O* Grade 3/4) DIgEFEAHIER ORBLFEEFK 4 1TR7,



1.6.4 FRMELTHEE (Fian) 2nd-line MM
BMS-901608 elotuzumab
= 4: BIVEROBBHEERORER (LT Y FI FRUOTIFH AV UH6H
Empliciti I 5EBEX LT U FI FROTFTHFI A2V UEERE) (BED
HRERBELT-BEDODEERTED)
Empliciti+1v 71U FI F LY RFIFK
BOTXHAHS v EQRTEY AL v
N=318 N=317
4 Grade Grade 3/4 4 Grade Grade 3/4
{4 B (RBE | BR (RBE | BR (RBE | BER (RHE
# /100 A ¥ /100 A g /100 A ¥ /100 A
) ) ) )
T 303 59.2 19 37 206 49.3 13 3.1
TN 220 43.0 8 1.6 116 27.7 10 2.4
I F 205 40.0 33 6.4 145 34.7 26 6.2
Az MK 2 170 33.2 1 0.2 85 20.3 - -
£ HEE 7% 151 29.5 - - 116 27.7 - -
ERGE R 129 25.2 2 0.4 95 22.7 4 1.0
U U SERIBAED | 90 17.6 65 12.7 57 13.6 31 7.4
SA 88 17.2 1 0.2 40 9.6 1 0.2
ftigs © 80 15.6 54 10.5 54 12.9 34 8.1
otk 51 10.0 5 1.0 24 5.7 3 0.7
I 2 R SE 45 8.8 - - 17 4.1 - -
IR EE D 44 8.6 4 0.8 20 4.8 - -
BT 31 6.1 - - 12 2.9 - -
oy 29 5.7 2 0.4 12 2.9 1 0.2
GRS ER R A2 I 26 5.1 18 35 12 2.9 7 1.7
TR SRR 25 4.9 1 0.2 12 2.9 - -
Sy (9 23 4.5 - - 8 1.9 - -
WBEUE 10 2.0 - - 4 1.0 1 0.2
& Tugmk) (LA T ORGEZ ST - Bk, BN M OF KB ERE,
b

o

ELE ML |

(U D SERME ] 1ZLLFOMGEZ ST« U 2 EREAMER VY oS ERERD,
iR ZLLTORGEZ £ LD bOTH S« ilik, RAMR, <& Mg, REMRTZR, MMz,
A > 7 v YRS S O BRI R AT 7%

4 TEAREZB ) IZU TOREELE LD b D ThH S HPRIESE | AEALR AR RANLR AT A L ARG,

10



1.6.4 BRINBLTAHEZE (FOER) 2nd-line MM
BMS-901608 elotuzumab

FrE DEIEH O FClk

Infusion reactions

S BRSSP & U iERRER GRUBR 1) 128\ T, infusion reactions 1%, Ai&IEEZ1TUV LT
URI RERTHH A X O LT Empliciti 285 L7-E3E (N=318) O 10%Z#E Sz

(4.4 TEHHR) |, EEEEH S FPEEEE D infusion reactions DI ERITFTR IR 21T 7270 - 72 BB T 50%i#A
Th o7, i X7z infusion reaction ™3 T23 Grade 3 L FTdh 7=, Grade 3 @ infusion reactions
ILEBFE D 1%IZBL L7=, Infusionreaction Tl b & < 5B HAVIZIERIX, FE, EEXREMETH
72, 5% HE 13 infusion reaction (2 & W Empliciti D% 5- &2 55 L (5w o dgefil 25 4y
ff) . 1% B infusion reactions (2 &V #% 5-% 1k L7=, Infusion reaction Z# B L7-EBED S 6|
70%0 i (33 il 23 fil) A3 PIIEIFEH-RFIZ infusion reaction & F& B L 7=,

Jifid% % & T EYSE DR BRI, Empliciti # 5 BEO A IBEEL 0 bEho7- (A4 TEBW) |, %M
ERERE 25 R L LARRER GRBR 1) T, BEN, LT U R REROT I A2 % 0f
F L7- Empliciti # 5-8f (N=318) ® 81.4%, L'}V K REONT F4 2 &V U EHEE (N=317) O 74.4%
(s &utz, Grade 3/4 OFEYYEIX, LU R REOT FH 2 %Y & Off L7- Empliciti £ 5-8%
D28% T, LT U R REROTHH A U BERED 243% TR b LTz, BOEM 72 EYEIL £ T,
LU R REOT XY 252 %20 L7z Empliciti #5860 25%, L7 U RI REOTFH A4
VU BRED 22%I2 G Sz, ROBEEIL, VY RI REOTIFH A2 R L
Empliciti B 58D 53T ) R REOT IV A XV U EEREI Y bEL, 22N 151% L 11.7%
T, BOEWZRERIFILENEI 0.6% & 0% Th -7,

DA (SPMs)

SPMs O FBLH X, Empliciti & G- HEO T RRHREEL V b @ o7z A4 THSH) , SREFTHERS %
W E LR RER GRABR 1) <ix, RIEMEDO SPMs 23, LU R REOT IV A XY 2GR L
7= Empliciti ¢ 5-8% (N=318) @ 6.9%, LU RI REROTFH A XY & GRE (N=317) @ 41%T
BOBNTc, ZREPAIFLT Y FIFORELEKRL WL Z RN TEY, LU FI FD
BIEIX, LT U RS REOT X AZ Y U EEHIV L TY RIFREORT I AZ Y U2 L
7= Empliciti & 5-#CTE o7z, MIRB A DRERIL 2 DOEGHFITRI%E TH -7 (1.6%) . FHE
JEESIE, LU R REOT X402 %Y %0 L7 Empliciti ¢ 5-8£D 2.5%, LU K FEOT
XY AL UBRERHO 1L9%ICHE &, IERAELEREILX. VT U R REROTIFHA XY %
OfF L 7= Empliciti # 5-8£0 3.1%, LU I REOT IV AV U HEEO 1L.6%ICHE X/,

IR A ER AU AT

11



1.6.4 BRONELSAEEED (FnER) 2nd-line MM
BMS-901608 elotuzumab

ZRMEE R 2R L UK GRBR 1) Ol EFEIRARGEL, LY R FROTF
%%&y/%%%bkamMm&ﬁﬁ(mmwcon% LU R REOT X A& o FGRE
(N=317) @ 38%IZHE STz, 7 ALY V& FEG L7cBEOR T, IEEHFIRMAREX, LU R
REOT 4 2 &> %0 L7z Empliciti 5 (E-Ld) #£D 41%, V7 VU RI REOTFHAZ Y
e E (Ld) BED 1A%ICHE Sz, TEEEIRIMASIE DR BRIL, KT~ R0 > OFhNE S %
TTolBE T, 2 P OKGHHTHEILTRY (WL b 22%) | B¥ 12 K #EHiEE &S
L7ZH#E TIX, E-Ld BEDS 0%, Ld BEAS 6.7% Th - 7=,

SESERE

TARTORFNEAE L AR, Empliciti (TI35GEFIED FTREMEN & 2.

4 (D EIRFER 17 35UV T Empliciti 2388 5 S v, o PR HUA O A EAN T R RE T db - 72 F 3 390 14
Do 5, 7241 (185%) IFERILFIEN (ECL) ZHTic X 0 &5 & OFEMEUL BB TH > 1=, R
BR 1123\ T, 299 filH 19 Bl HRIHUAS R I STz, R¥EDBFITIBV T, SRR IIE 5 7
([ZRRO B, —IEPET, 2~4 5 A TIHK Lz, RHEEHSEMB BT & ONREE — JSE M OFE R 5

PURMBUR O PEA L SRENRE. AMER VBT v 7 7 A VO 2L & ORIFEIR Z 3 B e it A
TR bR o T,

BIEA OBV OHE

AFNOKBBICEWER ORWERET A2 Z EITEETHS, UL RADORRT v bV R
TIRNT U ARGHNCE =R ) 7T 52 LN TE D, EREEESIL, 8k V ICiid Lz N RS
VAT AKX VEWERDORDN DT R TERETHZ EARRDEND,

49 BEHRE

%%1ﬁ@v%)h\%&07%%f&//%ﬁﬁbfin/Xv723mmmg@ B GEZT
TWENRD T, ABEHET, JEREZREET, BEERGICHTHREEE Lo T72h, =a Y X
~ T RIEERGET D 2 E N TE T,

GARBR TIE, BER 78 6128 20 mglkg D11 Y X~ 7 TEHMI S 4v, B SR mMEITERD bR o
7=

WEREG OE BIER OME - JERE B ICE=2 VU > 7 L, @EIZRERIEZITH 2 &,

5 EEZRRME

51 FAFRFE

HENHE  IGAEE. £ 7 m—F Bk, ATC 22— R @ REID 4T

e

T

12



1.6.4 BRINBLTAHEZE (FOER) 2nd-line MM
BMS-901608 elotuzumab

T X~ 7%, SLAMF7 (signaling lymphocyte activation molecule family 7) £ 18 % R FAOIZFE ) &
T O GERIEIEE ME19GL £/ 7 v —F AFUATH 5, SLAMFT (3, HUIGEIR A5 ICBIfR 7 <
23 E BERE ARG L S BL L T D, SLAMFT 13752 7 4% J — Ml e OVE & M, B OB
O THIfEY 7 v b, HER, BHIld, pDC OPEMIEARENAMIE) Z & el O Iaic 3B L T
WD, IEH 7R B AR M OV MR 2 A H S v e,

Ty A< 7E, SLAMF7 ¥ 7 F VR KON Fe SRR 42t LTHF 2 T 0% 7 — il & B4E
IEMEAE L. invitro I8 2 UBREIEIEE 2R S 5, —u Y X~ 7L, BHEME Eo SLAMF7
B E L, TF 2T 0% 7 —flu s O AEERZTTE L T, FuRMKFEEMREE (ADCC) |
EBENEAI 2 %59 %, FEMRETVICBN T, =u Y X< 7 3L F U FI FXUIRLT Y 2 7“3: D
OFH TR 2R Lz,

R IR B A 2P e V22 2

1 FILL EORNRE 2 T T2 AN DS EREEE 25 L T2 2 FoEERbIFE AR 4 I
L. Empliciti (=2 X~7) OFMERONZEMEZFM LT, RER1 2026, LU FI REOTF
AL L LTz Empliciti O JSEIZBIT 2 FET — Z MG b7,

1

1~3 LY AV DORNAREZ T TSR E RS 2R L U CREA(LIFEmRRBR A L, LT
URI REORTHH 22 L0 L7 Empliciti O ML OV 22T Lz, 2EF X
DIRFRICHEIT NSRS N2, LU R NIIREIREIE 2 R 1T L. BEO 6% LTV
NI FIZRDAMER A= T T2, BFIL. BFERMIaBEME (SCT) 7 HiRiK 128 M, [FfE SCT 225 16

BB OBH% OREHMEZ A L COWARERDH o7, LT 84 F—3 2T E MR A i %
AT HHREZ. ORI LRI LT,

Btk EEZ, LT U R FROT XY 22 Y 200 Lz Empliciti 0% 5 XZLF Y FI REOT
X ALY OREIZ1 1 OFIG TEEZICEID )70, FREETUIRR LT W EtEn g8l
HETARYA I NTRE LT HAID 2V A 7 Teay X~ 7 10 mglkg % 1 [F#EARNES- L.
ZO%RIT 2 8M Z &I Lz, Empliciti 8 5-01C, 7% A %V % 28 mg #f A& 5K T 8 mg #
WRINFE G158 LT G- LTz, et BREE K OY Empliciti #% 58T Empliciti 2% 5- L72WGIC, T %9 4
Z o 40mg Al LIEREO#E Lz, LU R F25mgld, &+ 7 v Oipo 31 A 1A
PO Uiz, REBSAR /N R ORI 4 R & L2506 Lz,

BEt 646 HlOEEZ, LY FI FROTHH 2 &Y 208 Lz Empliciti OG- (321 41) . LT
U R REOFFY ALY v OfE (325 i) ICBEELIEID AT 7,

N EEFHERRE R ONN— R T A VR, BGEER T L Qe FlnhfElY 66 5% (37~91
%) T, BEDST%IL65 B THY ., MBITHEME60%., AFIZAAN 84%, 77 A 10%., A 4%

13



1.6.4 BRINBLTAHEZE (FOER) 2nd-line MM
BMS-901608 elotuzumab

Thotz, EFFEHELYE (ISS) OfFHIE, 1:43%, 11:32%, Il : 21% CTdh->7=, del(17p) KL
t(4;14)DE Y A7 OMIGERF T TV —IL, TNENEED 2% LT 9% ThH -7, AiTERED
HfEIL 2 Th o7, BED 5%, G TH D (TR UTERIRR% 60 H LINICHETT) |
65% D3RI T do o 7o (AR 60 H 2 ICHETT) o AINAIRIE, Brfifla it (55%) . ARLv7 >~ X7 (7T0%) |
ANT 77 (66%) . U R~vA K (48%) KOV F VU RI R (6%) ThHho',

AFRER O FEERAMIE B O MIEEAFM (PFS) (O — REIZESWCHHE) & 0%%hEI4 (ORR)
X, BRSNS EAER B SIC L DFHMICESW TR Lz, AME0RERE2E S5 LUK 1ITR
I, GV A 7 Vi, Empliciti BT 19, ®REET 14 THh o 7=,

14



1.6.4 FRMELTHEE (Fian) 2nd-line MM

BMS-901608 elotuzumab
5 R 1 OBFMEDORER
Empliciti+ L7 U K3 LVFURIF
RATXHAET v STXYRAET
N=321 N=325
PFS (ITT)
A~ — Kb [97.61% CI] 0.68 [0.55, 0.85]
JERIE log-rank Fi7E o p i @ 0.0001
14 PFS % (%) [95% Cl] 68 [63, 73] 56 [50, 61]
24EPFSHE (%) [95% CI] 39 [34, 45] 26 [21, 31]
3/EPFSHEL (%) [95% Cl] 23 [18, 28] 15 [10, 20]
PFS fraifii (H)  [95% ClJ 18.5[16.5, 21.4] 14.3[12.0, 16.0]
&%)
F&hH4E (ORR) °n (%) [95% ClIJ 252 (78.5) [73.6, 82.9] 213 (65.5) [60.1, 70.7]
p i 0.0002
Complete response (CR+sCR) ¢n (%) 14 (4.4) | 24 (7.4)
Very good partial response (VGPR) n (%) 91 (28.3) 67 (20.6)
Partial response (RR/PR) n (%) 147 (45.8) 122 (37.5)
Combined Responses (CR+sCR+VGPR) n (%) 105 (32.7) 91 (28.0)
I
~H— KEE [95% CI 0.77 [0.61, 0.97]
JE R4 log-rank 4 7E D p & 0.0257"
AR PR (H)  [95% CIJ 43.7 [40.34, NE] 39.6 [33.25, NE]

@ pfEix, B2 s a7 U E 35mg/l K xt 35mg/ll BLE) | AEFEE (1 & 2 X% 3) KO
TBROGERIEIEK (7oL xF YU F~A ROAH % Zof) TERIE L7 log-rank f#7E CHH L7,

b 34E PFS RICEET D BEE ORI, PORBIZIIN (RAX 33 » AM) 123V THEhE L7z,

¢ WRINERERAET: 7V — T 2EE (EBMT) Ay

¢ pfEiE, B2 37 ey e Y Ll (35 mg/l Al R 35mo/L BLE) | RIAEEE (1 xF 2 U3 3) RO

RO (2L b U F~vA ROH xb Zofh) THEHIME L7z Cochran-Mantel-Haenzel 77

TIRRECHEM LT,

Complete response (CR) - stringent complete response (sCR)

T Empliciti #£ > complete response (%, =Y X~ 7% / 7 10— LHURD G E E & OULIEE A B
PKENEIZ T 52 & T RSEHEINTWDAREMER & 5,

9 AEFHIMICET 2 BUE O PRENTIE, fOEBI IR (RiK35.4 » H) (ZHDWTHEM L7,

LI O R R AETIE. TRBR IR E TS S ARSI T 5 B T OBER (0=0.014)
BT Kl o T,

15



1.6.4 FRMELTHEE (Fian) 2nd-line MM

BMS-901608 elotuzumab

& 1: EREATHM

PFS Ok, £ 6I1TRT B0, HFHlii (65 mANixt 65 Ll E) . U AZ IR, M@0 7
TV — [del(17p) X iE t(4;14)DOFME] | 1SS IHH, AiiaEM. AAE OGS FRIEIERE . pilaE ORIV
TV TR B SUTEEME ORI, WONCEHEREICE D 5, Ty MEIChZ —BE L TR
O BT,

16



1.6.4 FRON B TAREE (FnER) 2nd-line MM
BMS-901608 elotuzumab
* 6: $7y b ZEOFEEORR
E-Ld Ld
F7Ey b PFS qﬂNﬂ_&?él (H)  PFS qﬂNﬂ_&?‘és (3) [95;)RCI]
[95% CI] [95% Cl1]
Eiin
65 ik At 19.4[15.9, 23.1] 15.7 [11.2, 18.5] 0.74 [0.55, 1.00]
65 ik A I 18.5[15.7, 22.2] 12.9[10.9, 14.9] 0.64 [0.50, 0.82]
Yy 2I7EF
EY A 14.8 9.1, 19.6] 7.2[5.6,11.2] 0.63 [0.41, 0.95]
FEHEY R 19.4[16.5, 22.7] 16.4 [13.9, 18.5] 0.75 [0.59, 0.94]
MRBEEN AT Y —
del(17p) A Y 19.6 [15.8, NE] 14.9 [10.6, 17.5] 0.65 [0.45, 0.93]
del(17p) %L 18.5[15.8, 22.1] 13.9[11.1, 16.4] 0.68 [0.54, 0.86]
t(4;14) A9 15.8 [8.4, 18.4] 5.5[3.1,10.3] 0.55 [0.32, 0.98]
t(4;14) #EL 19.6 [17.0, 23.0] 14.9 [12.4,17.1] 0.68 [0.55, 0.84]
ISS A
| 22.2[17.8,31.3] 16.4 [14.5, 18.6] 0.61 [0.45, 0.83]
I 15.9[9.5, 23.1] 12.9[11.1, 18.5] 0.83 [0.60, 1.16]
1 14.0[9.3,17.3] 7.41[5.6,11.7] 0.70 [0.48, 1.04]
ElIRY=r S
RITAIREL 1 18.5[15.8, 20.7] 14.5[10.9, 17.5] 0.71 [0.54, 0.94]
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12.3[10.2, 14.9]
17.5[13.1,21.3]

0.61 [0.46, 0.80]
0.78 [0.59, 1.04]
0.67 [0.53, 0.84]
0.70 [0.48, 1.00]

BEA~D RS
% 19.4 [16.6, 22.2] 16.6 [13.0, 18.9] 0.75 [0.59, 0.96]
Hevh 16.6 [14.5, 23.3] 10.4 [6.6, 13.3] 0.55 [0.40, 0.76]
BHRE

~_—2F A > CrCl 60 mL/min A3
~N— R 7 A > CrCl 60 mL/min 2L E

18.5[14.8, 23.3]
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11.7 [7.5,17.4]
14.9[12.1,16.7]
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1.6.4 BRINBLTAHEZE (FOER) 2nd-line MM
BMS-901608 elotuzumab
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1.6.4 BRINBLTAHEZE (FOER) 2nd-line MM
BMS-901608 elotuzumab
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1.6.4 BRINBLTAHEZE (FOER) 2nd-line MM
BMS-901608 elotuzumab
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1.6.4 FRMELTHEE (Fian)

BMS-901608

2nd-line MM
elotuzumab
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1.6.4 BRINBLTAHEZE (FOER) 2nd-line MM
BMS-901608 elotuzumab
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



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

1. NAME OF THE MEDICINAL PRODUCT

Empliciti 300 mg powder for concentrate for solution for infusion.

Empliciti 400 mg powder for concentrate for solution for infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Empliciti 300 mg powder for concentrate for solution for infusion
Each vial contains 300 mg elotuzumab*.

Empliciti 400 mg powder for concentrate for solution for infusion
Each vial contains 400 mg elotuzumab.

After reconstitution, each mL of concentrate contains 25 mg el otuzumab.
* Elotuzumab is produced in NSO cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for concentrate for solution for infusion (powder for concentrate).

The powder iswhite to off white whole or fragmented cake.

4. CLINICAL PARTICULARS

4.1 Therapeuticindications

Empliciti isindicated in combination with lenalidomide and dexamethasone for the treatment of
multiple myelomain adult patients who have received at |east one prior therapy (see sections 4.2
and 5.1).

4.2 Posology and method of administration

Elotuzumab therapy should be initiated and supervised by physicians experienced in the treatment of
multiple myeloma.

Premedication for prevention of infusion reaction

Patients must be administered with the following premedications 45-90 minutes prior to Empliciti
infusion (see section 4.4):

Dexamethasone 8 mg intravenous

H1 blocker: diphenhydramine (25-50 mg orally or intravenous) or equivalent H1 blocker.

H2 blocker: ranitidine (50 mg intravenous or 150 mg orally) or equivalent H2 blocker.
Paracetamol (650-1000 mg orally).



Management of infusion reaction

If a> Grade 2 infusion reaction occurs during Empliciti administration, the infusion must be
interrupted. Upon resolution to < Grade 1, Empliciti should be restarted at 0.5 mL/min and may be
gradually increased at arate of 0.5 mL/min every 30 minutes as tolerated to the rate at which the
infusion reaction occurred. If thereis no recurrence of the infusion reaction, the escalation can be
resumed (see Table 2).

In patients who experience an infusion reaction, vital signs should be monitored every 30 minutes for
2 hours after the end of the Empliciti infusion. If the infusion reaction recurs, the Empliciti infusion
must be stopped and not restarted on that day (see section 4.4). Very severe infusion reactions

(> Grade 3) may require permanent discontinuation of Empliciti therapy and emergency treatment.

Posology for administration with lenalidomide and dexamethasone

The dosing scheduleis presented in Table 1.
Treatment should continue until disease progression or unacceptable toxicity.

The recommended dose of Empliciti is 10 mg/kg administered intravenously every week (28-day
cycle), ondays 1, 8, 15, and 22 for the first two cycles and every 2 weeks thereafter on days 1 and 15.

The recommended dose of lenalidomide is 25 mg orally once daily on days 1-21 of repeated 28-day
cycles, and at least 2 hours after Empliciti infusion when administered on the same day.

The administration of dexamethasoneis as follows:

= On days that Empliciti is administered, dexamethasone should be given as 28 mg orally once
daily between 3 and 24 hours before Empliciti plus 8 mg intravenously between 45 and
90 minutes before Empliciti on days 1, 8, 15, and 22 of repeated 28-day cycles.

. On days that Empliciti is not administered but a dose of dexamethasone is scheduled (Days 8
and 22 of cycle 3 and all subsequent cycles), dexamethasone should be given 40 mg orally.

Tablel: Recommended dosing schedule of Empliciti in combination with lenalidomide and
dexamethasone

Cycle 28-Day Cycles1 & 2 28-Day Cycles 3+
Day of Cycle 1 8 15 22 1 8 15 22
Premedication v v v v v v
Empliciti (mg/kg) I ntravenous 10 10 10 10 10 10
Lenalidomide (25 mg) Oral Days1-21 Days1-21
Dexamethasone (mg) Oral 28 28 28 28 28 40 28 40
Day of Cycle 1 8 15 22 1 8 15 22

For additional information concerning lenalidomide and dexamethasone, see the corresponding
Summary of Product Characteristics.

See Method of administration below for instruction on infusion rates.
Dose delay, interruption, or discontinuation

If the dose of one medicine in the regimen is delayed, interrupted, or discontinued, the treatment with
the other medicinal products may continue as scheduled. However, if oral or intravenous




dexamethasone is delayed or discontinued, the administration of Empliciti should be based on clinical
judgment (e.g. risk of hypersensitivity) (see section 4.4).

Specia populations

Paediatric population
Thereisno relevant use of Empliciti in the paediatric population for the indication of multiple
myeloma.

Elderly
No dose adjustment is required for elotuzumab in patients over 65 years of age (see section 5.2). Data
on the efficacy and safety of elotuzumab in patients> 85 years of age are very limited.

Renal impairment

No dose adjustment of Empliciti isrequired for patients with mild (CrCl = 60 - 89 mL/min), moderate
(CrCl =30 - 59 mL/min), severe (CrCl < 30 mL/min) renal impairment or end stage renal disease
requiring dialysis (see section 5.2).

Hepatic impairment

No dose adjustment for Empliciti is required for patients with mild hepatic impairment (total bilirubin
[TB] < to the upper limit of norma [ULN] and AST > ULN or TB <1to 1.5 x ULN and any AST).
Empliciti has not been studied in patients with moderate (TB > 1.5to 3 x ULN and any AST) or
severe (TB > 3 x ULN and any AST) hepatic impairment (see section 5.2).

Method of administration

Empliciti isfor intravenous use only.

The administration of the reconstituted and diluted solution must be initiated at an infusion rate of
0.5 mL/min. If theinfusion iswell tolerated the infusion rate may be increased in a stepwise fashion as
described in Table 2. The maximum infusion rate should not exceed 5 mL/min.

Table2:  Infusion ratefor Empliciti
Cycle1, Dose1 Cycle1, Dose 2 Cyclel, Dose3and 4
and all subsequent Cycles
Timeinterval Rate Time Rate Rate
interval
0-30min 0.5mL/min 0-30min 3 mL/min
30-60 min 1 mL/min >30min 4 mL/min* 5 mL/min*
> 60 min 2 mL/min* - -

*

Continue this rate until infusion is completed, approximately 1 hour based on patient weight.

For instructions on reconstitution and dilution of Empliciti before administration, see section 6.6.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

The Summary of Product Characteristics for all medicinal products used in combination with

Empliciti must be consulted before starting therapy.




4.4  Special warnings and precautionsfor use

Infusion reaction

Infusion reactions have been reported in patients receiving el otuzumab (see section 4.8).

Premedication consisting of dexamethasone, H1 blocker, H2 blocker, and paracetamol must be
administered prior to Empliciti infusion (see section 4.2 Premedication). The rate of infusion reactions
was much higher in patients who were not premedicated.

If any of the symptoms of infusion reaction reach Grade > 2, Empliciti infusion must be interrupted
and appropriate medical and supportive measures instituted. Vital signs should be monitored every
30 minutes for 2 hours after the end of the Empliciti infusion. Once the reaction has resolved
(symptoms < Grade 1), Empliciti can be restarted at the initia infusion rate of 0.5 mL/min. If
symptoms do not recur, the infusion rate may be gradually escalated every 30 minutes to a maximum
of 5 mL/min (see section 4.2 Method of administration).

Very severe infusion reactions may require permanent discontinuation of Empliciti therapy and
emergency treatment. Patients with mild or moderate infusion reactions may receive Empliciti with a
reduced infusion rate and close monitoring (see section 4.2 Method of administration).

Conditions for use of medicinal products used with Empliciti

Empliciti is used in combination with other medicina products; therefore, the conditions for use
applicable to those medicinal products also apply to the combination therapy. The Summary of
Product Characteristics for all medicinal products used in combination with Empliciti must be
consulted before starting therapy.

Infections
Inclinical trials of patients with multiple myeloma, the incidence of al infections, including
pneumonia, were higher in patients treated with Empliciti (see section 4.8). Patients should be

monitored and infections should be managed with standard treatment.

Second primary malignancies (SPMs)

Inaclinica tria of patients with multiple myelomathat compared Empliciti combined with
lenalidomide and dexamethasone treatment to lenalidomide and dexamethasone treatment (Study 1),
the incidence of SPM's, and specifically of solid tumours and non-melanoma skin cancer, was higher
in patient treated with Empliciti (see section 4.8). SPMs are known to be associated with lenalidomide
exposure, which was extended in patients treated with Empliciti combined with lenalidomide and
dexamethasone vs. lenalidomide and dexamethasone. The rate of haematol ogic malignancies was the
same between the two treatment arms. Patients should be monitored for the development of SPMs.

45 Interaction with other medicinal products and other forms of interaction

Pharmacokinetic interaction studies have not been conducted. Empliciti, as a humanised monoclonal
antibody, is not expected to be metabolised by cytochrome P450 (CY P) enzymes or other drug
metabolising enzymes, inhibition or induction of these enzymes by co-administered medicinal
products is not anticipated to affect the pharmacokinetics of Empliciti.

Empliciti may be detected in the serum protein electrophoresis (SPEP) and serum immunofixation
assays of myeloma patients and could interfere with correct response classification. The presence of
elotuzumab in patient's serum may cause a small peak in the early gamma region on SPEP that is |gGk
on serum immunofixation. Thisinterference can impact the determination of complete response and
possibly relapse from compl ete response in patients with 1gG kappa myeloma protein.



In case of detection of additional peaks on serum immunofixation, the possibility of a biclonal
gammopathy should be excluded.

The Summary of Product Characteristics for all medicinal products used in combination with
Empliciti must be consulted before starting therapy.

4.6 Fertility, pregnancy and lactation

Woman of childbearing potential/Contraception in the males and females

Empliciti should not be used in women of childbearing potential, unless the clinical condition of the
woman reguires treatment with el otuzumab. Women of childbearing potential should use effective
contraception.

Male patients must use effective contraception measures during and for 180 days following treatment
if their partner is pregnant or of childbearing potential and not using effective contraception.

Pregnancy
There is no human experience with elotuzumab during pregnancy. Elotuzumab will be givenin

combination with lenalidomide, which is contraindicated during pregnancy. No animal data are
present regarding the effect on reproductive toxicity because of the lack of an adequate animal model.
Empliciti should not be used during pregnancy unless the clinical condition of the woman requires
treatment with elotuzumab.

The Summary of Product Characteristics for all medicina products used in combination with
Empliciti must be consulted before starting therapy. When Empliciti is used with lenalidomide thereis
arisk of foetal harm, including severe life-threatening human birth defects associated with these
agents and the need to follow requirements regarding pregnancy avoidance, including testing and
contraception. Lenalidomide is present in the blood and sperm of patients receiving the medicine.
Refer to the Summary of Product Characteristics for requirements regarding contraception due to
presence and transmission in sperm and for additional detail. Patients receiving Empliciti in
combination with lenalidomide should adhere to the pregnancy prevention programme of
lenalidomide.

Breast-feeding
Elotuzumab is not expected to be excreted into human milk. Elotuzumab will be given in combination
with lenalidomide and breast-feeding should be stopped because of the use of lenalidomide.

Fertility
Studies to evaluate the effect of elotuzumab on fertility have not been performed. Thus, the effect of
elotuzumab on male and female fertility is unknown.

4.7 Effectson ability to drive and use machines

On the basis of reported adverse reactions, Empliciti is not expected to influence the ability to drive or
use machines. Patients experiencing infusion reactions should be advised not to drive and use
machines until symptoms abate.

4.8 Undesrable effects

Summary of safety profile

The safety data of elotuzumab have been assessed from atotal of 554 patients with multiple myeloma
treated with elotuzumab in combination with lenalidomide and dexamethasone (451 patients) or
bortezomib and dexamethasone (103 patients) pooled across 6 clinical trials. The majority of adverse
reactions were mild to moderate (Grade 1 or 2).

The most serious adverse reaction that may occur during el otuzumab treatment is pneumonia.



The most common adverse reactions (occurring in > 10% of patients) with el otuzumab treatment were
infusion related reactions, diarrhoea, herpes zoster, nasopharyngitis, cough, pneumonia, upper
respiratory tract infection, lymphopenia and weight decreased.

Tabulated list of adverse reactions
Adverse reactions reported in 554 patients with multiple myeloma who were treated with elotuzumab
in 6 clinical trials are presented in Table 3.

These reactions are presented by system organ class and by frequency. Frequencies are defined as. very
common (> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100); rare (> /10,000 to
< 1/1,000); very rare (< 1/10,000); and not known (cannot be estimated from available data).

Table3:  Adversereactionsin patients with multiple myeloma treated with Empliciti
System Organ Class Adver se reactions Frequency overall Grade 3/4 frequency
Infections and Herpes zoster® Very common Common
infestations Nasopharyngitis Very common None reported
Pneumoni & Very common Very common
Upper respiratory tract | Very common Common
infection
Blood and lymphatic Lymphopenia® Very common Very common
system disorders
Immune system Anaphylactic reaction Uncommon Uncommon
disorders Hypersensitivity Common Uncommon
Psychiatric disorders Mood altered Common None reported
Nervous system Headache Very common Uncommon
disorders Hypoaesthesia Common Uncommon
Vascular disorders Deep vein thrombosis Common Common
Respiratory, thoracic Cough® Very common Uncommon
and mediastinal Oropharyngeal pain Common None reported
disorders
Gastrointestinal Diarrhoea Very common Common
disorders
Skin and subcutaneous | Night sweats Common None reported
tissue disorders
General disordersand Chest pain Common Common
administration site Fatigue Very common Common
conditions Pyrexia Very common Common
Investigations Weight decreased Very common Uncommon
Injury, poisoning and Infusion related Common Common
procedural reaction
complications

@ The term herpes zoster is a grouping of the following terms: herpes zoster, oral herpes, and herpes virus infection.

® The term pneumoniais agrouping of the following terms: pneumonia, atypical pneumonia, bronchopneumonia, lobar
pneumonia, bacterial pneumonia, fungal pneumonia, pneumonia influenza, and pneumococcal pneumonia.

€ The term lymphopenia includes the following terms: lymphopenia and lymphocyte count decreased.
9 The term cough includes the following terms. cough, productive cough, and upper airway cough syndrome.

Exposure-adjusted rates for adverse reactions (all Grades and Grade 3/4) in Study 1, aclinical trial in
patients with multiple myeloma comparing Empliciti combined with lenalidomide and dexamethasone
treatment (N = 318) to lenalidomide and dexamethasone treatment (N = 317), isshown in Table 4.



Table 4: Exposur e-adjusted ratesfor adversereactionsfor Empliciti-treated patients versus
lenalidomide and dexamethasone-tr eated patients [includes multiple occurrences of all treated
patients]

Empliciti + L enalidomide and Dexamethasone
L enalidomide and Dexamethasone
N =318 N =317
All grades Grade 3/4 All grades Grade 3/4

Adverse Event Rate Event Rate Event Rate Event Rate
reaction count (incidence | count (incidence | count (incidence | count (incidence

rate/100 rate/100 rate/100 rate/100

patient patient patient patient

years) years) years) years)
Diarrhoea 303 59.2 19 37 206 49.3 13 31
Pyrexia 220 43.0 8 1.6 116 27.7 10 24
Fatigue 205 40.0 33 6.4 145 34.7 26 6.2
Cough?@ 170 33.2 1 0.2 85 20.3 - -
Nasopharyngitis | 151 295 - - 116 277 - -
Upper 129 25.2 2 0.4 95 22.7 4 1.0
respiratory tract
infection
Lymphopenia 90 17.6 65 12.7 57 13.6 31 7.4
Headache 88 17.2 1 0.2 40 9.6 1 0.2
Pneumonia® 80 15.6 54 10.5 54 12.9 34 8.1
Herpes zosterd 51 10.0 5 1.0 24 5.7 3 0.7
Oropharyngeal | 45 8.8 - - 17 4.1 - -
pain
Weight 44 8.6 4 0.8 20 4.8 - -
decreased
Night sweats 31 6.1 - - 12 29 - -
Chest pain 29 5.7 2 04 12 29 1 0.2
Deep vein 26 51 18 35 12 2.9 7 17
thrombosis
Hypoaethesia 25 4.9 1 0.2 12 29 - -
Mood altered 23 45 - - 8 19 - -
Hypersensitivity | 10 2.0 - - 4 1.0 1 0.2

@ The term cough includes the following terms: cough, productive cough, and upper airway cough syndrome.
® The term lymphopeniaincludes the following terms: lymphopenia and lymphocyte count decreased.

¢ The term pneumonia is a grouping of the following terms: pneumonia, atypical pneumonia, bronchopneumonia, lobar
pneumonia, bacterial pneumonia, fungal pneumonia, pneumoniainfluenza, and pneumococcal pneumonia.

9 The term herpes zoster is a grouping of the following terms: herpes zoster, oral herpes, and herpes virus infection.

Description of selected adverse reactions

Infusion reactions
Inaclinical tria of patients with multiple myeloma (Study 1), infusion reactions were reported in
approximately 10% of premedicated patients treated with Empliciti combined with lenalidomide and




dexamethasone (N = 318) (see section 4.4). The rate of mild to moderate infusion reactions was > 50%
in patients who were not premedicated. All reports of infusion reaction were < Grade 3. Grade 3
infusion reactions occurred in 1% of patients. The most common symptoms of an infusion reaction
included fever, chills, and hypertension. Five percent (5%) of patients required interruption of the
administration of Empliciti for amedian of 25 minutes due to infusion reaction, and 1% of patients
discontinued due to infusion reactions. Of the patients who experienced an infusion reaction, 70%
(23/33) had the reaction during the first dose.

Infections

The incidence of infections, including pneumonia, was higher with Empliciti treatment than with
control (see section 4.4). Inaclinical trial of patients with multiple myeloma (Study 1), infections
were reported in 81.4% of patients in the Empliciti combined with lenalidomide and dexamethasone
arm (N = 318) and 74.4% in lenalidomide and dexamethasone arm (N = 317). Grade 3-4 infections
were hoted in 28% and 24.3% of Empliciti combined with lenalidomide and dexamethasone and
lenalidomide and dexamethasone treated patients, respectively. Fatal infections were infrequent and
were reported in 2.5% of Empliciti combined with lenalidomide and dexamethasone and 2.2% of
lenalidomide and dexamethasone treated patients. The incidence of pneumonia was higher in the
Empliciti combined with lenalidomide and dexamethasone arm compared to |enalidomide and
dexamethasone arm reported at 15.1% vs. 11.7% with afatal outcome at 0.6% vs. 0%, respectively.

Second Primary Malignancies

The incidence of SPMs was higher with Empliciti trestment than with control (see section 4.4). Ina
clinical trial of patients with multiple myeloma (Study 1), invasive SPMs have been observed in 6.9%
of patients treated with Empliciti combined with |enalidomide and dexamethasone (N = 318) and 4.1%
of patients treated with lenalidomide and dexamethasone (N = 317). Second Primary Malignancies are
known to be associated with lenalidomide exposure which was extended in patients treated with
Empliciti combined with lenalidomide and dexamethasone vs. lenalidomide and dexamethasone. The
rate of haematol ogic malignancies were the same between the two treatment arms (1.6%). Solid
tumours were reported in 2.5% and 1.9% of Empliciti combined with lenalidomide and
dexamethasone and lenalidomide and dexamethasone treated patients, respectively. Non-melanoma
skin cancer was reported in 3.1% and 1.6% of patients treated with Empliciti combined with
lenalidomide and dexamethasone and |enalidomide and dexamethasone, respectively.

Deep vein thrombosis

Inaclinical trial of patients with multiple myeloma (Study 1), deep vein thromboses were reported in
7.2% of patients treated with Empliciti combined with lenalidomide and dexamethasone (N = 318) and
3.8% of patients treated with lenalidomide and dexamethasone (N = 317). Among, patients treated
with aspirin, deep vein thromboses were reported in 4.1% of patients treated with Empliciti combined
with lenalidomide and dexamethasone (E-Ld) and 1.4% of patients treated with lenalidomide and
dexamethasone (Ld). The rates of deep vein thromboses observed between treatment arms were
similar for patients given prophylaxis with low molecular weight heparin (2.2% in both treatment
arms), and for patients given vitamin K antagonists the rates were 0% for patients treated with E-Ld
and 6.7% for patients treated with Ld.

I mmunogenicity

Aswith all therapeutic proteins, there isa potential for immunogenicity to Empliciti.

Of 390 patients across four clinical studies who were treated with Empliciti and evaluable for the
presence of anti-product antibodies, 72 patients (18.5%) tested positive for treatment-emergent
anti-product antibodies by an electrochemiluminescent (ECL) assay. Neutralizing antibodies were
detected in 19 of 299 patientsin Study 1. In the mgjority of patients, immunogenicity occurred early in
treatment and was transient resolving by 2 to 4 months. There was no clear causal evidence of altered
pharmacokinetic, efficacy, or toxicity profiles with anti-product antibody devel opment based on the
population pharmacokinetic and exposure-response analyses.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product isimportant. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare




professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

49 Overdose

One patient was reported to be overdosed with 23.3 mg/kg of elotuzumab in combination with
lenalidomide and dexamethasone. The patient had no symptoms, did not require any treatment for the
overdose, and was abl e to continue on elotuzumab therapy.

In clinical studies, approximately 78 patients were evaluated with elotuzumab at 20 mg/kg without
apparent toxic effects.

In case of overdose, patients should be closely monitored for signs or symptoms of adverse reactions,
and appropriate symptomatic treatment instituted.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, monoclonal antibodies. ATC code: not yet
assigned.

M echanism of action

Elotuzumab is an immunostimul atory humanised, |gG1 monoclonal antibody that specifically targets
the SLAMF7 (signaling lymphocyte activation molecule family member 7) protein. SLAMF7 is
highly expressed on multiple myeloma cells independent of cytogenetic abnormalities. SLAMF7 is

a so expressed on natural killer cells, normal plasma cells, and other immune cells including some

T cell subsets, monocytes, B cells, and pDCs (plasmacytoid dendritic cells), but is not detected on
normal solid tissues or haematopoietic stem cells.

Elotuzumab directly activates natural killer cells through both the SLAMF7 pathway and Fc receptors
enhancing anti-myeloma activity in vitro. Elotuzumab also targets SLAMF7 on myeloma cells and
facilitates the interaction with natural killer cells to mediate the killing of myeloma cells through
antibody-dependent cellular cytotoxicity (ADCC). In nonclinical models, elotuzumab has
demonstrated synergistic activity when combined with lenalidomide or bortezomib.

Clinical efficacy and safety

Two randomised, open-label studies were conducted to evaluate the efficacy and safety of Empliciti
(elotuzumab) in adult patients with multiple myeloma who have received one or more prior therapies.
Study 1 provided the pivotal datafor the indication for Empliciti in combination with lenalidomide
and dexamethasone.

Sudy 1

A randomised, open-label study was conducted to evaluate the efficacy and safety of Empliciti in
combination with lenalidomide and dexamethasone in patients with multiple myeloma who have
received one to three prior therapies. All patients had documented progression following their most
recent therapy. Patients who were refractory to lenalidomide were excluded and 6% of patients had
prior lenalidomide treatment. Patients had to recover after transplant for a minimum of 12 weeks from
autologous stem cell transplant (SCT), and 16 weeks from allogeneic SCT. Patients with cardiac
amyloidosis or plasma cell leukemia were excluded from this study.

Eligible patients were randomised in a 1:1 ratio to receive either Empliciti in combination with
lenalidomide and dexamethasone or lenalidomide and dexamethasone. Treatment was administered in
4-week cycles until disease progression or unacceptable toxicity. Elotuzumab 10 mg/kg was
administered intravenously each week for the first 2 cycles and every 2 weeks thereafter. Prior to
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Empliciti infusion, dexamethasone was administered as a divided dose: an oral dose of 28 mg and an
intravenous dose of 8 mg. In the control group and on weeks without Empliciti, dexamethasone 40 mg
was administered as a single oral dose weekly. Lenalidomide 25 mg was taken orally once daily for
the first 3 weeks of each cycle. Assessment of tumour response was conducted every 4 weeks.

A total of 646 patients were randomised to receive treatment: 321 to Empliciti in combination with
lenalidomide and dexamethasone and 325 to lenalidomide and dexamethasone.

Demographics and baseline characteristics were well balanced between treatment arms. The median
age was 66 years (range 37 to 91); 57% of patients were older than 65 years; 60% of patients were
male; Whites comprised 84% of the study population, Asians 10%, and blacks 4%. The International
Staging System (ISS) Stagewas | in 43%, 11 in 32% and 111 in 21% of patients. The high risk
cytogenetic categories of del17p and t(4;14) were present in 32% and 9% of patients, respectively. The
median number of prior therapies was 2. Thirty-five percent (35%) of patients were refractory
(progression during or within 60 days of last therapy) and 65% were relapsed (progression after

60 days of last therapy). Prior therapies included: stem cell transplant (55%), bortezomib (70%)
melphalan (65%), thalidomide (48%), and lenalidomide (6%).

The primary endpoints of this study, progression-free survival (PFS), as assessed by hazard ratio, and
overall response rate (ORR) were determined based on assessments made by a blinded Independent
Review Committee. Efficacy results are presented in Table 5 and Figure 1. The median number of
treatment cycles was 19 for the Empliciti arm and 14 for the comparator arm.

Table5: Efficacy resultsfor Study 1
Empliciti +
Lenalidomide/ Lenalidomide/
Dexamethasone Dexamethasone
N =321 N =325
PFES(ITT)

Hazard Ratio [97.61% Cl]
Stratified log-rank test p-value®
1-Year PFSrate (%) [95% Cl]

2-Year PFSrate (%) [95% Cl]

3-Year PFSrate” (%) [95% CI]

Median PFS in months [95% ClI]
Response

Overall Response (ORR)® n (%) [95% Cl]

p-val ue’
Complete Response (CR + sCR)® n (%)
Very Good Partial Response (VGPR) n (%)
Partial Response (RR/PR) n (%)
Combined Responses (CR+SCR+VGPR) n (%)
Overall Survival®
Hazard Ratio [95% ClI]
Stratified log-rank test p-value
Median OS in months [95% Cl]

0.68 [0.55, 0.85]

0.0001
68[63, 73] 56 [50, 61]
39 [34, 45] 26 [21, 31]
2318, 28] 1510, 20]

18.5[16.5, 21.4] 14.3[12.0, 16.0]

252 (78.5) [73.6, 82.9] 213 (65.5) [60.1, 70.7]

0.0002
14 (4.4)" 24.(7.4)
91 (28.3) 67 (20.6)
147 (45.8) 122 (37.5)
105 (32.7) 91 (28.0)

0.77[0.61, 0.97]
0.0257"
43.7[40.34, NE] 39.6[33.25,NE]

p-value based on the log-rank test stratified by B2 microglobulins (<3.5 mg/L versus> 3.5 mg/L), number of prior

lines of therapy (1 versus 2 or 3), and prior immunomodulatory therapy (no versus prior thalidomide only versus

other).
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Table6: Efficacy resultsfor subsets

Subset description

E-Ld
N =321

Median PFS (months)

[95% Cl]

Ld
N =325

Median PFS (months)

[95% ClI]

HR [95% ClI]

Age
< 65 years
> 65 years

Risk factors
High risk
Standard risk

Cytogenetic category
Presence of del17p
Absence of del17p
Presence of t(4;14)
Absence of t(4;14)

I SS Stage
I
I
Il

Prior therapies
Linesof prior therapy = 1
Linesof prior therapy =2 or 3
Prior thalidomide exposure

No prior immunomodulatory
exposure

Prior bortezomib exposure
No prior bortezomib exposure
Response to therapy
Relapsed
Refractory
Renal function
Baseline CrCl < 60 mL/min
Baseline CrCl > 60 mL/min

19.4[15.9, 23.1]
18.5[15.7, 22.2]

14.8[9.1, 19.6]
19.4[16.5, 22.7]

19.6[15.8, NE]
18.5[15.8, 22.1]
15.8[8.4, 18.4]
19.6[17.0, 23.0]

22.2[17.8,31.3]
15.9[9.5, 23.1]
14.0[9.3, 17.3]

18.5[15.8, 20.7]
18.5[15.9, 23.9]
18.4[14.1, 23.1]
18.9[15.8, 22.2]

17.8[15.8, 20.3]
21.4[16.6, NE]

19.4[16.6, 22.2]
16.6 [14.5, 23.3]

18.5[14.8, 23.3]
18.5[15.9, 22.2]

15.7[11.2, 18.5]
12.9[10.9, 14.9]

7.2[5.6,11.2]
16.4[13.9, 18.5]

14.9[10.6, 17.5]
13.9[11.1, 16.4]
55[3.1, 10.3]
14.9[12.4,17.1]

16.4 [14.5, 18.6]
12.9[11.1, 18.5]
7.4[5.6,11.7]

14.5[10.9, 17.5]
14.0[11.1, 15.7]
12.3[9.3, 14.9]
17.5[13.0, 20.0]

12.3[10.2, 14.9]
17.5[13.1, 21.3]

16.6[13.0, 18.9]
10.4[6.6, 13.3]

11.7[7.5, 17.4]
14.9[12.1, 16.7]

0.74[0.55, 1.00]
0.64 [0.50, 0.82]

0.63 [0.41, 0.95]
0.75[0.59, 0.94]

0.65 [0.45, 0.93]
0.68 [0.54, 0.86]
0.55[0.32, 0.98]
0.68 [0.55, 0.84]

0.61[0.45, 0.83]
0.83 [0.60, 1.16]
0.70[0.48, 1.04]

0.71[0.54, 0.94]
0.65[0.50, 0.85]
0.61[0.46, 0.80]
0.78[0.59, 1.04]

0.67 [0.53, 0.84]
0.70[0.48, 1.00]

0.75[0.59, 0.96]
0.55 [0.40, 0.76]

0.56 [0.39, 0.80]
0.72[0.57, 0.90]

The 1-, 2- and 3-year rates of overall survival for Empliciti in combination with lenalidomide and
dexamethasone treatment were 91%, 73%, and 60% respectively, compared with 83%, 69%, and 53%
respectively, for lenalidomide and dexamethasone treatment (See Figure 2).
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Specia populations

Based on a population PK analysis using data from 375 patients, the clearance of elotuzumab
increased with increasing body weight supporting a weight-based dose. The population PK analysis
suggested that the following factors had no clinically important effect on the clearance of el otuzumab:
age (37 to 88 years), gender, race, baseline LDH, albumin, renal impairment, and mild hepatic
impairment.

Renal impairment

An open-label study evaluated the pharmacokinetics of elotuzumab in combination with lenalidomide
and dexamethasone in patients with multiple myeloma with varying degrees of renal impairment
(classified using the CrCl values). The effect of renal impairment on the pharmacokinetics of
elotuzumab was evaluated in patients with normal renal function (CrCl > 90 mL/min; N = 8), severe
renal impairment not requiring dialysis (CrCl <30 mL/min; N = 9), or end-stage renal disease
requiring dialysis (CrCl < 30 mL/min; N =9). No clinically important differencesin the
pharmacokinetics of elotuzumab were found between patients with severe renal impairment (with and
without dialysis) and patients with normal renal function (see section 4.2).

Hepatic impairment

Empliciti isan IgG1 monoclonal antibody, which is principally cleared by catabolism. Thus, hepatic
functional impairment is not likely to alter its clearance. The effect of hepatic impairment on the
clearance of Empliciti was evaluated by population PK analysesin patients with mild hepatic
impairment (total bilirubin [TB] < the upper limit of normal [ULN] and AST > ULN or

TB <1to1.5x ULN and any AST; N = 33). No clinically important differences in the clearance of
Empliciti were found between patients with mild hepatic impairment and patients with normal hepatic
function. Elotuzumab has not been studied in patients with moderate (TB > 1.5t0 3 x ULN and any
AST) or severe hepatic impairment (TB > 3 x ULN and any AST) (see section 4.2).

5.3 Preclinical safety data

Elotuzumab only recognizes human SLAMF7 protein. Because el otuzumab does not recognize
non-human forms of SLAMF7 protein, in vivo safety data from animal studies are irrelevant. In the
same line, no carcinogenicity data are available for elotuzumab in animals, nor were fertility and

embryo-foeta toxicity studies performed. Non-clinical safety information primarily consists of limited
in vitro human cell/tissue studies where no safety findings were identified.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sucrose

Sodium citrate

Citric acid monohydrate

Polysorbate 80

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3 Shelflife

Unopened vial
3years.

After reconstitution and dilution
The reconstituted solution should be transferred from the vial into the infusion bag immediately.
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Chemical and physical in use stability of the reconstituted and diluted solution has been demonstrated
for 24 hours at 2°C - 8°C and protected from light.

From amicrobiological point of view, the solution for infusion should be used immediately. If not
used immediately, in-use storage times and conditions prior to use are the responsibility of the user
and would normally not be longer than 24 hours at 2°C - 8°C protected from light. Do not freeze the
reconstituted or diluted solution. The solution for infusion may be stored for a maximum of 8 hours of
the total 24 hours at 20°C — 25°C and room light. This 8-hour period should be inclusive of the
product administration period.

6.4 Special precautionsfor storage

Storein arefrigerator (2°C - 8°C).

Do not freeze.

Store in the original package in order to protect from light.

For storage conditions after reconstitution or dilution of the medicinal product, see section 6.3.
6.5 Natureand contentsof container

20 ml Type| glassvial, closed with agrey butyl stopper and sealed with aluminium crimp seal with a
polypropylene flip off button, containing either 300 mg or 400 mg elotuzumab. The flip-off sed
button colour isivory for the 300 mg presentation and blue for the 400 mg presentation.

Pack size of 1 vial.

6.6 Special precautionsfor disposal and other handling

Calculating the dose

Calculate the dose (mg) and determine the number of vials heeded for the 10 mg/kg dose based on
patient weight. More than one vial of Empliciti may be needed to give the total dose for the patient.

= Thetotal elotuzumab dose in mg = the patient’ s weight in kg x 10.

Preparing the infusion

Aseptically reconstitute each Empliciti vial with a syringe of adequate size and an 18 gauge or smaller
needle as shown in Table 7. A slight back pressure may be experienced during administration of the
water for injections, which is considered normal.

Table7: Reconstitution instructions

Strength Amount of water for Final volume of Post-reconstitution
injections, required for reconstituted Empliciti in | concentration
reconstitution thevial (including volume

displaced by the solid

cake)
300 mg vid 13.0mL 13.6 mL 25 mg/mL
400 mg vial 17.0mL 17.6 mL 25 mg/mL

= Hold the vial upright and swirl the solution by rotating the vial to dissolve the lyophilised cake.
Then invert the vial afew timesin order to dissolve any powder that may be present on top of
the vial or the stopper. Avoid vigorous agitation, DO NOT SHAKE. The lyophilised powder
should dissolve in less than 10 minutes.

= After the remaining solids are completely dissolved, alow the reconstituted solution to stand for
5 to 10 minutes. The reconstituted solution is colourless to sightly yellow, and clear to very
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opalescent. Empliciti should be inspected visually for particulate matter and discolouration prior
to administration. Discard the solution if any particulate matter or discolouration is observed.

= Once the reconstitution is completed, withdraw the necessary volume for the cal culated dose
from each vial, up to a maximum of 16 mL from 400 mg vial and 12 mL from 300 mg vial.
Dilute the reconstituted solution with 230 mL of either sodium chloride
9 mg/mL (0.9%) solution for injection or 5% glucose injection, into an infusion bag made of
polyvinyl chloride or polyolefin. The volume of sodium chloride 9 mg/mL (0.9%) solution for
injection or 5% glucose injection should be adjusted so as not to exceed 5 mL/kg of patient
weight at any given dose of Empliciti.

Administration

The entire Empliciti infusion should be administered with an infusion set and a sterile, non-pyrogenic,
low-protein-binding filter (with a pore size of 0.2-1.2 um) using an automated infusion pump.

Empliciti infusion is compatible with:

= PV C and polyolefin containers

= PVC infusion sets

= polyethersulfone and nylon in-line filters with pore sizes of 0.2 umto 1.2 um.

Empliciti should be initiated at an infusion rate of 0.5 mL/min. If well tolerated, the infusion rate may
be increased stepwise as described in Table 2 (see section 4.2 Method of administration). The
maximum infusion rate should not exceed 5 mL/min.

The Empliciti infusion solution should be used immediately. If not used immediately, in-use storage
times and conditions prior to use are the responsibility of the user and would normally not be longer
than 24 hours at 2°C — 8°C protected from light. Do not freeze the reconstituted or diluted solution.
The solution for infusion may be stored for a maximum of 8 hours of the total 24 hours at

20°C — 25°C and room light. This 8-hour period should be inclusive of the product administration
period.

Disposal

Do not store any unused portion of the infusion solution for reuse. Any unused medicinal product or
waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG

Uxbridge Business Park

Sanderson Road

Uxbridge UB8 1DH

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1088/001-002

0. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT
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Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX [1

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

CONDITIONSOR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONSOR RESTRICTIONSWITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A. MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substances

Bristol-Myers Squibb Company
6000 Thompson Road, East Syracuse
New York 13057

United States

Name and address of the manufacturer responsible for batch release

Bristol-Myers Squibb S.r.l.
Loc. Fontanadel Ceraso
03012 Anagni (FR)

Italy

B. CONDITIONSOR RESTRICTIONSREGARDING SUPPLY AND USE

Medicina product subject to restricted medical prescription (see Annex |: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONSAND REQUIREMENTSOF THE MARKETING
AUTHORISATION

) Periodic safety update reports

The regquirements for submission of periodic safety update reports for this medicinal product are set
out in thelist of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subseguent updates published on the European medicines web-portal.

The marketing authorisation holder shall submit the first periodic safety update report for this product
within 6 months following authorisation.

D. CONDITIONSOR RESTRICTIONSWITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:

) At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to asignificant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX 11

LABELLING AND PACKAGE LEAFLET
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A.LABELLING
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PARTICULARSTO APPEAR ON THE OUTER PACKAGING

CARTON

1 NAME OF THE MEDICINAL PRODUCT

Empliciti 300 mg powder for concentrate for solution for infusion
elotuzumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 300 mg elotuzumab.
After reconstitution, each mL of concentrate contains 25 mg el otuzumab.

3. LIST OF EXCIPIENTS

Excipients: sucrose, sodium citrate, citric acid monohydrate, and polysorbate 80. See leaflet for further
information.

4, PHARMACEUTICAL FORM AND CONTENTS

Powder for concentrate for solution for infusion
1vid

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only.
Read the package leaflet before use.
Intravenous use.

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

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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0. SPECIAL STORAGE CONDITIONS

Store in arefrigerator.
Do not freeze.
Storein the original package in order to protect from light.

10. SPECIAL PRECAUTIONSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALSDERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Uxbridge Business Park

Sanderson Road

Uxbridge UB8 1DH

United Kingdom

12  MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1088/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONSON USE

‘ 16. INFORMATION INBRAILLE

Justification for not including Braille accepted.
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PARTICULARSTO APPEAR ON THE IMMEDIATE PACKAGING

VIAL LABEL

1 NAME OF THE MEDICINAL PRODUCT

Empliciti 300 mg powder for concentrate
elotuzumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 300 mg elotuzumab.
After reconstitution, each mL of concentrate contains 25 mg el otuzumab.

3. LIST OF EXCIPIENTS

Excipients: sucrose, sodium citrate, citric acid monohydrate, and polysorbate 80. See leaflet for further
information.

4, PHARMACEUTICAL FORM AND CONTENTS

300 mg powder for concentrate

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only.

Read the package leaflet before use.
Intravenous use.

1V use.

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

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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0. SPECIAL STORAGE CONDITIONS

Store in arefrigerator.
Do not freeze.
Storein the original package in order to protect from light.

10. SPECIAL PRECAUTIONSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALSDERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Uxbridge Business Park

Sanderson Road

Uxbridge UB8 1DH

United Kingdom

12  MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1088/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONSON USE

‘ 16. INFORMATION INBRAILLE

Justification for not including Braille accepted.
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PARTICULARSTO APPEAR ON THE OUTER PACKAGING

CARTON

1 NAME OF THE MEDICINAL PRODUCT

Empliciti 400 mg powder for concentrate for solution for infusion
elotuzumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 400 mg elotuzumab.
After reconstitution, each mL of concentrate contains 25 mg el otuzumab.

3. LIST OF EXCIPIENTS

Excipients: sucrose, sodium citrate, citric acid monohydrate, and polysorbate 80. See leaflet for further
information.

4, PHARMACEUTICAL FORM AND CONTENTS

Powder for concentrate for solution for infusion
1vid

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only.
Read the package leaflet before use.
Intravenous use.

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

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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0. SPECIAL STORAGE CONDITIONS

Store in arefrigerator.
Do not freeze.
Store in the original package in order to protect from light.

10. SPECIAL PRECAUTIONSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALSDERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Uxbridge Business Park

Sanderson Road

Uxbridge UB8 1DH

United Kingdom

12  MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1088/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONSON USE

‘ 16. INFORMATION INBRAILLE

Justification for not including Braille accepted.
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PARTICULARSTO APPEAR ON THE IMMEDIATE PACKAGING

VIAL LABEL

1 NAME OF THE MEDICINAL PRODUCT

Empliciti 400 mg powder for concentrate
elotuzumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 400 mg elotuzumab.
After reconstitution, each mL of concentrate contains 25 mg el otuzumab.

3. LIST OF EXCIPIENTS

Excipients: sucrose, sodium citrate, citric acid monohydrate, and polysorbate 80. See leaflet for further
information.

4, PHARMACEUTICAL FORM AND CONTENTS

400 mg powder for concentrate

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only.

Read the package leaflet before use.
Intravenous use.

1V use.

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

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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0. SPECIAL STORAGE CONDITIONS

Store in arefrigerator.
Do not freeze.
Storein the original package in order to protect from light.

10. SPECIAL PRECAUTIONSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALSDERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Uxbridge Business Park

Sanderson Road

Uxbridge UB8 1DH

United Kingdom

12  MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1088/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONSON USE

‘ 16. INFORMATION INBRAILLE

Justification for not including Braille accepted.
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Empliciti 300 mg powder for concentrate for solution for infusion
Empliciti 400 mg powder for concentrate for solution for infusion

elotuzumab

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

Read all of thisleaflet carefully before you start using this medicine because it contains

important information for you.

- Keep thisleaflet. You may need to read it again.

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

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

What isin thisleaflet

What Empliciti isand what it is used for

What you need to know before you use Empliciti
How to use Empliciti

Possible side effects

How to store Empliciti

Contents of the pack and other information

ouklwdpE

1.  What Empliciti isand what it isused for

Empliciti contains the active substance elotuzumab, which is a monoclonal antibody, a type of protein
designed to recognise and attach to a specific target substance in the body. Elotuzumab attachesto a
target protein called SLAMF7. SLAMF7 isfound in large amounts on the surface of multiple
myeloma cells and on certain cells of your immune system (natura killer cells). When el otuzumab
binds to SLAMF7 on the multiple myelomaor natural killer cells, it stimulates your immune system to
attack and destroy the multiple myelomacells.

Empliciti is used to treat multiple myeloma (a cancer of the bone marrow) in adults. Itisused in
combination with lenalidomide and dexamethasone. Multiple myelomais a cancer of atype of white
blood cell called plasma cells. These cells divide out of control and collect in the bone marrow. This
results in damage to the bones and kidneys.

Empliciti is used when you have already had at least one multiple myelomatreatment before. One of
these treatments may include bone marrow transplantation.

2. What you need to know before you use Empliciti

Y ou should not be given Empliciti:
= if you are allergic to elotuzumab or any of the other ingredients of this medicine (listed in
section 6 “ Contents of the pack and other information”). Talk to your doctor if you are not sure.

Warnings and precautions

Infusion reaction

Tell your doctor or nurse straight away if you get any of the infusion reactions listed at the top of
section 4. These side effects mostly occur during or after the infusion of the first dose. Y ou will be
monitored for signs of such effects during and after the infusion.
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Depending on the seriousness of the infusion reactions, you may reguire additional treatment to
prevent complications and reduce your symptoms, or your infusion of Empliciti may be interrupted.
When the symptoms go away or improve, the infusion can be continued more slowly and speeded up
gradualy if the symptoms do not recur. Y our doctor may decide not to continue Empliciti treatment if
you have a strong infusion reaction.

Before each infusion of Empliciti, you will be given medicines to reduce infusion reaction (see
section 3 “How to use Empliciti, Medicines given before each infusion”).

Before starting treatment with Empliciti, you must also read the package leaflet warnings and
precautions of al medicines to be taken in combination with Empliciti for information related to these
medicines. When lenalidomide is used, particular attention to pregnancy testing and prevention
requirements is needed (see “Pregnancy and breast-feeding” in this section).

Children and adolescents
Empliciti is not recommended for use in children and adolescents aged under 18 years.

Other medicines and Empliciti
Tell your doctor if you are taking, have recently taken, or might take any other medicines.

Pregnancy and breast-feeding

For women taking Empliciti

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before taking this medicine.

Y ou should not use Empliciti if you are pregnant, unless your doctor specifically recommendsit. The

effects of Empliciti in pregnant women or its possible harm to an unborn baby are unknown.

= Y ou must use effective contraception while you are being treated with Empliciti, if thereis any
chance you could become pregnant.

= If you become pregnant while using Empliciti, tell your doctor.

When Empliciti is given in combination with lenalidomide, you must follow the pregnancy prevention
programme for lenalidomide (see package leaflet for lenalidomide). L enalidomide is expected to be
har mful for an unborn baby.

It is not known, whether elotuzumab passesinto breast milk or if there is any risk to the breast-fed
infant. Elotuzumab will be given in combination with lenalidomide and breast-feeding should be
stopped because of the use of lenalidomide.

For men taking Empliciti
Y ou should use a condom while taking Empliciti and for 180 days after stopping treatment to ensure
your partner does not become pregnant.

Driving and using machines

Empliciti is unlikely to affect your ability to drive or use machines. However, if you get an infusion
reaction (fever, chills, high blood pressure see section 4 *Possible side effects’), do not drive, cycle or
use machines until the reaction stops.

Empliciti contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, i.e. it is essentially ‘ sodium free'.
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3. How to use Empliciti

How much Empliciti is given
The amount of Empliciti you will be given will be calculated based on your body weight. The
recommended dose is 10 mg of elotuzumab per kilogram of your body weight.

How Empliciti isgiven
Y ou will receive Empliciti under the supervision of an experienced healthcare professional. It will be
given into avein (intravenously) as adrip (infusion) over several hours.

Empliciti istaken in treatment cycles that are 28 days (4 weeks) long in combination with
lenalidomide and dexamethasone.

= Incycles 1 and 2, Empliciti is administered once weekly on days 1, 8, 15, and 22.

= In cycles 3 and beyond, Empliciti is administered once every 2 weeks on days 1 and 15.

Y our doctor will continue to treat you with Empliciti for aslong as the disease improves or remains
stable and side effects are tolerable.

Y ou will also be given lenalidomide and dexamethasone together with Empliciti.

M edicines given befor e each infusion

Y ou must receive the following medicines before each infusion of Empliciti to help reduce possible
infusion reactions:

= medicine to reduce an allergic reaction (an anti-histamine)

= medicine to reduce inflammation (dexamethasone)

= medicine to reduce pain and fever (paracetamol)

If you miss adose of Empliciti

Empliciti is used in combination with other medicines for multiple myeloma. If any medicinein the
treatment is delayed, interrupted, or discontinued, your doctor will decide how your treatment should
be continued.

If you are given too much Empliciti
As Empliciti will be given to you by a healthcare professional, it is unlikely you will be given too
much. In the unlikely case of an overdose, your doctor will monitor you for side effects.

If you stop using Empliciti
Stopping your treatment with Empliciti may stop the effect of the medicine. Do not stop treatment
unless you have discussed this with your doctor.

If you have any further questions on the use of this medicine, ask your doctor.

4, Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. Y our
doctor will discuss these with you and will explain the risks and benefits of your treatment.

The following side effects have been reported in clinical trials with el otuzumab:

Infusion reactions

Empliciti has been associated with infusion reactions (see section 2 “Warnings and precautions’). Tell
your doctor or nurse straight away if you feel unwell duringinfusion. Below isalist of typical
symptoms associated with infusion reactions:

. Fever

" Chills

= High blood pressure
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Other symptoms may occur as well. Y our doctor may consider slowing the Empliciti infusion or
interrupting it to manage these symptoms.

Other side effects

Very common (may affect morethan 1in 10 people)
Fever

Sore throat

Pneumonia

Painful skin rash with blisters (shingles, zona)
Weight decrease

Low white blood cell count

Cough

Common cold

Headache

Diarrhoea

Feeling tired or weak

Common (may affect up to 1 in 10 people)
Chest pain

Blood clots in the veins (thrombosis)

Night sweats

Mood changes

Decreased sensitivity, especially in the skin
Allergic reactions (hypersensitivity)

Pain in the mouth/throat region/sore throat

Uncommon (may affect up to 1in 100 people)
. Sudden life-threatening allergic reaction (anaphylactic reaction)

Tell your doctor immediately if you get any of the side effects listed above. Do not try to treat your
symptoms with other medicines.

Reporting of side effects

If you get any side effects, talk to your doctor. Thisincludes any possible side effects not listed in this
leaflet. Y ou can also report side effects directly viathe national reporting system listed in Appendix V.
By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store Empliciti

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

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

Storein arefrigerator (2°C - 8°C).
Do not freeze.
Storein the original package in order to protect from light.

After reconstitution, the reconstituted solution should be transferred from the vial to the infusion bag
immediately.

After dilution, the infusion must be completed within 24 hours of preparation. The product should be

used immediately. If not used immediately, the solution for infusion may be stored in the refrigerator
(2°C-8°C) for upto 24 hours.
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Any unused medicine or waste material should be disposed of in accordance with local requirements.

6. Contents of the pack and other information
What Empliciti contains

] The active substance is €l otuzumab.
Each vial contains either 300 mg or 400 mg of elotuzumab.
After reconstitution, each mL of concentrate contains 25 mg of elotuzumab.

= The other ingredients (excipients) are sucrose, sodium citrate (see section 2 “Empliciti contains
sodium™), citric acid monohydrate, and polysorbate 80.

What Empliciti lookslike and contents of the pack

Empliciti powder for concentrate for solution for infusion (powder for concentrate) is a white to off
white whole or fragmented cake provided in aglass vial.

Empliciti isavailable in packs containing 1 vial.

Marketing Authorisation Holder
Bristol-Myers Squibb Pharma EEIG
Uxbridge Business Park

Sanderson Road

Uxbridge UB8 1DH

United Kingdom

M anufacturer
Bristol-Myers Squibb Sir.l.
Loc. Fontanadel Ceraso
03012 Anagni (FR)

Italy

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

Belgique/Belgié/Belgien Lietuva

N.V. Bristol-Myers Squibb Belgium S.A. Bristol-Myers Squibb Gyogyszerkereskedelmi Kft.
Té/Te: +32235276 11 Tel: +370 52 369140

Bouarapus L uxembour g/L uxemburg

Bristol-Myers Squibb Gyogyszerkereskedelmi Kft. N.V. Bristol-Myers Squibb Belgium S.A.

Ten.: + 359 800 12 400 Tél/Tel: +32235276 11

Ceskarepublika M agyar or szag

Bristol-Myers Squibb spol. sr.0. Bristol-Myers Squibb Gydgyszerkereskedelmi Kft.
Tel: + 420221 016 111 Tel.: + 36 1 301 9700

Danmark Malta

Bristol-Myers Squibb BRISTOL-MYERS SQUIBB SR.L.

TIf: + 454593 05 06 Tel: + 3906 50 39 61

Deutschland Nederland

Bristol-Myers Squibb GmbH & Co. KGaA Bristol-Myers Squibb B.V.

Tel: + 49 89 121 42-0 Tel: + 31 (0)30 300 2222
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Eesti

Norge

Bristol-Myers Squibb Gyogyszerkereskedelmi Kft. Bristol-Myers Squibb Norway Ltd

Tel: +372 640 1030

EA\rada
BRISTOL-MYERS SQUIBB A..E.
TnA: + 30 210 6074300

Espaia
BRISTOL-MYERS SQUIBB, S.A.
Tel: + 34 91 456 53 00

France
Bristol-Myers Squibb SARL
Tél: + 33 (0)1 58 83 84 96

Hrvatska
Bristol-Myers Squibb spol. sr.0.
TEL: +3851 7100 030

Ireland
Bristol-Myers Squibb Pharmaceuticals Ltd
Tel: + 353 (1 800) 749 749

idand
Vistor hf.
Simi: + 354 535 7000

Italia
BRISTOL-MYERS SQUIBB S.R.L.
Tel: + 39 06 50 39 61

Kvmpog
BRISTOL-MYERS SQUIBB A..E.
TnA: + 357 800 92666

Latvija

TIf: + 47 67 55 53 50

Osterreich
Bristol-Myers Squibb GesmbH
Tel: +43160 14 30

Polska
BRISTOL-MYERS SQUIBB POLSKA SP. Z 0.0.
Tel.: + 48 22 5796666

Portugal

Bristol-Myers Squibb Farmacéutica Portuguesa,
SA.

Tel: + 351 21 440 70 00

Romania
Bristol-Myers Squibb Gydgyszerkereskedelmi Kft.
Tel: + 40 (0)21 272 16 00

Slovenija
Bristol-Myers Squibb spol. sr.o.
Tel: +386 1 2355 100

Slovenskarepublika
Bristol-Myers Squibb spol. sr.0.
Tel: + 421 2 59298411

Suomi/Finland
Oy Bristol-Myers Squibb (Finland) Ab
Puh/Tel: + 358 9 251 21 230

Sverige
Bristol-Myers Squibb AB
Tel: + 468704 71 00

United Kingdom

Bristol-Myers Squibb Gyogyszerkereskedelmi Kft. Bristol-Myers Squibb Pharmaceuticals Ltd

Tel: +371 67708347

Thisleaflet waslast revised in

Tel: + 44 (0800) 731 1736

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu. There are also links to other websites about rare diseases and treatments.

Thisleaflet isavailablein al EU/EEA languages on the European Medicines Agency website.
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Thefollowing information isintended for healthcare professionals only:

Prepar ation and administration of Empliciti

Calculating the dose
Calculate the dose (mg) and determine the number of vials needed for the 10 mg/kg dose based on
patient weight. More than one vial of Empliciti may be needed to give the total dose for the patient.

= Thetotal elotuzumab dose in mg = the patient’ sweight in kg x 10.

Preparing theinfusion

Aseptically reconstitute each Empliciti vial with a syringe of adequate size and an 18 gauge or smaller
needle as shown in Table 1. A dight back pressure may be experienced during administration of the
water for injections, which is considered normal.

Table 1: Reconstitution instructions

Strength Amount of water for Final volume of Post-reconstitution
injections, required for reconstituted Empliciti in concentration
reconstitution thevial

300 mg vial 13.0mL 13.6 mL 25 mg/mL
400 mg via 17.0mL 17.6 mL 25 mg/mL

. Hold the vial upright and swirl the solution by rotating the vial to dissolve the lyophilised cake.
Then invert the vial afew timesin order to dissolve any powder that may be present on top of
the vial or the stopper. Avoid vigorous agitation, DO NOT SHAKE. The lyophilised powder
should dissolve in less than 10 minutes.

= After the remaining solids are completely dissolved, alow the reconstituted solution to stand for
5 to 10 minutes. The reconstituted solution is colourlessto slightly yellow and clear to very
opalescent. Empliciti should be inspected visually for particulate matter and discolouration prior
to administration. Discard the solution if any particulate matter or discolouration is observed.

= Once the reconstitution is completed, withdraw the necessary volume for the cal culated dose
from each vial, up to amaximum of 16 mL from 400 mg vial and 12 mL from 300 mg vial.
Dilute the reconstituted solution with 230 mL of either sodium chloride
9 mg/mL (0.9%) solution for injection or 5% glucose injection into an infusion bag made of
polyvinyl chloride or polyolefin. The volume of sodium chloride 9 mg/mL (0.9%) solution for
injection or 5% glucose injection should be adjusted so as not to exceed 5 mL/kg of patient
weight at any given dose of Empliciti.

Administration
The entire Empliciti infusion should be administered with an infusion set and a sterile, non-pyrogenic,
low-protein-binding filter (with a pore size of 0.2-1.2 um) using an automated infusion pump.

Empliciti infusion is compatible with:

= PV C and polyolefin containers

= PV C infusion sets

= polyethersulfone and nylon in-line filters with pore sizes of 0.2 pmto 1.2 um.

Empliciti should be initiated at an infusion rate of 0.5 mL/min. If well tolerated, the infusion rate may

be increased stepwise as described in Table 2. The maximum infusion rate should not exceed
5 mL/min.
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Table 2: Infusion rate for Empliciti

Cyclel, Dose1 Cycle 1, Dose 2 Cycle1, Dose3and 4
and all subsequent Cycles
Timeinterval Rate Timeinterval Rate Rate
0-30min 0.5 mL/min 0-30min 3 mL/min
30- 60 min 1 mL/min >30min 4 mL/min* 5 mL/min*
>60min 2 mL/min* - -

* Continue this rate until infusion is completed, approximately 1 hour based on patient weight.

The Empliciti infusion should be used immediately. If not used immediately, in-use storage times and
conditions prior to use are the responsibility of the user and would normally not be longer than

24 hours at 2°C — 8°C protected from light. Do not freeze the reconstituted or diluted solution. The
solution for infusion may be stored for a maximum of 8 hours of the total 24 hours at 20°C — 25°C and
room light. This 8-hour period should be inclusive of the product administration period.

Disposal

Do not store any unused portion of the infusion solution for reuse. Any unused medicine or waste
material should be disposed of in accordance with local requirements.
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FERGARFRER CAIOPUESHEIED TR S v, MEAE 1 B (1701 38R) 2 %EhE L7, A3 05~
20 mg/kg % 2 MMM CHAR G Lz & 2 A, MTD IZEE SN2 hho T, A% 10 mg/kg VL% 2
MFRE TG Lo & &, MiEHIRE (Cmin) A3FERRARER OSSR E L7 R O 70 pg/mL 43
IZEEL, ”%“%Ela%%%ﬁéﬂ%ﬁﬂ%fﬁw@hw SLAMF7 1281 L7z, L7228»> CUAMORBR TIix, LV
OMCHEE Cmin ICEESE L0 LERMBETOL YA E28A L AKOHES 10mg/kg b L
<IFENU EOHEICTHRE LT,

eSS b2 AHRAER (1703 5A8R) Tid. OFH&RG-9% Ld 0% GH A 7 vicabd, 28 HE2 1 ¥ 17
& Lic, Ib AT 2 HHOWTI T HRMD 2 A 7 ViTAHEL 1 EHEHRETHERE L, 12713
LUK I3 2 R R T G- LT,



1.8.1 ZhEE « WE L OHIE - HEOEIRL 2nd-line MM
BMS-901608 elotuzumab

5 1b FHEICITIAZE 5, 10, 20 mglkg Z#%5-L, HARMH&ED 20 mg/kg © MTD (ZIXEE#EE T, 0%

A ED L PUEE VR IT R Th - 7o, AIEDHE 10 XiE 20 mg/kg T, HIEE L7-igREEIZE)E
T 5 2 & DR S VT, B 2 PRI T, BBRE A AR3E 10 mg/kg B & 20 mg/kg BEIZEI D £F1F 72, 10 mg/kg
REK TN 20 mglkg BE T, ORR 1ZZFHEH 92% (33/36) } X 76% (28/37) . PFS o HiflizznZh
325 # AN 25.0 » H TH o7z, E-LdRIEDMAEMEITBBL ARG THY ., HER T T v 7
7 AN B RERII D 5T, L ha AT T ¢ TN CIE, WEEO A M f’ﬁ.#r%ﬁ’} HE
BTN oT, I HIT, ERHTORR, WTNOHABRICENTHEMENRKRICELTND &
DRIz, TNHORELY . FEIMRBROMHE L LT 10 mg/kg 23R L7,

7ok, EWNE 1AEEER (CA204005 3Bk, LLT 005 #kBkh) Tix, 1703 3Bk & Rk D& 591 7 LT,
Az Ld EOFH L 20 mglkg £ THRG- L7 & &, DLT I3RB0 bR M -T2,

222 BREXIEBEMED MM IZxHT 283, Bet., RUEYERER
1) AR O (004 #05R)
12 HTRLZZERBY, 004 REROFER., FHRUIHEEMEDO MM BEICH L, Ld & OFEH TASE

10 mg/kg (4 M % 194 7 & LIOID 2 A 7 vik 1R, 3 9 27 VLA 2 8RR 6E)
%&’é‘ Lf_|§%®ﬁ3jj‘$b)ﬁﬁu»u éﬂf_o

004 FRBR DAL R, E-Ld 1L (318 #) D@7 1 7 7 A Vi, infusion reaction % F& & . Ld &1k (317
f) & IBkteialftk Tdh o7z, Infusion reaction IXFFEA A EFRTH H 0, WEIRRIEGIC LV E
HAGETH D L E 2 DNz, BARNTIERM (E-Ld # : 31 6, Ld B : 29 ) TiL, MikoFRBE
A Ld BEE AT E-Ld BECERVEHAIN A SN Z L2 RE . AEFROFEE, BBUEE &K OHIE
RIS R L R E R AERITRO o To, RICE L TR, BRI TRER G ITE )
STeb DO, HRNTEEHIEIZE S TZFLITRO bNT | REOKRER PR ORGEIZL D W
TNHEE L TWD Z ennh, FERREE B X DD,

2) RERIFER

FHEM M BNRERAT (PPK fRHT) OFER., REEFAEKDO I VT T AR BT R R— KA hD
DARRE B L 52 DA BRIERTH D Z &R S 472,004 3Bk D 10 mg/kg TQ??&ODK%O)H%
BEEICEATL2ET AW Y I aL—r s /@n‘*% REICESW TR G 21T 7256, Yk
Re R OVE R IRREDO W T U W T O IRBERITIZTEREIEKAFE L 2N kﬁ)%{ﬁﬂéht_ Enb KE
B OHBETARELRGETHZENHEUTHDL LB LNT,

HARAK NHARALIS OGS G | ARFD PK 71 7 7 A JVICERIRFIZ ER O & 5 BEME1T
WD LR oTz, AE 10 mglkg & GRFOHUEEMBUADORBLEISIT, BAN & BARANLSCRIFRE
Thot- ([T a2—/N273. 441H] &) |



1.8.1 #hiE - R OHE - FHEOFR TR 2nd-line MM
BMS-901608 elotuzumab

23 RERVCHEBCEETLIHERLOER (B) RUOEORERIL

Q) AR EPHTHLTY RI REROTHRHAZ Y o ORGIZEL T, TEREGRE OBONEE
oL, Beh5To L, £, FFRERIORMNIELZRGT L2 L,

Q) VU RI REOT XWXV DS OHEEMREA] & OO IZ L 58 3R OV M 136
L CW/RuN,

004 FRBROFEE . E-Ld EEIL. R UIHEHGEMDO MM ICXH LB TH H 2 ENfER ST, DK
FlOREE &L, [BRRE] OEE2ZBI 52L& L, OFHES O EMH 2 HET 5720
BRIE LT,

(2) AFNHEAMEL G- TOANERK VL EPETHESL L TH7RW,

T X< 7 B G OGN K OV ENEITHERE STV oo G IEREH OBLE ) GRRE LT,

(4) AFFEEHHZH S b Z & 03H 5 infusion reaction Z B S 5 72012, AFIOFKEG-HIIC, it
AHEIVH (YT e RTIUEE) | H ZRBETH (7= 0%) ROWEEEA (7
T T2 wRETLHIE, Flo, RAIEDRT AT ALY L, BOo&kh (28 mg A
B 5.0 3~24 WEMRTIC R E) & #IRNZE L (8 mg 2 ARHI# GO 45 45Hi £ TICHRGET) 1I2oE L
TETDHZ L, (THEEREARNEE] KO TERAREIER] OESMR)

Infusion reaction DFEBL%Z T [h3 5 72O KRB THO O N RIEREL NEN L OREHIEE 2%
WCHE LT,

(5) AFNZ 0.5 mL/5y DFHHE TRIEFHEZ B L. BEHEOBRMEN BRI %613, BEORELBIE L
RIND, BEREZUTOLI)ICEBEIC LT 2203 TED, 2L, BE5EEIT2mUAAZ B A 720
Z&,

BHEE (M%)
B R B 5 k: 030 5 | 2 5K 30607 | 7 5 A 60 2y b
o DS 05 1 >
BLYA 7N 2~4 A H#E 5 1 2
T2 7 AL >

FAOBET, 004 RBRIZFBT 23 BRBAMG YR ORE L £ A TERREST 22 L & L7,

(6) AAIBH- (2 XV infusion reaction 2338 L 72548 12i%, L FD X H1c, KAl G Rk, i, 58
JEDOERERTHZ L, <Fégﬁﬁ$MEaJ&0F$kﬁ @%J@@%%>
NCI-CTCAE*|Z X % Grade )& AL
Grade 4 EHICAKIOR 2R IEd 52 L,
Grade 3 B HIZARKI OB 2R+ 25 2 &,
JRA), G LnT &
Grade 2 IE%LCZIK%IJ@&EF%EPU??%B &
Grade 1 DL FIZIEIE L7255 121, AFIOE 53 EZ 0.5 mL/5r & L,




1.8.1 ZhEE « WE L OHIE - HEOEIRL 2nd-line MM
BMS-901608 elotuzumab

&L TE5, ARIOEGHEEZ 05mL/sy & L, BEOEREN+
REINTHEITIE, 30 97 2 21T 0.5mL/oy T D ARRK O £ Gk
EFDZENTE D, 7‘_7‘_ L. infusion reaction 233 L 74 5-A]
¢l infusion reaction 73>%§%%L71?LEHEV%EK?£D‘ L, AHDOHE

Be 512, infusion reaction 23FREEL L725G101%, EHITAHF OB
Gampr L, T H ﬁ&%b&m:&
Grade 1 [EET 5 E TARRAOEGEEZ 05mUnET5HZ &, Kﬂ@&%L
EEA 05mLiZyr e L. BEDOIEMEN 0 TR S 256121, 30
53 2 L2 05 MUy T ORK O G HEE FiF D 2 &#T%é
*: NCI-CTCAE v4.0 IZ X ¥ Grade % ¥|E

=
Eor

]

KB TG H Ik - IR A S & 12, infusion reaction Z & FL4 57, CCDS # &%
E LT, A DIBFE T, 004 iBRICEBIT 2B YUIFORE LB F 2 THEEMET LI L LT,

e

(7) THXH ALY OB ZE ST IE L7254 12X, infusion reaction DY A 7 ZEE L7z LT,
KFN OG- ORG24 25 Z &y

004 FRER OB EIZHERL L, CCDS 255 |Z3%E L1z, 7 &3 A & > > infusion reaction DR EL 1[5 %
HIOE LTERHEEOOESTHDH I b () ) | TX A XY U EFFHETICAKIE G 2k
BT AL EITEERENMLE L E 2 T,

(8) TEHHER DOFARIE
AFNL, 300 mg BLAIDHA1E 13 mL, 400 mg FAIDEHA 1T 17 mL OFES K TEM L, 25 mg/mL

@%E&Lt%\%ﬁ®wi# #ﬁbtgggékﬁ2mmL®$ﬁﬁﬁ&X15%7h?%&%
WRCTHRLEAT2Z &, (A EOER] OHEEBMR)

BRI COPBIIEELSBITRIE LIz, ok, FEOBET, BMIC X D EEWREZ Z5E Ltz
i L7,




182 i EoFE () BLUOF O EMRML 2nd-line MM
BMS-901608 elotuzumab
1 FRHEOEER (B) BIUZEORERIL

FERAEOER (R) B EIRHL

(& %]

AN, BRI o056 iE T & D EFH MR I T s MR
DIEPR K LTy 72 505k - BB A FFOERIO b & T AA O G-73
Y& SN DIEBNZ S\ T OARFES 5 2 &, £z, RIS
Fe3L b, BEXIZ OFRICANE R OfERMEz Ho it L, [[E
ER/ToHREGZENGT L2 L,

FBE DR MR ONZ i 15
OB D, fhoOPiE a8 M fE
BRI OUSHT SCETREHICHE T TRE
L7,

(%2 RoBHEITIELG Lz L) ]
(1) AHIDES 5 LibBUE OBEEED & 5 B

(2) IR ST L CW D ATREE D & 5 ot ( Tikts, PESR. FefliF
FE~OFKE ] OTEEMR)

(1) EFEGLO—FBMREE L LT
RE LT,

(2) BRIRIZI T DAIED AFEI A
BEHEOU AZIIRHATHD Z En
HERE LT,

LHEE 2 AR R

(1) FEEN, TEFE EIMLES O infusion reaction 23 H b D Z ERH D
DT, AFNOEEH L., FEE O infusion reaction (24 2. CTEARFIZ 45
TRRHE D TE DU 21T > 7= ECBA#AT 5 Z L, Infusion Reaction 11,
ABNOWEIE R < G STV D, 2 [B] H LU O AR # 51
Wb HOLID T ENDH DD T AKFEGHITEE ORIEE 5128
2L BEPRD NG EIITE G R IEEOBEY R AEZITH & &
HiZ, ERAEE T D EFTHREOREEL HyIcBlgET s, (TH
EROHEICEET 2HH EoEE) KON TEKZ2EER ] OESHR)
(2) VBRI EN D B D Z ENH D DT, AREIOFK5-BAARE]
T O 59 3E 00 iR A 217\ BB OMRIEZ + 01 BlZE 3 %
&, ((TEXRREWEM)] OHEZH)

1.

(1) “E CORKRBICET 2
infusion reaction & 4= B O % Lk %
BEITERE LT,

(2) FEDBFET, U2/ BRI
DOFBURBLE ZRE L, EERE T
AHEOITHEE LT,

2. BIEH

R ST EERTE D 2R B BEIE R E 2 x5 & U7- [FEBESER S 3 Rk
BIZBWT, AFIE LT Y R REOT S A&V a0 L7 318
Bl (AARNEE LHIZET) IZRD LNTAFOEREEH (10%
PLE) 13, #95 (28.9%) | 4FRERED (27.0%) . T (18.6 %) .
M/ (17.6 %) | #hiEhE (16.4%) . RERJE (16.0%) . 2
(15.1 %) . {Hf (145 %) . RRYVETEIE (145 %) | &Ik (13.8 %) |
FEN (126 %) . L (123%) . HJE (11.6%) Tholz, (K
R I)

2. [FEBRIL[F 5 3 AHRABR (CA204004
RER) OfERICESERE LT,

B, AETE, 004 BRICKT
HIRBRHE & OBERGE TE 220
FROBHRZFLH LT,

(1) EXRZREIEH

1) Infusion reaction (46.9 %) : F&EA, HZE, & IfLESF D infusion reaction
DHOLOLNDZERHLOT, BEORELZHSICBZEL, EED
infusion reaction 2358® LN TZHEIZIX, EHHIZAKI O 52 F 1k

L., @oleiiiEsi7o 2 &, (THEXOCHEICEET 2#H Lok
Bl RO THEERLAREERE] OHESMH)

2) FRYMIE : ik (8.5 %) HOHEREIIENR H LDONDHZ ENH D
DT, BEORELZ+SICBE L, RENBEDLNTEAIIEL, B
HIEEOME) e E 21TH 2 &

o

(1) CCDS K OMEBRIL[FZ 3 fHE
B (CA204004 iABR) it Fic ki
SE, +OBBEERTTORE
L7z,

B, FBEOWET, EYUE, Y
BRI TV MR BB D FE B
K zBE L, EERET L7720
2B L 7=,




182 i EoFE () BLUOF O EMRML 2nd-line MM
BMS-901608 elotuzumab
ERLEOEE () B ERHL

3) U Bk (9.7%) VU EKAONH N ZLRHDHD
T, BEOREZ 3Bl L, BEPRBO oNHEEITE, &5
IEFOEYRNEZTT Y Z &, ( THEELREANEE) OHSM)
4) FVEMEMRE (0.9%) : MEMEMEEN D BOND ZENH LD
T, BEOREZ HIcBls L, BREPRBO b HaIcid, &EF
1EFE DY RILEZTTH 2 &,

(2) ZofhorIfER

AKANE LT R REOT IV A2 20 LI=BRoRIERIZLL
ToOEEHY THD, RO LD REIERNS b b =HEI2IE, BRI
I U CEb) e @& 217195 Z &

TR 5 %L I 5% SR
by . KM | B
&, B WIE
el T, ERL, D
SR MU
JUIIR7E3 IR ERD I
Wb, A
iR H R
K - iR RIRAE KRB, RS
i
JEYE HoRAIS . ELIHTE
%, FROERY
R 15 I
il BT
5B # it
IR ALK TP Ik
ZOfth (RERD, KEH
AR, L
e

RITER ORI T, EBEILFESS 3 FIRBROM RN LER L. TS ORI T
DOWETHETRH L L,

(2) CCDS K OMEBEI[FZ 3 FHAE
B (CA204004 #ABR) Ot Gk
SERE LIz, CA204004 ERLL
D EGERRER TH S S TR EREE
EDORENEE TE 2 WHERIT,
BRI E L,

2B, FBEOWE T, TkMEM
IS DI BUIRI % 5 8 U f ik
THZILEELT,

3.EEE A~ G
RIS TITAEBEBERENME T L TV DO T BEOREL 512
B LN OERERICRETDZ &,

SEERRER OFE R, mlE & IES
g CLEEMEITE VT S
STEM, FE~OEEIZHT--
TO—RIRER L U CERREE

607 & (FEK 944 H 25 HAY) (2
HEOEXFEE LT,

A4Ths, PER, BRI ~O& G

(1) @ SUIIERE L CW D AEEMED H B AT S Lisnwz &, 4
WRT DE[REMED H D L MER O — =R T DR[O H 5 5
PEIZIE, ARAKI G- K ORI 50— E I, @O 72T 2175 £ 9
R4z b, A EmRBRIFEl S Tuny RN E K
SLAMF7 Fi 5210 CEYW EER N I T X 202 o) o ]

(2) MHLT OG5 Z L A2BT, RCOEETERETIHIHAI
A AETIEESES 2L, [(KAIOE MR T A~OBITICET 55—
X720, B M IgG IR FICBATT S Z ML TV D, ]

4,

(1) AFOIEYRF O 52T 5
RAEMIIHEN L TR, BED
ZHRRE~DOEEL RAHTH Y | #)
W) D AFHRE A B AR BRI S i X
TWRWZDERTE LT,

(2) AHOE FEFHHA~DBITIC
B9 27—, e b IgG
FRAFICBIT T2 Z L b
TWHZ ENBRRE LT,




182 i EoFE () BLUOF O EMRML 2nd-line MM
BMS-901608 elotuzumab
ERLEOEE () B ERHL

S5/NREEA~DE G-
RHAMRER, FrAaR, AR $hIE Uk 2 2T resr L
TWewy,  [EHRERR 0]

SAHN D /N ZEA~ D ISR 1T 72
< BEEVETMESL SN TWAnD
EINBRGE LT,

6. ARAR A A SR M T T 52
AFNZ, B MEIgGk &/ 7 a0 —FAHURTH D Z Lnn, MiET M
23T O ITE R A EKIKENE K O EE EEOm 7 TRl s s
AREMEN B D, Z DTN, 196 k DS FM B BIIEEE 2B\ T
SERTRBN O M NE 2R D DI ORI 8 % K IFJ i 6E
MENRHDHZLICHEETDHZ &,

6. FH DB T, AFINTEED
ORI B A T ATREME DS
»DHEDOERERUET D7D
E L7z,

THH EOREE

(1) Fhfday

1) BEOEREIZESE NI L 2551 T VEAE W T 5,

2) 18G UL F D &6+ 23555 U 7= 4R 2 AV T 300 mg A D54
1% 13 mL. 400 mg FHIDEFA 1% 17 mL OIES K THME L. 25 mg/mL
DIRELTDHZ L,

) NATNESNTIRETOD - Y LERAFIESETHEME L, 12
RMCEEIRAE ST D, S TR E 58 WML BEHR LRV
k o

4) SERIZVEME LT, 5~10 MERET 5, BRI R~ E A
DA~ AN E ET DR TH D, IR OB B 72 H
RCHERET D 2 & ki 7 SUXE AR ST Ly
L,

5) A DEREMNOHEA LIZLEREE AL T ANLHEEEY @ % 230
mL O AR L5 %7 U EMNE CHIRT 5 2 &,

6) FRFFRIL L, SRR ITHCICER T 5 2 &, 70, FRIRITFEE
T5Z &,

(2) $LhE

1) FREOEEE, WRA 7E2HNT, 022378 U TFDOAY
T TANE—F R NTeA TA T AN E—2l L THEEGTH
&,

2) DA & ORLA IXRFEIZT LN &,

3) AFNTAGEREH & LToHRHW, 2RI ThRen &,

7.

(1)1). 2). 3). 4). 5). 6)
) 1). 2). 3)
AFNOHE - A&, Mk - HRkeE
TS ERE L,

8. TDOMDIEE
G S PR3 TS TAYE O R BRI R A L Lz [E R E
3 FERBRIZI T, 299 5 d 45 5] (15.1 %) TAFNCKT 5SS
PUERRRI S, 2055 19 6] (FefebmiEix 2 41) THFRPUR D3
R e,

8. ERREBROAER, AFNKT 5
PURDPEA & RFNBE G- D PK, A
ik, R OVZZ PRI & 77 B
ITFR D B Do T2, S JF
BT 2 EEMED - HFRE L
7=,







5, 1272 L. infusion reaction 233&Hi L
7= $¢ 581 ClX infusion reaction 23 HL
Lo 5 HEZBZ 2N &, KO
P 5412 . infusion reaction 73 P53 E,
L7eSGAIiE, HHICARAOR S5 % F
Tl TR L2 b,
FIET 5 FE CTRAOEGHE % 05
mL/5y &35 2 &, AAIOEGEE %
05 mL/%y & L, BFDOIEMENR 71T
Rl S 7= HAICIE, 30 32212 05
mL/53 T ORFN O G HE A FiF D 2
LENTE S,

* NCI-CTCAE V4 0 (2 L Y Grade %} &

Grade 1

NTHFHAZY OG5 EEY T IE LTSI,
infusion reaction ® Y A 7 #ZE L 7= LT AH OGO
T 5 2 b,

(8) TEHHR DRI
AF1%, 300 mg BHIDEA 1L 13 mL, 400 mg RFI O AT
17 mL OFEFAK AR L, 25 mg/mL OJRFE L Lotk &
FORENDFHHE L& 85 230 mL O A FAIE K
5 %7 R UBHEFER CAM L CHERT L&, (T
A LokE] OHEBH)

AL, R IEFEOMEY AEZITO 2 &, ( [EERKE
ARHEE] OHESM)

4) FVEMENZRER (0.9 %) MEMEMEERH LD Z LR H
LT, BEOREEZ B L REREOONHGE
WZiE, BEHIEEOBEY 2B EIT) 2 &,

(2) £t EIER

AFIELVFY R REROT XY 25 &0 LI-BoRIE
MIFLLTD LB ThHD RO LS REWEAN & S bl Ha
(i, ARSI Ul g 2175 2 &,

[(FRLDEE]
1. BEELERER
(1) FEE, I EINES O infusion reaction 3% bbb Z &
NHDHDOT, KFIOFKEIL, EEO infusion reaction (21 %
TEAR D725 e D T& Dl %17 - 7= L CBAT S
Z &, Infusion reaction I%, ARAIOYEFE H-RHZ L < Wi S
TWDA, 2EIBUBEOAFEERICLH DN Z LS
HOT, KABEGFIXEEORIEL H0ICBIER L, BENR
DN ARG IEEO RO R AE AT & &b,
JERNEIET 5 TREOREEZ FSICBET S (TH
EROHBICEET A Lo kO THERAAZRRIVEM ]
DIES )
(2) Uy BRI ER D Hbid Z ERH D DT, ARIOEE
BRARHT B O G- @ I ML M & 1TV R ke %
toicBET s, ( THRZENWEM 0ESR)

2. BER

LR SUTERAYE D 23 M a BEE R 265 & U= [ERRSE R 3
MRBRICBW T AR E LFY R RERT IV A %G
A L72318% (AARANBFILFIZETe) 5RO DN EREIE
(10 %Pl E) 13X, g% (289 %) | AFHhERED (27.0 %)
TR (18.6%) . /R (17.6 %) . fEHNE (16.4%) |

RHRSE (16.0%) . &l (15.1%) . R (14.5%) . KA
FEIE (14.5 %) | i 1i6E (13.8 %) , FEL (12.6 %) , il (12.3 %) |

MSE (116 %) Thot-, (KB

(1) EXLEIEA

1) Infusion reaction (46.9%) : Z&#h, MFE. & ifi+% o infusion
reaction 23 L5 ENHHDOT, BEDREE 43I
BlER L, EEO infusion reaction 2378 SN HAITIE, B
HICARFIOF G2 L, @R 0EEITY &, ( THIE
F OV Bl B 2t B oo i) ROV T H e BRI
DIES)

2) REYYE : iz (8.5%) HEOHERBYYENSH LD Z L
NBHDOT, BEOREEZ+HSITBEL, BFENBED LN
BEICIE, EERIEOREY R E AT H L,

3) Uy gk (9.7%) ¢ U SEKEA R H bbid Z EN
bHDOT, BEDREZ FOICBLE L, BRENEDONTS

FREEISE 5%k 5% AT BEA
- HFr, REEE | e
VI, FEEA,
IIE
HibEs NI LN
Al
RAER IEAOLE
JIIR7E3 A PRI
L1120 7315 2N
gy
[ H B
Fath - thsR | AIRIE Ky, B
MHgHZe, B
i) e
BJE BT
BB AR Fh S
WP o I T 1R Rk
Z Ofh IRERD |
& A A e
Wi BRI
i

BITE ORBELIT, [EFERLRIFEIMARBR ORI HEF L,
ZNUSN DGR RBR COREITHHERA & LT,

3. mRE~AOES
— R EEE CTIARESRENE T LTV A O T BFORES
TACBE LR EEICEEGTH L,

4. BEIR., EWR. BIBE~ORE

(1) B0 ATAER LTV 2 AR D & 5 Lethicid & 5 L2z
Z &, HEIRT D FREMED B D MR OV — b — MR
L ABEMED B 2 FBEITIE, ARAF G- R OARAF 5% —E
WM, WY 21T ) XOfRET L2 L, [AMRAER
MERBRIL I STV e (RAIA E b SLAMFT f5 R8T
B ERNFERTE 20 =) L, ]

Q) BHF OGS 5 2 LR, PG TRET S
LAwcEELETIEsEs 2L, [(KAloe MRELF~OB
FICET 27 — 237202, b MgGIXRFAFITBITT S 2
ERmBENTND, ]

5 INREADERS
R ARRER, FAN, FLIL. S SOd NSk 2 e thi
FEST L TUel, [ FRREBR D 2]

6. BREKREHKRICRIFT RS

AHNE. & MEIgGk E/ 7 u—FAHiKRTHD Z L b, (L
BHH M & )7 O MG R A ERUKENE R OEE ELE O 7
TRIEESNDAREMER D D, ZOTHN, 196« RO LR




BERE 2BV T BB R OFHE L CEERAN b OFHIHED
PN A RTINS D 2 LICEET D 2 &,

7. BREDEE

(1) FAfdKe

1) BEDOKEREICESE NI L 2D TV EHERT 5,

2) 18G L T Ot & 34555 Uiz @ &2 Hv ¢, 300 mg S5

DA X 13 mL, 400 mg A DAL 17 mL OFEF KT

AR L, 25mg/mL ORFELT5H &,

INA T IVESLTIIREE T - < Y LI & AR S & CTHE

L., BB SE D, NATVEEE >, %

L<HR LRV &y

SERIZUAR LT, 5~10 Zp[ME T 2, ERERITHEA~

BECOBIA~HLAXERT DR TH D, EIRIRIZRLT-

RBEONR VBRI CHERT S Z &, R O UIE AR

DONTHAITIEERA Lz &y

BEORENOHE LELEREEZ AL TIUNLIRHERDY

EE 230 mL OEBESHEIENIE 5 %7 N EESK CAIR

T5H L,

6) MMFFHEL L, ARG IESCNCHT 5 2 &, £2. Bl
IIBEFET D Z &,

(2) BE5

1) FRBEOEREE, WA 72 HANT, 022 S 7T
DAVTFZTANE =R TA T A NH—%
WLTEETAHZL,

2) L OEHIE & OFA UTIRIEIX L RN &,

3) AANTAF I L LToOLM, AEEEIIITbRW D
L,

3)

4)

5

~

8. EDHDER

RERN : R SUTIHATE O LR B HILEH 205 L Lc[E
BRIEIAZE 3 FRARBRIC ISV T, 299 it 45 5] (15.1 %) CTAH
X DA TUARRE S, 205519 F Rk 2
Bl) THRGURDIEINFED b,

[EmEiE]

1. mEdRAE

(1) HEELE GFEANCBT D) Y
LM EBEIEEE 8 Bl AAl 10mglkg 2 1LF U K K&
OTFXH A7 LS L & & oGP iREHRSE
KO IE PP S L7 K ENEE T A —F ZLUT
WRT,

1: HiEEROMETT oY X 7 REHY (CFHEHE
HEfR2E)

-3-

K1 B GROEMBIRE T X — 7

Cmax?® Tmax® AUC(0-T)® AUC(INF)® T-HALF? cLT?  vz?

(ng/mL)  (h) (ng-h/mL)  (ug-h/mL) (h) (mL/h/kg) (mL/kg)
217 323 39559 46401 147 0215 594
(@4 (2949 (28 (39) (66) 46)  (30)

a P (ZBRE%) | bl (R ME-fROKE)

2) EHEE (BARANCRIT D) 2
B SUTEREM O B AN SR B HERE 3 B AH
10mgkg 17V K REORT XY AV L0 TE
WG LT & & OFFIRNES- % O MG IRE & miGE ~
7 7 REHR 2 L TIORT,

2 REFEGRHO MG oY X~ TREHRE (P -+ 1Z
)

2. SHEEREREBE GMNEACEBIT LM Y

L3V B AR CEBERE Y IER (CrCL 90 mL/min LA E) 72
B 8, HEERHAERE (CrCL 30 mL/min fi) BF 7 4
J ORI A4 (CrCL 30 mL/min A C MLRZEHT 4 Fhi) &
F 8B, AAI10 mgkg LY I RROT XY A&
EOHHI G LT b & OARFI O FW B HE 2 7 L7228 Bikee
PIEW 728 & B E AR e ORIIB Rl & ORI,
HRIR I S 3B E OB W ITR O b o 7,

[ 5 PR B4 ]
BREXIGHAMOZAMBRERZEXNE L LEERERSE
385 ER(CA20400454E8) ¥

1~3 LY AV ORIEFRIE & H 9 2 B8 X ILENE O 2368
BEIEARE ™Y 646 Bl (HARNBE 60 FlEETe) xR E L, A
FIED FORLF Y R RED 45742 5 %9 (E-Ld B)
LY R REY 4579 2 2 59 (Ld BE) & o8k
POVt hlRat+ 5. 7 v 4 MEIEERERRELRE 3
FHERER & 20 U7, FEEERE B X M A IR (PFS) &
OFEHEIS MEIE EBMT (BN IMES#BE 7 v—7) ik
IC X VBT LD R AR LIZBREDEIA] TH Y | Mhsr
A EBRIC L DRl 21T o7, ZOFER, PFS O ufilix,
E-Ld T 194 # A, LdFET 149 A TH Y, E-Ld #& Ld
REICHARTPFS NAEREICIERE L= [~ — R 0.70, 97.61%
{SHEXE - 0.55, 0.88, &% log-rank KiE p=0.0004 (77K
0.0239) 1, ZWhEIAIT, E-Ld #ET 78.5% (252/321 {5, 95 %
fEHEIXMH : 73.6, 82.9) . Ld #£T 65.5% (213/325 fil, 95 %[5
FHIX[E ¢ 60.1,70.7) T Y. E-Ld BT Ld BEICEE N TEDEIS
NAEBICYE L [HEA > X 1.94  (99.5 %S X[ : 1.17,
3.23) . Cochran-Mantel-Haenszel ## & p= 0.0002 (f & /K%
0005 1., (2014410 H29HTFT—FH v 4 7)

£72. BIWRGHEIE R Th 5 24K (0S) o s O
. 0S O fEE E-Ld BT 43.7 % H (95 WIS HEX [ :40.3, HE



EART) | LAEET39.6 » H (95 %IEHEXM : 33.3, #EERM)
THY ., MEHFHEERLERITRD HNTWRN [ANYF— R
F 1 0.77, 98.6 %{S#EIX R : 0.58, 1.03, /@B log-rank I iE
p=0.0257 (HE/K#E=0.014) ], (20154210 H 29 A5 —4 7
v NAT)

3 : CA204004 75 T o> MG HEA {7 H1TE] 0> Kaplan-Meier

L) VU R RORTREEZ2HT 25813, ROFKMG %
TedBEEdgl Lz, ORBBRAEZIRNHIEZL L
ThoHrZ &, QU R NEBEHEDDH HGrade 3LLED
AEFQICL > TR FIEERoTRNIE, @V
U R ROEGYA 7 NVEMNIYA 7 VLT, oL )
R REG P EE 5% T#%9 5 A LIS BIETT A e
WwZ &,

H2) AFOREROCHE : 280 EZ1Y 1 7 v & L, 1[H10
molkg% . GIO2YA 7 VIFLIAREEE C4E] (1, 8, 15
KO22A H) | 3V A 7 VL IZ20E MR 2R (LR
150 H) #RMNIEE57 %,

#3) LU RI FOMEROHE : 28HMZLFA 71 E L,
1H1E25 mgZ 21 H & O 5 L=t 7THRIKRIES 5,

W) TXY AV ORELOH R E-LAEETIE, 28HM %1
PA TN E L, BHIO2TA 7 T nEIEE (28 mgdik
A5 &8 mgDFElkINEES) %1, 8, 15K U22AH (K
FeE-H) 12179, 3V A 7 VPBIE, o8RG 21RO
15H B (RAIFE-R) 1297V, 1H1[E140 mgA 8% U22H
Hiz®n#&54 2%,

Ld#ECix, 28 A &1+ 7L & L, 1H1[H140 mg#%1, 8,
15K U220 BIZRAHKET 5,

€ 39E 35
1ERRFE
=nr Y X<7%, b b Signaling Lymphocyte Activation Molecule
Family Member 7 (SLAMF7) (Z#&&3 5t MbIgGl £/ 7 1
—F AR TH D, SLAMFT 132580 BRI & 83
LT EBRHEINTVWS,
T X 7 REEA R O SLAMFT IZREA L, Fe 2R
BEN LT F2T70%T7— (NK) MlEE O AEERICEY
PR KIS (ADCC) #7852 LIk, EEHE
BMEER 2R+ B2 N5, 99 £, muY X<=7 %
NK #3395 SLAMF7 & OFEA1Z K 0 NK I & B %
MALTHERZE T2 2 R HE S TnD, 9
RiEBER
oY A< 73k MERER SR OPM2 MilakkZ Bl L~
ANZERWTC, EEF O Z M LTz, 9

(AR cET ELFHAR]
—Ms =Y X~ T GRIZTFAR )

Elotuzumab (Genetical Recombination)
Aoy X~ 73, @iz e Mee/ 7 e—F i
ETHY, ~TAHE b SLAM 77 I U —R LR —7
(SLAMF7) HROARAMERERS, W ice b IgGL @
TU— AT — IR NEFRND D, =Y X~ T (X,
~UAIxzr—~v (NSO) Mgl XV ELASNE, =1
YR TVE, 449 T I BEENG7D H 8 (vl
B2 AR 214 DT 2 ) BEFEENG 725 L85 (c 85)
2R THERR SN D HEY 78 (418 - %9 148,000)
Th b,

[&EBEH]

[a%]
T ATV T 4 mEEH 300mg 0 131 T L
T ATY T o GIEEREH 400mg ;131 TV

[EEXB R UPSCIREER L]
FEH
1) HhPNEE : MESEES 1b ARERAREAER (C204-007)
2) FhPNEE : ENES 1M ERIRABR  (C204-005)
3) Lonial S, etal.: N Engl J Med. 2015; 373(7):621-631.
4) Hsi ED, et al.: Clin Cancer Res. 2008;14(9):2775-2784.
5) Tai YT, etal.: Blood. 2008;112(4):1329-1337.

6) Collins SM, et al: Cancer Immunol Immunother.
2013;62:1841-1849.
XEREER %

[ EFSCHR NS RO ERHC D E E L TH FRRICITERT
S,
TYA v A Y= A7 A THRASHE AT 1 IERE
(EFT) SAUERHTE DX P57 6-5-1
(TEL) 0120-093-507

ST

G5 TIANLTA AT iFi&Ei

TR 8 T A 6 -5



1.9 — A FRICAR B 3CE 2nd-line MM
BMS-901608 elotuzumab

1 ERNO—fREI%H (JAN)
PRk 27 45 5 H 18 AR AR AFE 0518 55 5 52 LV @A ST,
E IR — R FR
(HAA) Y X< (o R)
(I 4) Elotuzumab (Genetical Recombination)
E
(HAA)

Y X7, #arfize MeE/ Ze—FAbRTHY, v AHE N SLAM 77 U —
AL 3—T7 (SLAMF7) HUROFMMEIERS, TONCE b 1gG1 D7 L — AU — 7 F R ONE /5
5. Y Aw 7, vyAIxTa—~ (NSO) MBI LV EASIRD. =a Y X~71L, 449 {#
DT 2V FEENS2D HEL (y180) 2 KRN 214D T 2 IR B2 5 L (c8H) 2 ATHE
ESNDHES N7 E (5rF& £ 148,000) TH 5.

(ZFE 4)

Elotuzumab is a recombinant humanized monoclonal antibody composed of complementarity-determining
regions derived from mouse anti-human SLAM family member 7 (SLAMF7) monoclonal antibody and
framework regions and constant regions derived from human IgG1l. Elotuzumab is produced in mouse
myeloma (NSO) cell line. Elotuzumab is a glycoprotein (molecular weight: ca. 148,000) composed of 2 H-
chains (yl-chains) consisting of 449 amino acid residues each and 2 L-chains (k-chains) consisting of 214
amino acid residues each.

2 EER—fes4 (INN)
INN

elotuzumab

INN IR #5ES
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Rk 27 £ 5 H 18 H

FAERREATE (7)) & OB

JEA T SR b R R AR R R
( «~ H & B )

[ 3K D — R B2 BRI DN T

BERLIC DWW TR, TEIES O —EAFRO BRI DWW T (CERR 18 23 A 31 A 3K
BFE 0331001 Z/EAEEE EHRE M HEEN) 1FECIVROF->TnHEZAT
bDHD, A, BAEIZE T D EEL—BAFR (LU TJAN] & 9H,) 1220 T,
IR DO LBV EDT=OT, #HTHO L, & TEGREEICHEMT LA L i
JERAVNZ U,

(M)
HARES G — 4 #r7 — & ~<X— 2 : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIRDOTEHRD 5> 6, JAN DAORFTOEHRIX, YikT —F X—2ADEF R THILT
HZLLELTWET,)



(5122) INN (ZI#E S vz in B O3 FEIZ 1T 2 3G — x4

(CERk 18 4E 3 H 31 HIEAEAIE 0331001 5L 97844 1 36 A 5 o e A A B

By 25-1-B20

JAN (HAA)
JAN (& #)

VAR I AT VIS e

Y A<v7 (&R

: Elotuzumab (Genetical Recombination)

L84
DIQMTQSPSS LSASVGDRVT ITCKASQDVG TAVAWYQQKP GKVPKLLIYW
|
]
ASTRHTGVPD RFSGSGSGTD FTLTISSLQP EDVATYYCQQ YSSYPYTFGQ
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFEY PREAKVQWKV
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG
LSSPVTKSFEN RGEC
EVQLVESGGG LVQPGGSLRL SCAASGFDFS RYWMSWVRQA PGKGLEWIGE
I ]
INPDSSTINY APSLKDKFII SRDNAKNSLY LOMNSLRAED TAVYYCARPD
GNYWYFDVWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD
J
{EfPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK
DTLMISRTPE VTCVVVDVSH EDPEVKEFNWY VDGVEVHNAK TKPREEQYNS
|
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL
[
|
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK

HEHN299 : HESHFE A ; HEHK449 -

HoTates s

;ﬁ

NS

@RI 2)

L & C214 - H 81 C222, H#{ C228 -H #{C228, HH{C231 -HH{ C231 : AL 7 1 Rf5&

F 7R ESH OHEEREIE

GlcNAc—Man

Fuc

Man—GlcNAc—GIcNAC
GIcNAc—Man~~



Co476Ho982N171402016842 (Z > /X7 H 5y, 4 AREH)
H & C2205H3396N5320673515
L# Cio3sH1599N275033556

Y Xv 7, BEHEfiz e MEeE 7 r—F AHiRTHY, vUAHIE b SLAM 77 I U — X
N—7 (SLAMF7) HiEOFMMEREL, Wict » IgGl D7 L— AU — 7 B NEFEN SR 5. —
nY Xv 7L, vyAITe—~ (NSO) MIBICLVEEIND. =u Y X~ 449 HO7 I/ Bk
Ko HEH (180 2 ARK O 214 HOT I/ Wikinb7e b L (8H) 2 R THER S DX o)
78 (& : £ 148,000) TH5D.

Elotuzumab is a recombinant humanized monoclonal antibody composed of complementarity-
determining regions derived from mouse anti-human SLAM family member 7 (SLAMF7) monoclonal
antibody and framework regions and constant regions derived from human IgGl. Elotuzumab is
produced in mouse myeloma (NSO) cell line. Elotuzumab is a glycoprotein (molecular weight: ca.
148,000) composed of 2 H-chains (y1-chains) consisting of 449 amino acid residues each and 2 L-chains

(k-chains) consisting of 214 amino acid residues each.



JAN (HAA)
JAN (& #)

Bk 25-2-B3

D H =T (BRI R)

: Tabalumab (Genetical Recombination)

T2 BRI RN AV T 4 REES

L $4

EIVLTQSPAT
ASNRATGIPA
GTKVEIKRTV
DNALQSGNSQ
LSSPVTKSFEN

H 44

QOVOLQOWGAG
INHSGSTNYN
DILTGYYYYF
LVKDYFPEPV

LSLSPGERAT
RESGSGSGTD
AAPSVFIFPP
ESVTEQDSKD
RGEC

LLKPSETLSL
PSLKSRVTIS
DYWGQGTLVT
TVSWNSGALT

LS?RASQSVS

RYLAWYQQKP

STLTISSLEP
SDEQLKSGTA
STYSLSNTLT

TQAVYGGSFS

EDFAVYYCQQ
SVVCLLNNEY
LSKADYEKHK

GYYWSWIRQP

GQAPRLLIYD
RSNWPRTEGQ
PREAKVQWKV
VYAéEVTHQG

PGKGLEWIGE

VDTSKNQFSL
VSSASTKGPS
SGVHTFPAVL

KLSSVTAADT
VEFPLAPCSRS
QOSSGLYSLSS

1
AVYYCARGYY
TSESTAALGC
VVTVPSSSLG

TKTYTéNVDH
KDTLMISRTP
STYRVVSVLT
VYTLPPSQEE
LDSDGSFFLY

H#E Q1 : Home e 7 I U H 86 N300 : B S ; H 84 K450 :

KPSNTKVDKR
EVTCVVVDVS
VLHODWLNGK
MTKNQVSLTC
SRLTVDKSRW

VESKYGPPCP
QEDPEVQFEFNW
EYKCKVSNKG
LVKGFYPSDI
QEGNVESCSV

PCPAPEFLGG
YVDGVEVHNA
LPSSIEKTIS
AVEWESNGQP
MHEALHNHYT

PSVFLFPPKP
KTKPREEQFN
KAKGQPREPQ
ENNYKTTPPV
OKSLSLSLGK

WA Tatws s

L #{ C214—H #4 C137, H $4 C229—H $4 C229, H #{ C232—H $4 C232 : YA/ 7 1 FiEG

F 7R BEH OHEEREIE

Galo_z

[ (B1-4)GIcNAc(B1-2)Man(al-6) \
3 Man(B1-4)GIcNAc(1-4)GIcNAc
1 (B1-4)GIcNAc(B1-2)Man(a1-3) 7/

Fuc(o.1-6)

Ces18H1000sN172402032838 (¥ > /N7 B 557, 4 AREH)
H$H  C2231H3401N5750683S14
L#H Cio2sH1607N2870333Ss



Z23v< 70X, B b BMIRIEHEER T (BAFF) ICxtd 28 iz e kN 1gG4 €/ 7 v —F LR T
HY, HEH 231 FHOT I / BRFEIED Pro ICEHBR SN TWD. XL~ T L, T A =—ANLAX I
BRI L EASIND. X v~ T0E, 450 DT R RFRFEEN S 7D HEH (y4 85) 2 KK 214 (O
T BEENGR D L (k8 2R THERINDIEY X0 (&K 149,000) ThHD.

Tabalumab is a recombinant human IgG4 monoclonal antibody against the human B cell activating
factor belonging to the tumor necrosis factor family (BAFF), whose amino acid residue at position 231
in the H-chain is substituted by Pro. Tabalumab is produced in Chinese hamster ovary cells.
Tabalumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains)
consisting of 450 amino acid residues each and 2 L-chains (x-chains) consisting of 214 amino acid

residues each.
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JAN (3£ 4) : Asenapine Maleate

RUSBEBERRK
C17H16CINO * C4H404
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monomaleate






JAN (HAA)
JAN (& #)

26-2-B5
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ETIVLTOSPAT
LIYLASYLES
TFGGGTKVET
QWKVDNALQS

THOGLSSPVT

QVOLVQOSGVE
INPSNGGINF
YREDMGEDYW
DYEFPEPVTVS

—
YTCNVDHKPS

IMISRTPEVT
RVVSVLTVLH
LPPSQEEMTK
DGSFFLYSRL

LSLSPGERAT
GVPARE'SGSG
KRTVAAPSVF
GNSQESVTEQ

KSENRGEC

VKKPGASVKV
NEKEFKNRVTL
GOGITVIVSS

LS?RASKGVS

c XA T R Y AT (B )

: Pembrolizumab (Genetical Recombination)

TSGYSYLHWY QQOKPGQAPRL

SGIDETLTIS
IFPPSDEQLK

DSKDSTYSLS

S?KASGYTFT

|
SLEPEDFAVY YCQHSRDLPL

SGTASVVELL NNEYPREAKV
STLTLSKADY EKHKVYACEV

NYYMYWVRQA PGOGLEWMGG

TTDSSTTTAY
ASTKGPSVEP

MELKSLQFDD TAVYYCARRD
LAPCSRSTSE STAALGCLVK

WNSGALTSGV
NTKVDKRVES
CVVVDVSQED

HTFPAVLOSS
KYGPPCPPCP
PEVOFNWYVD

ODWLNGKEYK hKVSNKGLPS

NQVSLTCLVK GEYPSDIAVE
TVDKSRWQEG NVESCSVMHE

GLYSLSSVVT VPSSSLGTKT
APEFLGGPSV FLFPPKPKDT
GVEVHNAKTK PREEQENSTY
SIEKTISKAK GOPREPQVYT
WESNGQOPENN YKTTPPVLDS
ATHNHYTQKS LSLSLGK

HEH Q1 : #ife e 7 v 2 X Uk HEHN297 « HESE S ; HEH K447 - Sty
L& C218—H #4 C134, HHH C26-H#{C226, HEH C29-HEH C229 : P ALT ¢ RiEA

F 2 ESH OHEE RS

Fuc(a1-6)
[ (B1-4)GlcNAc(B1-2)Man(al-6)
Man(p1-4)GIcNAc(B1-4)GIcNAc

Galo_z L
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NRoa7n ) X~ @tz e Met Ze—FABiRTH Y, ~v AHiE b PD-1 HiiRO R
PEREES, WONZE R IgG4 D7 L— AU — 7L NEFRHLN O, HE{ 228 FH DT I/ BRFEAN
Pro lZEASINTWD. RAT R YAV TE, FrA4=—ANLAZ—JIRMIC IV EASND. ~
L7 v X7, 44Tl OT I 7 BRFEIN D5 HEH (y48H) 2 AR 218 [HOT X /BRI D
D LH (8H) 2 RO SN DPEY %0 (415 - 59 149,000) THS.

Pembrolizumab is a recombinant humanized monoclonal antibody composed of complementarity-
determining regions derived from mouse anti-human PD-1 monoclonal antibody and framework
regions and constant regions derived from human IgG4, whose amino acid residue at position 228
in the H-chain is substituted by Pro. Pembrolizumab is produced in Chinese hamster ovary cells.
Pembrolizumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains)
consisting of 447 amino acid residues each and 2 L-chains (k-chains) consisting of 218 amino acid

residues each.
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 62

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-96) and Recommended (1-57) International Nonproprietary Names can be found in Cumulative List
No. 12, 2007 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 62

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d’'une dénomination dans les listes de DCI recommandées n’impliqgue aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-96) et recommandées (1-57) dans
la Liste récapitulative No. 12, 2007 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 62

De conformidad con lo que dispone el péarrafo 7 del Procedimiento de Selecciobn de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9); Resolucién EB115.R4 (EB115/2005/REC/1)], se comunica por el presente
anuncio gque las denominaciones que a continuaciéon se expresan han sido seleccionadas como Denominaciones Comunes
Internacionales Recomendadas. La inclusion de una denominacion en las listas de las Denominaciones Comunes
Recomendadas no supone recomendacion alguna en favor del empleo de la sustancia respectiva en medicina o en
farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-96) y Recomendadas (1-57) se encuentran
reunidas en Cumulative List No. 12, 2007 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN Chemical name or description; Molecular formula; Graphic formula

DCI Recommandée Nom chimique ou description; Formule brute; Formule développée

DCI Recomendada Nombre quimico o descripcion; Férmula molecular; Féormula desarrollada
adarotenum

adarotene (2E)-3-[3'-(adamantan-1-yl)-4'-hydroxy-1,1'-biphenyl-4-y Jprop-

adarotene

adaroteno

afamelanotidum
afamelanotide

afamélanotide

afamelanotida

alisporivirum
alisporivir

alisporivir

alisporivir

2-enoic acid

acide (2E)-3-[4'-hydroxy-3'-(adamantan-1-yl)biphényl-4-yl]prop-
2-énoique

acido 3-[3'-(adamantan-1-il)-4'-hidroxi-1,1'-bifenil-4-i Jprop-2-enoico

CasH2603

HO

&

O ZScom

N-acetyl-L-serinyl-L-tyrosyl-L-seryl-(2S)-2-aminohexanoyl-L-glutamyl-
L-histidyl-D-phenylalanyl-L-arginyl-L-tryptophanylglycyl-L-lysyl-
L-prolyl-L-valinamide

N-acétyl-L-sérinyl-L-tyrosyl-L-séryl-(2S)-2-aminohexanoyl-L-glutamyl-
L-histidyl-D-phénylalanyl-L-arginyl-L-tryptophanylglycyl-L-lysyl-
L-prolyl-L-valinamide
N-acetil-L-serinil-L-tirosil-L-seril-(2S)-2-aminohexanoil-L-glutamil-
L-histidil-D-fenilalanil-L-arginil-L-triptofanilglicil-L-lisil-L-prolil-
L-valinamida

C18H111N21019

HaC

H3C
8 \”—Ser-Tyr-Ser—H Glu—His-D-Phe-Arg-Trp-Gly—Lys-Pro-Val-NH,
(o}

[8-(N-methyl-D-alanine),9-(N-ethyl-L-valine)]cyclosporine
[8-(N-méthyl-D-alanine),9-(N-éthyl-L-valine)]cyclosporine

[8-(N-metil-D-alanina),9-(N-etil-L-valina)]ciclosporina
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amenamevirum
amenamevir

aménamévir

amenamevir

atigliflozinum
atigliflozin

atigliflozine

atigliflozina

C63H113N11012

/—CH3

Sﬁ’ ---CH3

H3C

3
Oo CH3OCH3O

H3C

HsC N o} H3C o

O o <:H3
ch oW CH3
3<:

N-(2,6-dimethylphenyl)-N-(2-{[4-(1,2,4-oxadiazol-3-yl)phenyl]amino}-
2-oxoethyl)-1,1-dioxothiane-4-carboxamide

N-(2,6-diméthylphényl)-N-(2-{[4-(1,2,4-0xadiazol-3-yl)phényl]amino}-
2-oxoéthyl)-1,1-dioxothiane-4-carboxamide

N-(2,6-dimetilfenil)-N-(2-{[4-(1,2,4-oxadiazol-3-il)fenillamino}-
2-oxoetil)-1,1-dioxotiano-4-carboxamida

C24H26N405S
NN\
0. HiC CHs - P
N\ N
O=S (e}
v A
N
H
(e]

2-[(4-methoxyphenyl)methyl]thiophen-3-yl B-D-glucopyranoside
-D-glucopyranoside de 2-[(4-méthoxyphényl)méthyl]thiophén-3-yle

B-D-glucopiranésido de 2-[(4-metoxifenil)metil]-3-tienilo

C1gH207S
OCHj
HO ’ S
Y
O 0
OH
HO
OH
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balapiravirum
balapiravir 4'-C-azido-2',3',5'-tris[O-(2-methylpropanoyl)]cytidine

balapiravir 4'-C-azido-2',3',5'-tris[O-(2-méthylpropanoyl)]cytidine
balapiravir 4'-C-azido-2',3',5'-tris[O-(2-metilpropanail)]citidina
C21H30N6Os

NH,
CH3

o) N7

H3C)Y A |

o O N
o}

N3 CH,4

O, o O
\[H\CHB
(¢}

HsC” “CHj

beloranibum

beloran b (3R,4S,5S,6R)-5-methoxy-4-[(2R,3R)-2-methyl-3-(3-methylbut-
2-en-1-yl)oxiran-2-yl]-1-oxaspiro[2.5]octan-6-yl (2E)-3-{4-[2-
(dimethylamino)ethoxy]phenyl}prop-2-enoate

béloran b (2E)-3-{4-[2-(diméthylamino)éthoxy]phényl}prop-2-énoate de
(3R,4S,5S,6R)-5-méthoxy-4-[(2R,3R)-2-méthyl-3-(3-méthylbut-2-én-
1-yl)oxiran-2-yl]-1-oxaspiro[2.5]octan-6-yle

beloran b (2E)-3-{4-[2-(dimetilamino)etox [fenil}prop-2-enoato de
(3R,4S,5S,6R)- 4-[(2R,3R)-2-metil-3-(3-metilbut-2-en-1-il)oxiran-2-il]-
5-metoxi-1-oxaspiro[2.5]octan-6-ilo

C29H41N06

blinatumomabum #

blinatumomab immunoglobulin scFv-scFv, anti-[Homo sapiens CD19 (B lymphocyte
surface antigen B4, Leu-12)]/anti-[Homo sapiens CD3 epsilon
(CD3E, Leu-4)] Mus musculus monoclonal antibody bispecific single
chain;
Mus musculus scFv anti-CD19 [V-KAPPA (IGKV3-4-IGKJ1*01)
[10.3.9] (1-111) -tris(tetraglycyl-seryl) -VH (IGHV1-54-(IGHD)-
IGHJ4*01, S123>T) [8.8.17] (127-250)] -tetraglycyl-seryl -Mus
musculus scFv anti-CD3E [VH (IGHV1-4-(IGHD)-IGHJ2*01) [8.8.12]
(256-374) -valyl-glutamyl-tetrakis(diglycyl-seryl)-diglycyl-valyl-
aspartyl -V-KAPPA (IGKV4-59-1GKJ5*01) [5.3.9] (393-498)] -
hexahistidine
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blinatumomab

blinatumomab

canosimibum
canosimibe

canosimibe

canosimiba

immunoglobuline scFv-scFv, anti-[Homo sapiens CD19 (antigéne de
surface B4 des lymphocytes B, Leu-12)]/anti-[Homo sapiens CD3
epsilon (CD3E, Leu-4)] Mus musculus anticorps monoclonal
bispécifiqgue a chaine unique;

Mus musculus scFv anti-CD19 [V-KAPPA (IGKV3-4-1GKJ1*01)
[10.3.9] (1-111) -tris(tétraglycyl-séryl) -VH (IGHV1-54-(IGHD)-
IGHJ4*01, S123>T [8.8.17] (127-250) -tétraglycyl-séryl -Mus
musculus scFv anti-CD3E [VH (IGHV1-4-(IGHD)-IGHJ2*01 [8.8.12]
(256-374) -valyl-glutamyl-tétrakis(diglycyl-seryl)-diglycyl-valyl-
aspartyl -V-KAPPA (IGKV4-59-1GKJ5*01 [5.3.9] (393-498)] —
hexahistidine

inmunoglobulina scFv-scFv, anti-[Homo sapiens CD19 (antigeno de
superficie B4 de los linfocitos B, Leu-12)}/anti-[Homo sapiens CD3
epsilon (CD3E, Leu-4)] anticuerpo monoclonal biespecifico de Mus
musculus de cadena Unica;

Mus musculus scFv anti-CD19 [V-KAPPA (IGKV3-4-IGKJ1*01)
[10.3.9] (1-111) -tris(tetraglicil-seril) -VH (IGHV1-54-(IGHD)-
IGHJ4*01, S123>T [8.8.17] (127-250) -tetraglicil-seril -Mus musculus
scFv anti-CD3E [VH (IGHV1-4-(IGHD)-IGHJ2*01 [8.8.12] (256-374) -
valil-glutamil-tetrakis(diglicil-seril)-diglicil-valil-aspartil -V-KAPPA
(IGKV4-59-IGKJ5*01 [5.3.9] (393-498)] —hexahistidina

Ca367H3577N6490772S19

DIQLTQSPAS LAVSLGQRAT ISCKASQSVD YDGDSYLNWY QQIPGQPPKL 50
LIYDASNLVS GIPPRFSGSG SGTDFTLNIH PVEKVDAATY HCQQSTEDPW 100
TFGGGTKLEI KGGGGSGGGG SGGGGSQVQL QQSGAELVRP GSSVKISCKA 150
SGYAFSSYWM NWVKQRPGQG LEWIGQIWPG DGDTNYNGKF KGKATLTADE 200
SSSTAYMQLS SLASEDSAVY FCARRETTTV GRYYYAMDYW GQGTTVTVSS 250
GGGGSDIKLQ QSGAELARPG ASVKMSCKTS GYTFTRYTMH WVKQRPGQGL 300
EWIGYINPSR GYTNYNQKFK DKATLTTDKS SSTAYMQLSS LTSEDSAVYY 350
CARYYDDHYC LDYWGQGTTL TVSSVEGGSG GSGGSGGSGG VDDIQLTQSP 400
AIMSASPGEK VTMTCRASSS VSYMNWYQQK SGTSPKRWIY DTSKVASGVP 450
YRFSGSGSGT SYSLTISSME AEDAATYYCQ QWSSNPLTFG AGTKLELKHH 500
HHHH 504

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
23-92 148-222 277-351 415-479

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
307 (but Pro in 308)

N-(1-deoxy-D-glucitol-1-C-yl)-N'-[(4-{(2S,3R))-3-[(3S)-3-(4-
fluorophenyl)-3-hydroxypropyl]-2-(4-methoxyphenyl)-4-oxoazetidin-
1-yl}phenyl)methylldodecanediamide

N-(1-déoxy-D-glucitol-1-C-yl)-N'-[(4-{(2S,3R))-3-[(3S)-3-(4-
fluorophényl)-3-hydroxypropyl]-2-(4-méthoxyphényl)-4-oxoazétidin-
1-yl}phényl)méthyl]dodécanediamide

N-(1-desoxi-D-glucitol-1-C-il)-N'-[(4-{(2S,3R))-3-[(3S)-3-(4-
fluorofenil)-3-hidroxipropil]-2-(4-metoxifenil)-4-oxoazetidin-
1-il{fenil)metilJdodecanediamida

C4HsoFN3010
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cixutumumabum #
cixutumumab

cixutumumab

cixutumumab

immunoglobulin G1-lambda, anti-[Homo sapiens insulin-like growth
factor | receptor (IGF-1R, CD221)], Homo sapiens monoclonal
antibody;

gammal heavy chain (1-460) [Homo sapiens VH (IGHV1-69*06
(99.00%) -(IGHD)-IGHJ6*01) [8.8.23] (1-130) -IGHG1*03, R120>K
(131-460)], (233-213")-disulfide with lambda light chain (1'-214")
[Homo sapiens V-LAMBDA (IGLV3-19*01 (92.70%) -IGLJ2*01)
[6.3.11] (1'-108") -IGLC2*01, T124>A (109'-214")]; (239-239":242-
242")-bisdisulfide dimer

immunoglobuline G1-lambda, anti-[Homo sapiens récepteur du
facteur de croissance analogue a l'insuline-1 (IGF-1R, CD221)],
Homo sapiens anticorps monoclonal;

chaine lourde gammal (1-460) [Homo sapiens VH (IGHV1-69*06
(99.00%) -(IGHD)-IGHJ6*01) [8.8.23] (1-130) -IGHG1*03, R120>K
(131-460)], (233-213")-disulfure avec la chaine légére lambda
(1'-214") [Homo sapiens V-LAMBDA (IGLV3-19 (92.70%) -IGLJ2*01)
[6.3.11] (1-108") -IGLC2*01, T124>A (109'-214")]; dimére (239-
239":242-242")-bisdisulfure

inmunoglobulina G1-lambda, anti-[receptor del factor de crecimiento
insulinico-tipo 1 de Homo sapiens (conocido como: IGF-1R,
CD221)], Homo sapiens anticuerpo monoclonal de Homo sapiens;
cadena pesada gammal (1-460) [VH (IGHV1-69*06 (99.00%) -
(IGHD)-IGHJ6*01) [8.8.23] (1-130) -IGHG1*03, R120>K (131-460)],
(233-213")-disulfuro con la cadena ligera lambda (1'-214") [Homo
sapiens V-LAMBDA (IGLV3-19 (92.70%) -IGLJ2*01) [6.3.11]
(1'-108') -IGLC2*01, T124>A (109'-214"]; dimero (239-239":242-
242")-bisdisulfuro

CGSOOH 10052N 172402036344

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGAE VKKPGSSVKV SCKASGGTFS SYAISWVRQA PGQGLEWMGG 50
TIPIFGTANY AQKFQGRVTI TADKSTSTAY MELSSLRSED TAVYYCARAP 100
LRFLEWSTQD HYYYYYMDVW GKGTTVTVSS ASTKGPSVFP LAPSSKSTSG 150
GTAALGCLVK DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT 200
VPSSSLGTQT YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG 250
PSVFLFPPKP KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA 300
KTKPREEQYN STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS 350
KAKGQPREPQ VYTLPPSREE MTKNQVSLTC LVKGFYPSDI AVEWESNGQP 400
ENNYKTTPPV LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT 450
QKSLSLSPGK 460

Light chain / Chaine légéere / Cadena ligera

SSELTQDPAV SVALGQTVRI TCQGDSLRSY YATWYQQKPG QAPILVIYGE 50
NKRPSGIPDR FSGSSSGNTA SLTITGAQAE DEADYYCKSR DGSGQHLVFG 100
GGTKLTVLGQ PKAAPSVTLF PPSSEELQAN KATLVCLISD FYPGAVTVAW 150
KADSSPVKAG VETTTPSKQS NNKYAASSYL SLTPEQWKSH RSYSCQVTHE 200
GSTVEKTVAP AECS 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 157-213  274-334  380-438
22"-96" 157"-213" 274"-334" 380"-438"
Intra-L 22'-87' 136'-195'
20".87" 136™-195"
Inter-H-L 233-213" 233"-213™
Inter-H-H 239-239" 242-242"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
310, 310"
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coleneuramidum
coleneuramide

coléneuramide

coleneuramida

cositecanum
cositecan

cositécan

cositecan

cutamesinum
cutamesine

cutamésine

cutamesina

5-acetamido-N-(5a-cholestan-3a.-yl)-3,5-dideoxy-2-O-methyl-
D-glycero-a-D-galacto-non-2-ulopyranosonamide

5-acétamido-N-(5a-cholestan-3a-yl)-3,5-didéoxy-2-O-méthyl-
D-glycéro-a-D-galacto-non-2-ulopyranosonamide

5-acetamido-N-(5a-colestan-3a-il)-3,5-didesoxi-2-O-metil-D-glicero-

a-D-galacto-non-2-ulopiranosonamida

C39HesN2Og

CH3

(4S)-4-ethyl-4-hydroxy-11-[2-(trimethylsilyl)ethyl]-1,12-dihydro-
14H-pyrano[3',4":6,7]indolizino[1,2-b]quinoline-3,14(4H)-dione

(4S)-4-éthyl-4-hydroxy-11-[2-(triméthylsilyl)éthyl]-1,12-dihydro-
14H-pyrano[3',4":6,7]indolizino[1,2-b]quinoléine-3,14(4H)-dione

(4S)-4-etil-4-hidroxi-11-[2-(trimetilsilil)etil]-1,12-dihidro-
14H-pirano[3',4":6,7]indolizino[1,2-b]quinolina-3,14(4H)-diona

C25H28N2043i

H3C
3\ _CH3 (e}

H,C—Si

1-[2-(3,4-dimethoxyphenyl)ethyl]-4-(3-phenylpropyl)piperazine
1-[2-(3,4-diméthoxyphényl)éthyl]-4-(3-phénylpropyl)pipérazine

1-[2-(3,4-dimetoxifenil)etil]-4-(3-fenilpropil)piperazina
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davunetidum
davunetide

davunétide

davunetida

delafloxacinum
delafloxacin

délafloxacine

delafloxacino

dirucotidum
dirucotide

C23H 32N ZOZ

human activity-dependent neuroprotector (ADNP)-(354-361)-peptide

neuroprotecteur activité-dépendant humain (ADNP)-(354-361)-
peptide

neuroprotector humano dependiente de actividad (ADNP)-péptido-
(354-361)

C36H60N10012

H—Asn— Ala—Pro—Val—Ser—Ille—Pro—GIn—0OH

1-(6-amino-3,5-difluoropyridin-2-yl)-8-chloro-6-fluoro-
7-(3-hydroxyazetidin-1-yl)-4-oxo-1,4-dihydroquinoline-3-carboxylic
acid

acide 1-(6-amino-3,5-difluoropyridin-2-yl)-8-chloro-6-fluoro-
7-(3-hydroxyazétidin-1-yl)-4-oxo-1,4-dihydroquinoléine-
3-carboxylique

acido 1-(6-amino-3,5-difluoropiridin-2-il)-8-cloro-6-fluoro-
7-(3-hidroxiazetidin-1-il)-4-oxo-1,4-dihidroquinolina-3-carboxilico

C1gH12CIF3N,O4

F
HaN
HO a '
T
F COH
o

human myelin basic protein (myelin membrane encephalitogenic
protein)-(216-232)-peptide
L-a-aspartyl-L-a-glutamyl-L-asparaginyl-L-prolyl-L-valyl-L-valyl-
L-histidyl-L-phenylalanyl-L-phenylalanyl-L-lysyl-L-asparaginyl-
L-isoleucyl-L-valyl-L-threonyl-L-prolyl-L-arginyl-L-threonine
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dirucotide

dirucotida

dutogliptinum
dutogliptin
dutogliptine

dutogliptina

elacytarabinum
elacytarabine

élacytarabine

elacitarabina

protéine basique de la myéline humaine (protéine
encéphalitogénique de la membrane de la myéline)-(216-232)-
peptide
L-o-aspartyl-L-a-glutamyl-L-asparaginyl-L-prolyl-L-valyl-L-valyl-
L-histidyl-L-phénylalanyl-L-phénylalanyl-L-lysyl-L-asparaginyl-
L-isoleucyl-L-valyl-L-thréonyl-L-prolyl-L-arginyl-L-thréonine

proteina basica de la mielina humana (proteina encefalitogénica de
la membrana de mielina)-péptido (216-232)
L-a-aspartil-L-a-glutamil-L-asparaginil-L-prolil-L-valil-L-valil-L-histidil-
L-fenilalanil-L-fenilalanil-L-lisil-L-asparaginil-L-isoleucil-L-valil-L-treonil -
L-prolil-L-arginil-L-treonina

Co2H141N25026

H—Asp—Glu— Asn—Pro— Val—Val—His—Phe—Phe—

Lys— Asn—lle—Val—Thr—Pro—Arg—Thr—OH
10 17

[(2R)-1-{[(3R)-pyrrolidin-3-ylamino]acetyl}pyrrolidin-2-yl]boronic acid

acide [(2R)-1-{[(3R)-pyrrolidin-3-ylamino]acétyl}pyrrolidin-
2-yllboronique

acido [(2R)-1-{[(3R)-pirrolidin-3-ilamino]acetil}pirrolidin-2-iljborénico

ClOHZOBNSOB
OH
TR
HN ,N\)I\ O
sy
H

4-amino-1-{5-O-[(9E)-octadec-9-enoyl]-B-D-arabinofuranosyl}=
pyrimidin-2(1H)-one

4-amino-1-[5-O-[(9E)-octadéc-9-énoyl]-B-D-arabinofuranosyl]=
pyrimidin-2(1H)-one

4-amino-1-{5-O-[(9E)-octadec-9-enoi ]-B-D-arabinofuranosil}pirimidin-
2(1H)-ona

C27H45N3OG
NH,
N7 |
el o ° N
\/\/\/\/\n/ o
o HO
OH

245



Recommended INN: List 62

WHO Drug Information Vol 23, No. 3, 2009

elotuzumabum #
elotuzumab

elotuzumab

elotuzumab

immunoglobulin G1-kappa, anti-[Homo sapiens SLAM family
member 7 (SLAM7, CD2 subset 1, CS1, CD2-like receptor-activating
cytotoxic cells, CRACC, 19A24, CD319), humanized monoclonal
antibody;

gammal heavy chain (1-449) [humanized VH (Homo sapiens
IGHV3-74*01 (81.60%) -IGHJ2*01, R120>Q) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 (120-449)], (222-214'")-disulfide with kappa light
chain (1'-214") [humanized V-KAPPA (Homo sapiens IGKV1-27*01
(84.20%) -IGKJ2*01, L124>V) [6.3.9] (1'-107") -Homo sapiens
IGKC*01 (108'-214"]; (228-228":231-231")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens membre 7 de la
famille SLAM (SLAM7, CD2 subset 1, CS1, CD2-like receptor-
activating cytotoxic cells, CRACC, 19A24, CD319), anticorps
monoclonal humanisé;

chaine lourde gammal (1-449) [VH humanisé (Homo sapiens
IGHV3-74*01 (81.60%) -IGHJ2*01, R120>Q) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 (120-449)], (222-214")-disulfure avec la chaine
légére kappa (1'-214") [V-KAPPA humanisé (Homo sapiens IGKV1-
27*01 (84.20%) IGKJ2*01, L124>V) [6.3.9] (1'-107') -Homo sapiens
IGKC*01 (108'-214")]; dimére (228-228":231-231")-bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens miembro 7 de la
familia SLAM (conocido como: SLAM7, CD2 subset 1, CS1, CD2-
like receptor-activating cytotoxic cells, CRACC, 19A24, CD319),
anticuerpo monoclonal humanizado;

cadena pesada gammal (1-449) [VH humanizada (Homo sapiens
IGHV3-74*01 (81.60%) -IGHJ2*01, R120>Q) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 (120-449)], (222-214'")-disulfuro con la cadena
ligera kappa (1'-214") [V-KAPPA humanizada (Homo sapiens IGKV1-
27*01 (84.20%) IGKJ2*01, L124>V) [6.3.9] (1'-107") -Homo sapiens
IGKC*01 (108'-214")]; dimero(228-228":231-231")-bisdisulfuro

06476 H 9982 N 171402016342

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFDFS RYWMSWVRQA PGKGLEWIGE 50
INPDSSTINY APSLKDKFI1 SRDNAKNSLY LQMNSLRAED TAVYYCARPD 100
GNYWYFDVWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCKASQDVG ITAVAWYQQKP GKVPKLLIYW 50
ASTRHTGVPD RFSGSGSGTD FTLTISSLQP EDVATYYCQQ YSSYPYTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKY 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L 23'-88'  134'-194'
23"-88"™ 134™-194™
Inter-H-L 222-214' 222"-214™
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"
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farletuzumabum #

farletuzumab immunoglobulin G1-kappa, anti-[Homo sapiens folate receptor 1
(FOLR1, folate receptor alpha, FR-alpha, adult folate-binding protein,
FBP, ovarian tumor-associated antigen MOv18)], humanized
monoclonal antibody;
gammal heavy chain (1-449) [humanized VH (Homo sapiens
IGHV3-30*03 (82.70%) -(IGHD)-IGHJ5*01, L123>P) [8.8.12] (1-119)
-Homo sapiens IGHG1*01 (120-449)], (222-217")-disulfide with
kappa light chain (1'-217'") [humanized V-KAPPA (Homo sapiens
IGKV1-33*01 (80.20%) -IGKJ2*01, L124>V) [7.3.11] (1'-110") -Homo
sapiens IGKC*01 (111'-217")]; (228-228":231-231")-bisdisulfide
dimer

farletuzumab immunoglobuline G1-kappa, anti-[Homo sapiens réceptor 1 du folate
(FOLR1, folate receptor alpha, FR-alpha, adult folate-binding protein,
FBP, ovarian tumor-associated antigen MOv18)], anticorps
monoclonal humanisé;
chaine lourde gammal (1-449) [VH humanisé (Homo sapiens
IGHV3-30*03 (82.70%) -(IGHD)-IGHJ5*01, L123>P) [8.8.12] (1-119)
-Homo sapiens IGHG1*01 (120-449)], (222-217')-disulfure avec la
chaine Iégere kappa (1'-217") [V-KAPPA humanisé (Homo sapiens
IGKV1-33*01 (80.20%) -IGKJ2*01, L124>V) [7.3.11] (1'-110") -Homo
sapiens IGKC*01 (111'-217")]; dimére (228-228":231-231")-
bisdisulfure

farletuzumab inmunoglobulina G1-kappa, anti-[receptor 1 de folato de Homo
sapiens (conocido como: FOLR1, folate receptor alpha, FR-alpha,
adult folate-binding protein, FBP, ovarian tumor-associated antigen
MOv18)], anticuerpo monoclonal humanizado;
cadena pesada gammal (1-449) [VH humanizada (Homo sapiens
IGHV3-30*03 (82.70%) -(IGHD)-IGHJ5*01, L123>P) [8.8.12] (1-119)
-Homo sapiens IGHG1*01 (120-449)], (222-217")-disulfuro con la
cadena ligera kappa (1'-217") [V-KAPPA humanizada (Homo sapiens
IGKV1-33*01 (80.20%) -IGKJ2*01, L124>V) [7.3.11] (1'-110") -Homo
sapiens IGKC*01 (111'-217")]; dimero (228-228":231-231")-
bisdisulfuro

Coa66H0928N171602020S 42

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG VVQPGRSLRL SCSASGFTFS GYGLSWVRQA PGKGLEWVAM 50
1SSGGSYTYY ADSVKGRFAI SRDNAKNTLF LQMDSLRPED TGVYFCARHG 100
DDPAWFAYWG QGTPVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
I1CNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légere / Cadena ligera

DIQLTQSPSS LSASVGDRVT ITCSVSSSIS SNNLHWYQQK PGKAPKPWIY 50
GTSNLASGVP SRFSGSGSGT DYTFTISSLQ PEDIATYYCQ QWSSYPYMYT 100
FGQGTKVEIK RTVAAPSVFI FPPSDEQLKS GTASVVCLLN NFYPREAKVQ 150
WKVDNALQSG NSQESVTEQD SKDSTYSLSS TLTLSKADYE KHKVYACEVT 200
HQGLSSPVTK SFNRGEC 217

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L  23'-89'"  137-197"
23"-89™ 137"-197"
Inter-H-L 222-217' 222"-217"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
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fidaxomicinum
fidaxomicin

fidaxomicine

fidaxomicina

figitumumabum #
figitumumab

figitumumab

(3E,5E,8S,9E,11S,12R,13E,15E,18S)-3-{[(6-deoxy-
4-0O-(3,5-dichloro-2-ethyl-4,6-dihydroxybenzoyl)-2-O-methyl-
B-D-mannopyranosyl)oxy]lmethyl}-12-{[6-deoxy-5-C-methyl-
4-0-(2-methylpropanoyl)-p-D-lyxo-hexopyranosyljoxy}-11-ethyl-
8-hydroxy-18-[(1R)-1-hydroxyethyl]-9,13,15-trimethyloxacycloocta-
3,5,9,13,15-pentaen-2-one

(3E,5E,8S,9E,11S,12R,13E,15E,18S)-3-({[6-déoxy-
4-0-(3,5-dichloro-2-éthyl-4,6-dihydroxybenzoyl)-2-O-méthyl-
B-D-mannopyranosylJoxy}méthyl)-12-{[6-déoxy-5-C-méthyl-
4-0-(2-méthylpropanoyl)-p-b-lyxo-hexopyranosyl]oxy}-11-éthyl-
8-hydroxy-18-[(1R)-1-hydroxyéthy ]-9,13,15-
triméthyloxacyclooctadéca-3,5,9,13,15-pentaén-2-one

3-{[(6-desoxi-4-O-(3,5-dicloro-2-etil-4,6-dihidrox benzoil)-2-O-metil-
B-D-manopiranosil)oxilmetil}-12-{[6-desoxi-5-C-metil-
4-0O-(2-metilpropanoil)-p-D-lixo-hexopiranosil]oxi}-11-etil-8-hidroxi-
18-[(1R)-1-hidroxietil]-9,13,15-trimetiloxacicloocta-3,5,9,13,15-
pentaen-2-ona

CSZH74C|2018

OH

immunoglobulin G2-kappa, anti-[Homo sapiens insulin-like growth
factor 1 receptor (IGF-1R, CD221)], Homo sapiens monoclonal
antibody;

gamma2 heavy chain (1-450) [Homo sapiens VH (IGHV3-23*01
(93.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG2*01, CH3
K130>del (126-450)], (139-214")-disulfide with kappa light chain
(1'-214") [Homo sapiens V-KAPPA (IGKV1-17+01 (95.80%) -
IGKJ2*04) [6.3.9] (1'-107") -IGKC*01] (108'-214"); (227-227":228-
228":231-231":234-234")-tetradisulfide dimer

immunoglobuline G2-kappa, anti-[Homo sapiens récepteur du
facteur de croissance analogue a l'insuline 1 (IGF-1R, CD221)],
Homo sapiens anticorps monoclonal;

chaine lourde gammaz2 (1-450) [Homo sapiens VH (IGHV3-23*01
(93.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG2*01, CH3
K130>del (126-450)], (139-214")-disulfure avec la chaine Iégére
kappa (1'-214") [Homo sapiens V-KAPPA (IGKV1-17*01 (95.80%) -
IGKJ2*04) [6.3.9] (1'-107') -IGKC*01] (108'-214"); dimére (227-
227".228-228":231-231":234-234")-tétradisulfure
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figitumumab inmunoglobulina G2-kappa, anti-[Homo sapiens receptor del factor
de crecimiento insulinico tipo 1 de Homo sapiens (conocido como:
IGF-1R, CD221)], anticuerpo monoclonal de Homo sapiens;
cadena pesada gamma2 (1-450) [Homo sapiens VH (IGHV3-23*01
(93.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG2*01, CH3
K130>del (126-450)], (139-214")-disulfuro con la cadena ligera
kappa (1'-214") [Homo sapiens V-KAPPA (IGKV1-17*01 (95.80%) -
IGKJ2*04) [6.3.9] (1'-107") -IGKC*01] (108'-214"); dimero (227-
227":228-228":231-231":234-234")-tetradisulfuro

Co450H09924N 17320201854

Heavy chain / Chaine lourde / Cadena pesada

EVQLLESGGG LVQPGGSLRL SCTASGFTFS SYAMNWVRQA PGKGLEWVSA 50
ISGSGGTTFY ADSVKGRFTI SRDNSRTTLY LQMNSLRAED TAVYYCAKDL 100
GWSDSYYYYY GMDVWGQGTT VTVSSASTKG PSVFPLAPCS RSTSESTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSN 200
FGTQTYTCNV DHKPSNTKVD KTVERKCCVE CPPCPAPPVA GPSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SHEDPEVQFN WYVDGVEVHN AKTKPREEQF 300
NSTFRVVSVL TVVHQDWLNG KEYKCKVSNK GLPAPIEKTI SKTKGQPREP 350
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
MLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450

Light chain / Chaine légere / Cadena ligera

DIQMTQFPSS LSASVGDRVT ITCRASQGIR NDLGWYQQKP GKAPKRLIYA 50
ASRLHRGVPS RFSGSGSGTE FTLTISSLQP EDFATYYCLQ HNSYPCSFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKY 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 152-208  265-325  371-429
22"-96" 152"-208" 265"-325" 371"-429"
Intra-L  23'-88'  134'-194'
23"-88" 134"-194™
Inter-H-L  139-214' 139"-214"
Inter-H-H 227-227" 228-228" 231-231" 234-234"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
301, 301"

fosbretabulinum
fosbretabulin 2-methoxy-5-[(12)-2-(3,4,5-trimethoxyphenyl)ethenyl]phenyl
dihydrogen phosphate

fosbrétabuline dihydrogénophosphate de 2-méthoxy-5-[(12)-2-(3,4,5-
triméthoxyphényl)éthényllphényle

fosbretabulina dihidrogenofosfato de 2-metoxi-5-[(12)-2-(3,4,5-
trimetoxifenil)etenil]fenilo

ClBHZIOSP

HsCO S
HaCO l O o
OCHs o-RoH

OCHs

fostamatinibum

fostamatinib [6-({5-fluoro-2-[(3,4,5-trimethoxyphenyl)amino]pyrimidin-4-yl}amino)-
2,2-dimethyl-3-0x0-2,3-dihydro-4H-pyrido[3,2-b][1,4]oxazin-
4-yllmethyl dihydrogen phosphate
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fostamatinib

fostamatinib

indeglitazarum
indeglitazar

indéglitazar

indeglitazar

ingenoli mebutatum
ingenol mebutate

mébutate d'ingénol

dihydrogénophosphate de [6-({5-fluoro-2-[(3,4,5-
triméthoxyphényl)amino]pyrimidin-4-yl}amino)-2,2-diméthyl-3-oxo-
2,3-dihydro-4H-pyrido[3,2-b][1,4]oxazin-4-yllméthyle

dihidrogenofosfato de [6-({5-fluoro-2-[(3,4,5-
trimetoxifenil)amino]pirimidin-4-il}amino)-2,2-dimetil-3-oxo-
2,3-dihidro-4H-pirido[3,2-b][1,4]oxazin-4-iljmetilo

OH
Oy 7
\\IID—OH
)
F
Ox N _N_ _N
| AN | X
ch NN
Wl Y
H3C
HN OCHj

OCH,
OCHs

3-[5-methoxy-1-(4-methoxybenzenesulfonyl)-1H-indol-3-yl]propanoic
acid

acide 3-{5-méthoxy-1-(4-méthoxybenzénesulfonyl)-1H-indol-
3-yl}propanoique

acido 3-[5-metoxi-1-(4-metoxibencenosulfonil)-1H-indol-
3-iljpropanoico

C19H19NO6S

o
H3C04©*S\//
N
CO,H

HaCO

(1aR,2S,5R,5aS,6S,8aS,9R,10aR)-5,5a-dihydroxy-
4-(hydroxymethyl)-1,1,7,9-tetramethyl-11-oxo-1a,2,5,5a,6,9,10,10a-
octahydro-1H-2,8a-methanocyclopenta[a]cyclpropale][10]annulen-
6-yl (2Z)-2-methylbut-2-enoate

(22)-2-méthylbut-2-énoate de (1aR,2S,5R,5aS,6S,8aS,9R,10aR)-
5,5a-dihydroxy-4-(hydroxyméthyl)-1,1,7,9-tétraméthyl-11-oxo-
1a,2,5,5a,6,9,10,10a-octahydro-1H-2,8a-
méthanocyclopenta[a]cyclpropale][10]annulén-6-yle
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mebutato de ingenol

laninamivirum
laninamivir

laninamivir

laninamivir

lesogaberanum
lesogaberan

|ésogabéran

lesogaberan

limiglidolum
limiglidole

(2Z)-2-metilbut-2-enoato de (1aR,2S,5R,5aS,6S,8aS,9R,10aR)-5,5a-
dihidroxi-4-(hidroximetil)-1,1,7,9-tetrametil-11-oxo-
1a,2,5,5a,6,9,10,10a-octahidro-1H-2,8a-
metanociclopenta[a]ciclopropale][10]anulen-6-ilo

C25H3406

(2R,3R,4S)-3-acetamido-2-[(1R,2R)-2,3-dihydroxy-
1-methoxypropyl]-4-guanidino-3,4-dihydro-2H-pyran-
6-carboxylic acid

acide (2R,3R,4S)-3-acétamido-2-[(1R,2R)-2,3-dihydroxy-
1-méthoxypropyl]-4-guanidino-3,4-dihydro-2H-pyran-
6-carboxylique

acido (2R,3R,4S)-3-acetamido-2-[(1R,2R)-2,3-dihidroxi-

1-metoxipropil]-4-guanidino-3,4-dihidro-2H-piran-
6-carboxilico

C13H2N,07

(2R)-3-amino-2-fluoropropylphosphinic acid
acide [(2R)-3-amino-2-fluoropropyl]phosphinique
acido (2R)-3-amino-2-fluoropropilfosfinico
C3HgFNO,P

H FO_H

H N\/k/\\P/
2 “OH

2-(2,3-dihydro-9H-imidazo[1,2-a]benzimidazol-9-yl)-
N,N-dimethylethanamine
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limiglidole

limiglidol

lotilibcinum
lotilibcin

lotilibcine

lotilibcina

2-(2,3-dihydro-9H-imidazo[1,2-a]benzimidazol-9-yl)-
N,N-diéthyléthanamine

2-(2,3-dihidro-9H-imidazo[1,2-a]benzoimidazol-9-il)-
N,N-dimetiletanamina

C15H22N4

h

N
Hsc\/N\/\N/</ j
N

HaC

3-{(3S,6R,9R,12R,15S,18R,21S,24R,30S,33R,36S,40R)-33-[(1R)-2-
amino-1-hydroxy-2-oxoethy ]-12-(2-amino-2-oxoethyl)-6,18-bis(3-
aminopropyl)-24-benzyl-30,36-bis(hydroxymethyl)-9-(1H-indol-
3-ylmethyl)-4,25-dimethyl-40-(4-methylpentyl)-21-(2-methylpropyl)-
3-(propan-2-yl)-2,5,8,11,14,17,20,23,26,29,32,35,38-tridecaoxo-
1-oxa-4,7,10,13,16,19,22,25,28,31,34,37-dodecaazatetracontan-
15-yl}propanoic acid

acide 3-{(3S,6R,9R,12R,15S,18R,21S,24R,30S,33R,36S,40R)-33-
[(1R)-2-amino-1-hydroxy-2-oxoéthyl]-12-(2-amino-2-oxoéthyl)-
6,18-bis(3-aminopropyl)-24-benzyl-30,36-bis(hydroxyméthyl)-
9-(1H-indol-3-ylméthyl)-4,25-diméthyl-40-(4-méthylpentyl)-
21-(2-méthylpropyl)-3-(propan-2-yl)-
2,5,8,11,14,17,20,23,26,29,32,35,38-tridécaoxo-1-oxa-
4,7,10,13,16,19,22,25,28,31,34,37-dodécaazatétracontan-
15-yl}propancique

acido 3-{(3S,6R,9R,12R,15S,18R,21S,24R,30S,33R,36S,40R)-33-
[(1R)-2-amino-1-hidroxi-2-oxoetil]-12-(2-amino-2- oxoetil)-6,18-bis(3-
aminopropil)-24-bencil-30,36-bis(hidroximetil)-9-(1H-indol-3-ilmetil)-
4,25-dimetil-40-(4-metilpentil)-21-(2-metilpropil)-3-(propan-2-il)-
2,5,8,11,14,17,20,23,26,29,32,35,38-tridecaoxo-1-oxa-
4,7,10,13,16,19,22,25,28,31,34,37-dodecaazatetracontan-
15-il}propanoico

C73H111N17021

o H o
o 0~ "NH
0) NH CO,H 7 0]
2 o CHs
- CH N
N HoN HC™ N CHg
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macimorelinum
macimorelin

macimoréline

macimorelina

namitecanum
namitecan

namitécan

namitecan

necitumumabum #
necitumumab

N?-(2-amino-2-methylpropanoyl-N*-[(1R)-1-formamido-2-(1H-indol-
3-yl)ethyl]-D-tryptophanamide

N?-(2-amino-2-méthylpropanoyl-N*-[(1R)-1-formamido-2-(1H-indol-
3-yl)éthyl]-D-tryptophanamide

N?-(2-amino-2-metilpropanoil-N*-[(1R)-1-formamido-2-(1H-indol-
3-il)etil]-D-triptofanamide

Ca6H30N6O3

(4S)-11-{(E)-[(2-aminoethoxy)imino]methyl}-4-ethyl-4-hydroxy-
1,12-dihydro-14H-pyrano[3',4":6,7]indolizino[1,2-b]quinoline-
3,14(4H)-dione

(4S)-11-{(E)-[(2-aminoéthoxy)imino]méthyl}-4-éthyl-4-hydroxy-
1,12-dihydro-14H-pyrano[3',4":6,7]indolizino[1,2-b]quinoléine-
3,14(4H)-dione

(4S)-11-{(E)-[(2-aminoetoxi)imino]metil}-4-etil-4-hidroxi-1,12-dihidro-
14H-pirano[3',4":6,7]indolizino[1,2-b]quinolina-3,14(4H)-diona

CZSH 22N405

immunoglobulin G1-kappa, anti-[Homo sapiens epidermal growth
factor receptor (EGFR, ERBB1, HER1)], Homo sapiens monoclonal
ant body;

gammal heavy chain (1-451) [Homo sapiens VH (IGHV4-30-4*01
(96.00%) -(IGHD)-IGHJ4*01) [10.7.13] (1-121) -IGHG1*03, CH1
F5>L (122-451)], (224-214")-disulfide with kappa light chain (1'-214")
[Homo sapiens V-KAPPA (IGKV3-11*01 (93.70%) -IGKJ4*01,
V124>A) [6.3.9] (1'-107’) -IGKC*01 (108'-214")]; (230-230":233-
233")-bisdisulfide dimer
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necitumumab

necitumumab

oportuzumabum monatoxum #
oportuzumab monatox

immunoglobuline G1-kappa, anti-[Homo sapiens récepteur du
facteur de croissance épidermique (EGFR, ERBB1, HER1)], Homo
sapiens anticorps monoclonal;

chaine lourde gammal (1-451) [Homo sapiens VH (IGHV4-30-4*01
(96.00%) -(IGHD)-IGHJ4*01) [10.7.13] (1-121) -IGHG1*03, CH1
F5>L (122-451)], (224-214")-disulfure avec la chaine |égere kappa
(1'-214") [Homo sapiens V-KAPPA (IGKV3-11*01 (93.70%) -
IGKJ4*01, V124>A) [6.3.9] (1’-107") -IGKC*01 (108’-214")]; dimeére
(230-230":233-233")-bisdisulfure

inmunoglobulina G1-kappa, anti-[receptor del factor de crecimiento
epidérmico de Homo sapiens (conocido como: EGFR, ERBB1,
HER1)], anticuerpo monoclonal de Homo sapiens;

cadena pesada gammal (1-451) [Homo sapiens VH (IGHV4-30-
4*01 (96.00%) -(IGHD)-IGHJ4*01) [10.7.13] (1-121) -IGHG1*03,
CH1 F5>L (122-451)], (224-214")-disulfuro con la cadena ligera
kappa (1'-214") [Homo sapiens V-KAPPA (IGKV3-11*01 (93.70%) -
IGKJ4*01, V124>A) [6.3.9] (1-107) -IGKC*01 (108'-214")]; dimero
(230-230":233-233")-bisdisulfuro

Co436H0058N170202020S 42

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPG LVKPSQTLSL TCTVSGGSIS SGDYYWSWIR QPPGKGLEWI 50
GY1YYSGSTD YNPSLKSRVT MSVDTSKNQF SLKVNSVTAA DTAVYYCARV 100
SIFGVGTFDY WGQGTLVTVS SASTKGPSVL PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ 200
TYICNVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPELLG GPSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 350
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450
K 451

Light chain / Chaine légere / Cadena ligera

EIVMTQSPAT LSLSPGERAT LSCRASQSVS SYLAWYQQKP GQAPRLLIYD 50
ASNRATGIPA RFSGSGSGTD FTLTISSLEP EDFAVYYCHQ YGSTPLTFGG 100
GTKAEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-97  148-204  265-325  371-429
22"-97" 148"-204" 265"-325" 371"-429"
Intra-L 23'-88'  134'-194'
23"-88™ 134™-194"
Inter-H-L 224-214" 224"-214™
Inter-H-H 230-230" 233-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
301, 301"

immunoglobulin scFv fusion protein, anti-[Homo sapiens tumor-
associated calcium signal transducer 1 (TACSTDL1, gastrointestinal
tumor-associated protein 2, GA733-2, epithelial glycoprotein 2, EGP-
2, epithelial cell adhesion molecule Ep-CAM, KSA, KS1/4 antigen,
M4S1, tumor antigen 17-1A, CD326)] humanized monoclonal
antibody scFv fused with Pseudomonas aeruginosa exotoxin A;
hexahistidyl -humanized scFv [V-KAPPA (Homo sapiens IGKV1-
39*01 (78%)- IGKJ1*01, 1126>L) [11.3.9] (7-118) -26-mer linker -VH
(Homo sapiens IGHV7-4-1*02 -(IGHD)-IGHJ4*01, V124>L) [8.8.9]
(145-260)] -20-mer linker -Pseudomonas aeruginosa exotoxin A
(ETA) [277-633 precursor fragment, containing domain 11 (281-393)
with furin proteolytic cleavage site (302-313), domain Ib (394-433),
domain Il (434-637)] (281-637) -hexahistidyl-lysyl-aspartyl-glutamyl-
leucyl
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oportuzumab monatox immunoglobuline scFv protéine de fusion, anti-[Homo sapiens
transducteur 1 du signal calcium associé aux tumeurs (TACSTD1,
protéine 2 associée aux tumeurs gastrointestinales, GA733-2,
glycoprotéine épithéliale 2, EGP-2, molécule d’adhésion des cellules
épithéliales Ep-CAM, KSA, antigéne KS1/4, M4S1, antigene tumoral
17-1A, CD326)] anticorps monoclonal humanisé scFv fusionné avec
I'exotoxine A de Pseudomonas aeruginosa;
hexahistidyl -scFv humanisé [V-KAPPA (Homo sapiens IGKV1-
39*01 (78%)- IGKJ1*01, 1126>L) [11.3.9] (7-118) -linker 26-mer -VH
(Homo sapiens IGHV7-4-1*02 -(IGHD)- IGHJ4*01, V124>L) [8.8.9]
(145-260)] -linker 20-mer -Pseudomonas aeruginosa exotoxine A
(ETA) [fragment précurseur 277-633, comprenant domaine |l (281-
393) dont site de clivage protéolytique par la furine (302-313),
domaine Ib (394-433), domaine 1l (434-637)] (281-637) -
hexahistidyl-lysyl-aspartyl-glutamyl-leucyl

oportuzumab monatox inmunoglobulina scFv proteina de fusién, anti-[Homo sapiens
transductor 1 de la sefial de calcio asociado a los tumores
(TACSTD1, proteina 2 asociada a los tumores gastrointestinales,
GA733-2, glicoproteina epitelial 2, EGP-2, molécula de adhesién de
las células epiteliales Ep-CAM, KSA, antigeno KS1/4, M4S1,
antigeno tumoral 17-1A, CD326)] anticuerpo monoclonal
humanizado scFv fusionado con la exotoxina A de Pseudomonas
aeruginosa;
hexabhistidil -scFv humanizado [V-KAPPA (Homo sapiens IGKV
1-39*01 (78%)- IGKJ1*01, 1126>L) [11.3.9] (7-118) -linker 26-mer -
VH (Homo sapiens IGHV7-4-1*02 -(IGHD)- IGHJ4*01, V124>L)
[8.8.9] (145-260)] -linker 20-mer -Pseudomonas aeruginosa
exotoxina A (ETA) [fragmento precursor 277-633, que comprende el
dominio 1l (281-393) con el sitio de ruptura proteolitica por furina
(302-313), dominio Ib (394-433), dominio Il (434-637)] (281-637) -
hexabhistidil-lisil-aspartil-glutamil-leucil

C3072H4723Ng770052S12

scFv fusion protein / scFv protéine de fusion / scFv proteina de fusién

HHHHHHDIQM TQSPSSLSAS VGDRVTITCR STKSLLHSNG ITYLYWYQQK 50
PGKAPKLL1Y QMSNLASGVP SRFSSSGSGT DFTLTISSLQ PEDFATYYCA 100
QNLEIPRTFG QGTKVELKRA TPSHNSHQVP SAGGPTANSG TSGSEVQLVQ 150
SGPGLVQPGG SVRISCAASG YTFTNYGMNW VKQAPGKGLE WMGWINTYTG 200
ESTYADSFKG RFTFSLDTSA SAAYLQINSL RAEDTAVYYC ARFAIKGDYW 250
GQGTLLTVSS EFGGAPEFPK PSTPPGSSGL EGGSLAALTA HQACHLPLET 300
FTRHRQPRGW EQLEQCGYPV QRLVALYLAA RLSWNQVDQV IRNALASPGS 350
GGDLGEAIRE QPEQARLALT LAAAESERFV RQGTGNDEAG AASADVVSLT 400
CPVAAGECAG PADSGDALLE RNYPTGAEFL GDGGDVSFST RGTQNWTVER 450
LLQAHRQLEE RGYVFVGYHG TFLEAAQSIV FGGVRARSQD LDAIWRGFY1 500
AGDPALAYGY AQDQEPDARG RIRNGALLRV YVPRSSLPGF YRTGLTLAAP 550
EAAGEVERL1 GHPLPLRLDA ITGPEEEGGR LETILGWPLA ERTVVIPSAl 600
PTDPRNVGGD LDPSSIPDKE QAISALPDYA SQPGKPPHHH HHHKDEL 647

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
29-99 166-240 294-316 401-408

N-glycosylation site / Site de N-glycosylation / Posicién de N-glicosilacion
445
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panobacumabum #
panobacumab

panobacumab

panobacumab

immunoglobulin M-kappa [Pseudomonas aeruginosa serotype IATS
011], Homo sapiens monoclonal antibody with a Mus musculus J
chain;

mu heavy chain (1-569) [Homo sapiens VH (IGHV3-74*01 (92.90%)
-(IGHD)-IGHJ3*01) [8.7.10] (1-116) -IGHM*03 (117-569)], (130-
219')-disulfide with kappa light chain (1'-219") [Homo sapiens
V-KAPPA (IGKV2-30*01 (100%) -IGKJ4*01) [11.3.9] (1'-112) -
IGKC*01 (113'-219'); (330-330")-monodisulfide dimer; (407-
407":568-568")-octadisulfide between 5 dimers (a-e) to form a
pentamer; pentamer (407"a-15"":568e-69"")-bisdisulfide with Mus
musculus J chain (1""-138"")

immunoglobuline M-kappa [Pseudomonas aeruginosa sérotype IATS
011], Homo sapiens anticorps monoclonal avec la chaine J de Mus
musculus;

chaine lourde mu (1-569) [Homo sapiens VH (IGHV3-74*01(92.90%)
-(IGHD)-IGHJ3*01) [8.7.10] (1-116) -IGHM*03 (117-569)], (130-
219’)-disulfure avec la chaine légére kappa (1'-219') [Homo sapiens
V-KAPPA (IGKV2-30*01 (100%) -IGKJ4*01) [11.3.9] (1'-112") -
IGKC*01 (113'-219'"); dimére (330-330")-monodisulfure; pentamére
fait de 5 dimeres (407-407":568-568")-octadisulfure; pentamére
(407"a-15"":568e-69"")-bisdisulfure avec la chaine J de Mus
musculus (1""-138"")

inmunoglobulina M-kappa [Pseudomonas aeruginosa serotipo IATS
011], anticuerpo monoclonal de Homo sapiens con una cadena J de
Mus musculus ;

cadena pesada mu (1-569) [Homo sapiens VH (IGHV3-
74*01(92.90%) -(IGHD)-IGHJ3*01) [8.7.10] (1-116) -IGHM*03 (117-
569)], (130-219’)-disulfuro con la cadena ligera kappa (1'-219")
[Homo sapiens V-KAPPA (IGKV2-30*01 (100%) -IGKJ4*01) [11.3.9]
(1'-112" -IGKC*01 (113'-219']; dimero (330-330")-monodisulfuro;
pentamero compuesto de 5 dimeros (407-407":568-568")-
octadisulfuro; pentamero (407"a-15"":568e-69"")-bisdisulfuro con la
cadena J de Mus musculus (1""-138"")

Cag714H60189N10637012187S 322

Heavy chain / Chaine lourde / Cadena pesada

EEQVVESGGG FVQPGGSLRL SCAASGFTFS PYWMHWVRQA PGKGLVWVSR 50
INSDGSTYYA DSVKGRFTIS RDNARNTLYL QMNSLRAEDT AVYYCARDRY 100
YGPEMWGQGT MVTVSSGSAS APTLFPLVSC ENSPSDTSSV AVGCLAQDFL 150
PDSITFSWKY KNNSDISSTR GFPSVLRGGK YAATSQVLLP SKDVMQGTDE 200
HVVCKVQHPN GNKEKNVPLP VIAELPPKVS VFVPPRDGFF GNPRKSKLIC 250
QATGFSPRQI QVSWLREGKQ VGSGVTTDQV QAEAKESGPT TYKVTSTLTI 300
KESDWLSQSM FTCRVDHRGL TFQQNASSMC VPDQDTAIRV FAIPPSFASI 350
FLTKSTKLTC LVTDLTTYDS VTISWTRQNG EAVKTHTNIS ESHPNATFSA 400
VGEASICEDD WNSGERFTCT VTHTDLPSPL KQTISRPKGV ALHRPDVYLL 450
PPAREQLNLR ESATITCLVT GFSPADVFVQ WMQRGQPLSP EKYVTSAPMP 500
EPQAPGRYFA HSILTVSEEE WNTGETYTCV VAHEALPNRV TERTVDKSTG 550
KPTLYNVSLV MSDTAGTCY 569

Light chain / Chaine Iégére / Cadena ligera

DVVMTQSPLS LPVTLGQPAS ISCRSSQSLV YSDGNTYLNW FQQRPGQSPR 50
RLIYKVSNRD SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCMQGTHWP 100
LTFGGGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

J chain / Chaine J / Cadena J

GDDEATILAD NKCMCTRVTS RIIPSTEDPN EDIVERNIRI VVPLNNRENI 50
SDPTSPLRRN FVYHLSDVCK KCDPVEVELE DQVVTATQSN ICNEDDGVPE 100
TCYMYDRNKC YTTMVPLRYH GETKMVQAAL TPDSCYPD 138

Disulfide bridges location / Position des ponts disulfure /

Posiciones de los puentes disulfuro Intra chain

-1G monomer

Intra-H 22-95  144-204 250-313  360-419  467-529
22"-95" 144"-204" 250"-313" 360"-419" 467"-529"

Intra-L 23'-93' 139-199' 23"-93" 139"-199"

Inter-H-L  130-219' 130"-219"

Inter-H-H 330-330"

-J chain and pentamer

Intra-J 13"-102"" 72"-92"" 110™'-135""

Inter-H-H 407a-407"b 407b-407"c 407c-407"d 407d-407"e

568a-568"b 568b-568"c 568c-568'd 568d-568"e

Inter-H-J 407"a-15"" 568e-69 ™

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
IG monomer 162, 162", 325, 325", 388, 388", 395, 395", 556, 556"
Jchain 49"
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pitolisantum

pitolisant 1-{3-[3-(4-chlorophenyl)propoxy]propyl}piperidine
pitolisant 1-{3-[3-(4-chlorophényl)propoxy]propyl}pipéridine
pitolisant 1-{3-[3-(4-clorofenil)propox Jpropil}piperidina
C17H26CINO
O\'/\/\o/\/\@
Cl
pozaniclinum
pozanicline 2-methyl-3-{[(2S)-pyrrolidin-2-yllmethoxy}pyridine
pozanicline 2-méthyl-3-{[(2S)-pyrrolidin-2-yllméthoxy}pyridine
pozaniclina 2-metil-3-{[(2S)-pirrolidin-2-i Jmetoxi}piridina
C11H16N0

HsC _N
2
N U
.~ S
. \O
H

racotumomabum #

racotumomab immunoglobulin G1-kappa, anti-idiotype anti-[anti-
(N-glycolylneuraminic acid (NeuGc, NGNA)-gangliosides GM3) Mus
musculus IgM-kappa monoclonal ant body P3], Mus musculus
monoclonal ant body;
gammal heavy chain (1-445) [Mus musculus VH (IGHV1S56*01 -
(IGHD)-IGHJ2*01) [8.8.14] (1-121) -IGHG1*01, CH1 E84.2>Q,
N-glycosylation sites CH2 N84.4, CH3 N84.4 (122-445)], (223-214’)-
disulfide with kappa light chain (1'-214") [Mus musculus V-KAPPA
(IGHKV10-96*01 -IGKJ1*01) [6.3.9] (1'-107") -IGKC1*01 (108'-214")];
(225-225":228-228":230-230")-trisdisulfide dimer

racotumomab immunoglobuline G1-kappa, anti-idiotype anti-[anti-(acide
N-glycolylneuraminique (NeuGc, NGNA)-gangliosides GM3)
anticorps monoclonal IgM-kappa murin P3], Mus musculus anticorps
monoclonal; chaine lourde gammal (1-445) [Mus musculus VH
(IGHV1S56+*01 -(IGHD)-IGHJ2*01) [8.8.14] (1-121) -IGHG1*01, CH1
E84.2>Q, sites de N-glycosylation CH2 N84.4, CH3 N84.4 (122-
445)], (223-214")-disulfure avec la chaine légére kappa (1'-214")
[Mus musculus V-KAPPA (IGHKV10-96*01 -IGKJ1*01) [6.3.9]
(1'-107") -IGKC1*01 (108'-214")]; dimeére (225-225":228-228":230-
230")-trisdisulfure
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racotumomab

ramucirumabum #
ramucirumab

ramucirumab

inmunoglobulina G1-kappa, anti-idiotipo anti-[anti-(4cido
N-glicolilneuraminico (NeuGc, NGNA)-gangliésidos GM3) anticuerpo
monoclonal murino P3 IgM-kappa], anticuerpo monoclonal de Mus
musculus;

cadena pesada gammal (1-445) [Mus musculus VH (IGHV1S56*01
-(IGHD)-IGHJ2*01) [8.8.14] (1-121) -IGHG1*01, CH1 E84.2>Q,
posiciones de N-glicosilacion CH2 N84.4, CH3 N84.4 (122-445)],
(223-214")-disulfuro con la cadena ligera kappa (1'-214") [Mus
musculus V-KAPPA (IGHKV10-96*01 -IGKJ1*01) [6.3.9] (1'-107") -
IGKC1*01 (108'-214")]; dimero (225-225":228-228":230-230")-
trisdisulfuro

CG476H 9922 N 17120204SSSO

Heavy chain / Chaine lourde / Cadena pesada

QVQLQQSGAE LVKPGASVKL SCKASGYTFT SYDINWVRQR PEQGLEWIGW 50
IFPGDGSTKY NEKFKGKATL TTDKSSSTAY MQLSRLTSED SAVYFCARED 100
YYDNSYYFDY WGQGTTLTVS SAKTTPPSVY PLAPGSAAQT NSMVTLGCLV 150
KGYFPEPVTV TWNSGSLSSG VHTFPAVLQS DLYTLSSSVT VPSSPRPSET 200
VTCNVAHPAS STKVDKKIVP RDCGCKPCIC TVPEVSSVFI FPPKPKDVLT 250
ITLTPKVTCV VVDISKDDPE VQFSWFVDDV EVHTAQTQPR EEQFNSTFRS 300
VSELPIMHQD WLNGKEFKCR VNSAAFPAPI EKTISKTKGR PKAPQVYTIP 350
PPKEQMAKDK VSLTCMITDF FPEDITVEWQ WNGQPAENYK NTQPIMNTNG 400
SYFVYSKLNV QKSNWEAGNT FTCSVLHEGL HNHHTEKSLS HSPGK 445

Light chain / Chaine légere / Cadena ligera

DIQMTQTTSS LSASLGDRVT ISCRASQDIS NYLNWYQQKP DGTVKLLIYY 50
TSRLHSGVPS RFSGSGSGTD YSLTISNLEQ EDIATYFCQQ GNTLPWTFGG 100
GTKLEIKRAD AAPTVSIFPP SSEQLTSGGA SVVCFLNNFY PKDINVKWKI 150
DGSERQNGVL NSWTDQDSKD STYSMSSTLT LTKDEYERHN SYTCEATHKT 200
STSPIVKSFN RNEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  148-203  259-319  365-423
22"-96" 148"-203" 259"-319" 365"-423"
Intra-L  23'-88'  134'-194'
23"-88™ 134"-194"
Inter-H-L  223-214" 223"-214™
Inter-H-H  225-225" 228-228" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
295, 295"

immunoglobulin G1-kappa, anti-[Homo sapiens vascular endothelial
growth factor receptor 2 (VEGFR2, KDR, kinase insert domain
receptor, FLK1, CD309) extracellular domain], Homo sapiens
monoclonal ant body;

gammal heavy chain (1-446) [Homo sapiens VH (IGHV3-
21*01(99.00%) -(IGHD)-IGHJ3*02) [8.8.9] (1-116) - IGHG1*03,
R120>K (117-446)], (219-214")-disulfide with kappa light chain
(1'-214") [Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -
IGKJ4*01, E125>D) [6.3.9] (1'-107") -IGKC*01, R1.4>G (108'-214")];
(225-225":228-228")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens récepteur 2 du
facteur de croissance endothélial vasculaire (VEGFR2, KDR,
récepteur & domaine insert kinase, FLK1, CD309) domaine
extracellulaire], Homo sapiens anticorps monoclonal;

chaine lourde gammal (1-446) [Homo sapiens VH (IGHV3-21*01
(99.00%) -(IGHD)-IGHJ3*02) [8.8.9] (1-116) -IGHG1*03, R120>K
(117-446)], (219-214")-disulfure avec la chaine légéere kappa (1'-214")
[Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -IGKJ4*01,
E125>D) [6.3.9] (1'-107") -IGKC*01, R1.4>G (108'-214")]; dimére
(225-225":228-228")-bisdisulfure
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ramucirumab inmunoglobulina G1-kappa, anti-[receptor 2 del factor de crecimiento
endotelial vascular de Homo sapiens (conocido como: VEGFR2,
KDR, receptor con dominio inserto-kinasa, FLK1, CD309) dominio
extracelular], anticuerpo monoclonal de Homo sapiens;
cadena pesada gammal (1-446) [Homo sapiens VH (IGHV3-21*01
(99.00%) -(IGHD)-IGHJ3*02) [8.8.9] (1-116) -IGHG1*03, R120>K
(117-446)], (219-214")-disulfuro con la cadena ligera kappa (1'-214")
[Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -IGKJ4*01,
E125>D) [6.3.9] (1'-107") -IGKC*01, R1.4>G (108'-214")]; dimero
(225-225":228-228")-bisdisulfuro

Co374Ho896N 169201906 S 46

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGGG LVKPGGSLRL SCAASGFTFS SYSMNWVRQA PGKGLEWVSS 50
I1SSSSSY1YY ADSVKGRFTI SRDNAKNSLY LQMNSLRAED TAVYYCARVT 100
DAFDIWGQGT MVTVSSASTK GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP 150
EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS LSSVVTVPSS SLGTQTYICN 200
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVF LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP REEQYNSTYR 300
VVSVLTVLHQ DWLNGKEYKC KVSNKALPAP 1EKTISKAKG QPREPQVYTL 350
PPSREEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQGN VFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS VSASIGDRVT ITCRASQGID NWLGWYQQKP GKAPKLLIYD 50
ASNLDTGVPS RFSGSGSGTY FTLTISSLQA EDFAVYFCQQ AKAFPPTFGG 100
GTKVDIKGTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 143-199  260-320  366-424
22"-96" 143"-199" 260"-320" 366"-424"
Intra-L  23'-88' 134'-194'
23"-88" 134™-194"
Inter-H-L  219-214' 219"-214"
Inter-H-H 225-225" 228-228"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
296, 296"

regorafenibum
regorafenib 4-[4-({[4-chloro-3-(trifluoromethyl)phenylJcarbamoyl}amino)-
3-fluorophenoxy]-N-methylpyridine-2-carboxamide

régorafénib 4-[4-({[4-chloro-3-(trifluorométhyl)phényllcarbamoyl}amino)-
3-fluorophénoxy]-N-méthylpyridine-2-carboxamide

regorafenib 4-[4-({[4-cloro-3-(trifluorometil)fenil]jcarbamoil}amino)-3-fluorofenox J-
N-metilpiridina-2-carboxamida

C21H15CIF4N4O3

T )
o s R
cl F o “CHy

riferminogenum pecaplasmidum #

riferminogene pecaplasmid plasmid DNA vector with a conditional origin of replication (pCOR)
expressing a hybrid protein consisting of a secretion signal peptide
from human f broblast interferon B fused to the N-terminus of a
truncated form of the human fibroblast growth factor-1 (FGF-1) from
amino acid 21 to 154 under the control of a cytomegalovirus
promoter
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riferminogene pécaplasmide

riferminogén pecaplasmido

robatumumabum #
robatumumab

robatumumab

robatumumab

vecteur constitué d’ADN plasmidique avec origine de réplication
conditionnelle (pCOR), exprimant une protéine hybride constituée
d'un peptide signal de sécrétion de l'interféron 3 de f broblaste
humain, fusionnée a l'extrémité N-terminale de la forme tronquée du
facteur de croissance des fibroblastes-1 (FGF-1) de I'acide aminé 21
au 154, sous le contrdle d'un promoteur de cytomégalovirus

vector de DNA plasmidico con un origen de replicacién
condicionado (pCOR) que expresa una proteina hibrida que consiste
en el péptido sefial de secrecion del interferon 3 de f broblastos
humanos, fusionado con la regién amino terminal de una forma
truncada del factor de crecimiento de fibroblastos humano-1
(FGF-1), desde el amino&cido 21 al 154, bajo el control de un
promotor de citomegalovirus

immunoglobulin G1-kappa, anti-[Homo sapiens insulin-like growth
factor | receptor (IGF-1R, CD221)], Homo sapiens monoclonal
antibody;

gammal heavy chain (1-448) [Homo sapiens VH (IGHV3-48*03
(87.80%) -(IGHD)-IGHJ6*01) [8.7.12] (1-118) -IGHG1*01 (119-448)],
(221-214")-disulfide with kappa light chain (1'-214") [Homo sapiens
V-KAPPA (IGKV3-20*01 (83.30%) -IGKJ1*01) [6.3.9] (1-107") -
IGKC*01] (108'-214"); (227-227":230-230")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens récepteur du
facteur de croissance analogue a l'insuline 1 (IGF-1R, CD221)],
Homo sapiens anticorps monoclonal;

chaine lourde gammal (1-448) [Homo sapiens VH (IGHV3-48*03
(87.80%) -(IGHD)-IGHJ6*01) [8.7.12] (1-118) -IGHG1*01 (119-448)],
(221-214")-disulfure avec la chaine légere kappa (1'-214") [Homo
sapiens V-KAPPA (IGKV3-20*01 (83.30%) -IGKJ1*01) [6.3.9]
(1'-107") -IGKC*01] (108'-214"); dimere (227-227":230-230")-
bisdisulfure

inmunoglobulina G1-kappa, anti-[receptor del factor de crecimiento
insulinico tipo 1 de Homo sapiens (IGF-1R, CD221)], anticuerpo
monoclonal de Homo sapiens;

cadena pesada gammal (1-448) [Homo sapiens VH (IGHV3-48*03
(87.80%) -(IGHD)-IGHJ6*01) [8.7.12] (1-118) -IGHG1*01 (119-448)],
(221-214')-disulfuro con la cadena ligera kappa (1'-214') [Homo
sapiens V-KAPPA (IGKV3-20*01 (83.30%) -IGKJ1*01) [6.3.9]
(1'-107") -IGKC*01] (108'-214"); dimero (227-227":230-230")-
bisdisulfuro
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C6418H 9960 N 173201992342

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGGG LVKPGGSLRL SCAASGFTFS SFAMHWVRQA PGKGLEWISV 50
IDTRGATYYA DSVKGRFTIS RDNAKNSLYL QMNSLRAEDT AVYYCARLGN 100
FYYGMDVWGQ GTTVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTY1 200
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPKPKD 250
TLMISRTPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSRDELT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD 400
SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH EALHNHYTQK SLSLSPGK 448

Light chain / Chaine légéere / Cadena ligera

EIVLTQSPGT LSVSPGERAT LSCRASQSIG SSLHWYQQKP GQAPRLLIKY 50
ASQSLSGIPD RFSGSGSGTD FTLTISRLEP EDFAVYYCHQ SSRLPHTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-95 145-201  262-322  368-426
22"-95" 145"-201" 262"-322" 368"-426"
Intra-L  23'-88'  134'-194'
23"-88™ 134"-194"
Inter-H-L 221-214' 221"-214"
Inter-H-H 227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
298, 298"

selumetinibum
selumetin b 5-[(4-bromo-2-chlorophenyl)amino]-4-fluoro-N-(2-hydroxyethoxy)-
1-methyl-1H-benzimidazole-6-carboxamide

sélumétin b 5-[(4-bromo-2-chlorophényl)amino]-4-fluoro-N-(2-hydroxyéthoxy)-
1-méthyl-1H-benzimidazole-6-carboxamide

selumetin b 5-[(4-bromo-2-clorofenil)amino]-4-fluoro-N-(2-hidroxietoxi)-1-metil-
1H-benzoimidazol-6-carboxamida

Cl7HlsBrCIFN403
Br
F Cl
N NH
¢
/N N \O/\/OH
HaC 5

serlopitantum

serlopitant 3-[(3aR,4R,5S,7aS)-5-{(1R)-1-[3,5-
bis(trifluoromethyl)phenyl]ethoxy}-4-(4-fluorophenyl)octahydro-
2H-isoindol-2-yl]cyclopent-2-en-1-one

serlopitant 3-[(3aR,4R,5S,7aS)-5-{(1R)-1-[3,5-
bis(trifluorométhyl)phényl]éthoxy}-4-(4-fluorophényl)octahydro-
2H-isoindol-2-yl]cyclopent-2-énone

serlopitant 3-[(3aR,4R,5S,7aS)-5-{(1R)-1-[3,5-bis(trifluorometil)fenilletoxi}-
4-(4-fluorofenil)octahidro-2H-isoindol-2-ilJciclopent-2-en-1-ona
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siltuximabum #
siltuximab

siltuximab

siltuximab

C29H28F7N02
O
1o

CF3

immunoglobulin G1-kappa, anti-[Homo sapiens interleukin 6 (IL6,
IL-6)], chimeric monoclonal ant body;

gammal heavy chain (1-449) [Mus musculus VH (IGHV5-9-4*01 -
(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*01 (120-
449)], (222-213")-disulfide with kappa light chain (1'-213") [Mus
musculus V-KAPPA (IGKV4-55*01 —IGKJ2*01) [5.3.9] (1'-106") -
Homo sapiens IGKC*01 (107'-213")]; (228-228":231-231")-
bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens interleukine 6 (IL6,
IL-6)], anticorps monoclonal chimérique;

chaine lourde gammal (1-449) [Mus musculus VH (IGHV5-9-4*01 -
(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*01 (120-
449)], (222-213')-disulfure avec la chaine légére kappa (1'-213")
[Mus musculus V-KAPPA (IGKV4-55*01 -IGKJ1*01) [5.3.9] (1'-106")
-Homo sapiens IGKC*01 (107'-213")]; dimére (228-228":231-231")-
bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens interleukina 6 (IL6,
IL-6)], anticuerpo monoclonal quimérico;

cadena pesada gammal (1-449) [Mus musculus VH (IGHV5-9-4*01
-(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*01 (120-
449)], (222-213")-disulfuro con la cadena ligera kappa (1'-213") [Mus
musculus V-KAPPA (IGKV4-55*01 -IGKJ1*01) [5.3.9] (1'-106') -
Homo sapiens IGKC*01 (107'-213")]; dimero (228-228":231-231")-
bisdisulfuro

Coas0H0932N 168802016 S50

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGK LLKPGGSLKL SCAASGFTFS SFAMSWFRQS PEKRLEWVAE 50
1SSGGSYTYY PDTVTGRFTI SRDNAKNTLY LEMSSLRSED TAMYYCARGL 100
WGYYALDYWG QGTSVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chatne légére / Cadena ligera

QIVLIQSPAI MSASPGEKVT MTCSASSSVS YMYWYQQKPG SSPRLLIYDT 50
SNLASGVPVR FSGSGSGTSY SLTISRMEAE DAATYYCQQW SGYPYTFGGG 100
TKLEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNFYP REAKVQWKVD 150
NALQSGNSQE SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 200
SSPVTKSFNR GEC 213

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L 23'-87"  133-193'
23m.87" 133"-193"
Inter-H-L  222-213' 222"-213"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"
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sobetiromum
sobetirome

sobétirome

sobetiroma

sofiniclinum
sofinicline

sofinicline

sofiniclina

solanezumabum #
solanezumab

solanezumab

(4-{[4-hydroxy-3-(propan-2-yl)phenyl]methyl}-
3,5-dimethylphenoxy)acetic acid

acide (4-{[4-hydroxy-3-(1-méthyléthyl)phényllméthyl}-
3,5-diméthylphénoxy)acétique

acido (4-{[4-hidroxi-3-(propan-2-il)feni Jmetil}-
3,5-dimetilfenoxi)acético

Ca0H2404

HO HaC O._COH
HC
CH

3 CHs

(1S,5S)-3-(5,6-dichloropyridin-3-yl)-3,6-diazabicyclo[3.2.0]heptane

(-)-(1S,5S)-3-(5,6-dichloropyridin-3-yl)-
3,6-diazabicyclo[3.2.0]heptane

(1S,5S)-3-(5,6-dicloropiridin-3-il)-3,6-diazabiciclo[3.2.0]heptano

C10H11CloN3
N Cl
g
H
(Q e
N7
H H

immunoglobulin G1-kappa, anti-[Homo sapiens amyloid-beta (Abeta)
peptide soluble monomer], humanized monoclonal ant body;
gammal heavy chain [humanized VH (Homo sapiens IGHV3-23*04
(87.60%) -(IGHD)-IGHJ4*01) [8.8.5] (1-112) -Homo sapiens
IGHG1*01, CH3 K130>del (113-441)], (215-219")-disulfide with
kappa light chain (1'-219’) [humanized V-KAPPA (Homo sapiens
IGKV2-30*01 (90.00%) -IGKJ1*01) [11.3.9] (1-112") -Homo sapiens
IGKC*01 (113'-219")]; (221-221":224-224")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens amyloide-béta
(Abeta) peptide monomere soluble], anticorps monoclonal humanisé;
chaine lourde gammal [VH humanisé (Homo sapiens IGHV3-23*04
(87.60%) -(IGHD)-IGHJ4*01) [8.8.5] (1-112) -Homo sapiens
IGHG1*01, CH3 K130>del (113-441)], (215-219")-disulfure avec la
chaine légere kappa (1'-219’) [V-KAPPA humanisé (Homo sapiens
IGKV2-30*01 (90.00%) -IGKJ1*01) [11.3.9] (1'-112") -Homo sapiens
IGKC*01 (113'-219")]; dimére (221-221":224-224")-bisdisulfure
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solanezumab

taberminogenum vadenovecum #
taberminogene vadenovec

taberminogéne vadénovec

taberminogén vadenovec

tarafenacinum
tarafenacin

tarafénacine

tarafenacina

inmunoglobulina G1-kappa, anti-[péptido amiloide-beta (Abeta)
monomerico soluble de Homo sapiens], anticuerpo monoclonal
humanizado;

cadena pesada gammal [VH humanizada (Homo sapiens IGHV3-
23*04 (87.60%) -(IGHD)-IGHJ4*01) [8.8.5] (1-112) -Homo sapiens
IGHG1*01, CH3 K130>del (113-441)], (215-219")-disulfuro con la
cadena ligera kappa (1'-219’) [V-KAPPA humanizada (Homo
sapiens IGKV2-30*01 (90.00%) -IGKJ1*01) [11.3.9] (1-112") -Homo
sapiens IGKC*01 (113'-219")]; dimero (221-221":224-224")-
bisdisulfuro

Co306H0922N171201906S 42

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS RYSMSWVRQA PGKGLELVAQ 50
INSVGNSTYY PDTVKGRFTI SRDNAKNTLY LQMNSLRAED TAVYYCASGD 100
YWGQGTLVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL VKDYFPEPVT 150
VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT QTYICNVNHK 200
PSNTKVDKKV EPKSCDKTHT CPPCPAPELL GGPSVFLFPP KPKDTLMISR 250
TPEVTCVVVD VSHEDPEVKF NWYVDGVEVH NAKTKPREEQ YNSTYRVVSV 300
LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE PQVYTLPPSR 350
DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDSDGSFF 400
LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP G 441

Light chain / Chaine légére / Cadena ligera

DVVMTQSPLS LPVTLGQPAS ISCRSSQSLI YSDGNAYLHW FLQKPGQSPR 50
LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCSQSTHVP 100
WTFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 139-195 256-316  362-420
22"-96" 139"-195" 256"-316" 362"-420"
Intra-L  23-93'"  139'-199'
23"-93" 139"-199™
Inter-H-L 215-219' 215"-219"
Inter-H-H 221-221" 224-224"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
292, 292"

recombinant Ela and E3 deleted (non-replicating), adenovirus
(serotype 5) containing a vascular endothelial growth factor — D
(VEGF-D) gene driven by a CMV promoter

adénovirus (sérotype 5) recombinant (non répliquant), régions Ela
et E3 supprimées, contenant un géne du facteur de croissance de
I'endothélium vasculaire — D (VEGF-D), sous contrble d'un
promoteur de cytomégalovirus (CMV)

adenovirus recombinante (serotipo 5) (no replicativo) con delecion
de los genes Elay E3, que contiene el factor de crecimiento
endotelial vascular — D (VEGF-D) bajo el control de un promotor de
citomegalovirus (CMV)

(3R)-1-azabicyclo[2.2.2]octan-3-yl (3-fluorophenyl)[(3,4,5-
trifluorophenyl)methyljcarbamate

(3-fluorophényl)[(3,4,5-trifluorophényl)méthy Jcarbamate de
(3R)-1-azabicyclo[2.2.2]oct-3-yle

(3-fluorofenil)[(3,4,5-trifluorofenil)metillcarbamato de
(3R)-1-azabiciclo[2.2.2]octan-3-ilo
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C21H20F4N202
o
J O JEx(2)

F N o’ N

F

F

F

telcagepantum
telcagepant N-[(3R,6S)-6-(2,3-diflurophenyl)-2-oxo-1-(2,2,2-trifluroethyl)azepan-

3-yl]-4-{2-ox0-2,3-dihydro-1H-imidazo[4,5-b]pyridin-1-yl}piperidine-
1-carboxamide

telcagépant N-[(3R,6S)-6-(2,3-difluorophényl)-2-oxo-1-(2,2,2-trifluoroéthyl)-
azépan-3-yl]-4-(2-oxo-2,3-dihydro-1H-imidazo[4,5-b]pyridin-
1-yl)pipéridine-1-carboxamide

telcagepant N-[(3R,6S)-6-(2,3-difluorofenil)-2-oxo-1-(2,2,2-trifluoroetil)azepan-
3-il]-4-{2-ox0-2,3-dihidro-1H-imidazo[4,5-b]piridin-1-il}piperidina-
1-carboxamida

Ca6H27FsN6O3

tilivapramum
tilivapram 4-[4-(cyclopropylmethoxy)-5-methoxypyridine-2-carboxamido]-
3,5-dichloropyridine 1-oxide

tilivapram 1-oxyde de 4-[4-(cyclopropylméthoxy)-5-méthoxypyridine-
2-carboxamido]-3,5-dichloropyridine

tilivapram 1-6xido de 4-[4-(ciclopropilmetoxi)-5-metoxipiridina-2-carboxamido]-
3,5-dicloropiridina

C16H15C|2N304

HsCO
8 Z N cl
H

v e

(@] N
cl ~
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toceranibum
toceran b

tocéran b

toceran b

tozasertibum
tozasertib

tozasertib

tozasertib

vanutidum cridificarum #
vanutide cridificar

vanutide cridificar

5-[(52)-(5-fluoro-2-ox0-1,2-dihydro-3H-indol-3-ylidene)methyl]-
2,4-dimethyl-N-[2-(pyrrolidin-1-yl)ethyl]-1H-pyrrole-3-carboxamide

5-[(52)-(5-fluoro-2-ox0-1,2-dihydro-3H-indol-3-ylidene)méthyl]-
2,4-diméthyl-N-[2-(pyrrolidin-1-yl)éthyl]-1H-pyrrole-3-carboxamide

5-[(52)-(5-fluoro-2-ox0-1,2-dihidro-3H-indol-3-ilideno)metil]-
2,4-dimetil-N-[2-(pirrolidin-1-il)etil]-1H-pirrol-3-carboxamida

CaoH2sFN4O2

H
N
O

N-[4-({4-(4-methylpiperazin-1-yl)-6-[(5-methyl-1H-pyrazol-
3-yl)amino]pyrimidin-2-yl}sulfanyl)pheny ]Jcyclopropanecarboxamide

N-[4-({4-(4-méthylpipérazin-1-yl)-6-[(5-méthyl-1H-pyrazol-
3-yl)amino]pyrimidin-2-yl}sulfanyl)phény ]Jcyclopropanecarboxamide

N-[4-({4-(4-metilpiperazin-1-il)-6-[(5-metil-1H-pirazol-
3-il)amino]pirimidin-2-il}sulfanil)fenil]ciclopropanocarboxamida

Ca3H2sNsOS

S N O
A

N=NH

/CH3

Hs

inactivated diphtheria toxin (carrier) covalently linked to human
beta-amyloid protein 42 short fragments:
pentadecakis[N®"*-(sulfanylacetyl)]-[52-glutamic
acid(G>E)]diphtheria toxin Corynebacterium diphtheriae thioether
with human beta-amyloid protein 42-(1-7)-peptidylcysteine

court fragment de la protéine 42 béta-amyloide liée de fagon
covalente & la toxine diphtérique inactivée (vecteur) :
thioéthers entre la protéine 42 béta-amyloide humaine-
(1-7)peptidylcystéine et la pentadécakis[N®°-(sulfanylacétyl)]-
[52-acide glutamique(G>E)]toxine diphtérique Corynebacterium
diphtheriae
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vanutida cridificar pequefio fragmento de la proteina 42 beta-amiloide unido
covalentemente a la toxina diftérica inactivada (vector) :
tioéteres entre la proteina 42 beta-amiloide humana-
(1-7)peptidilcisteina y la pentadecakis[N®“*-(sulfanilacetil)]-[52-acido
glutdmico G>E)]toxina diftérica Corynebacterium diphtheriae

C3215H4916 NQOOO 1053327

GADDVVDSSK SFVMENFSSY HGTKPGYVDS 1QKGIQKPKS GTQGNYDDDW 50

KEFYSTDNKY DAAGYSVDNE NPLSGKAGGV VKVTYPGLTK VLALKVDNAE 100
TIKKELGLSL TEPLMEQVGT EEFIKRFGDG ASRVVLSLPF AEGSSSVEYI 150
NNWEQAKALS VELEINFETR GKRGQDAMYE YMAQACAGNR VRRSVGSSLS 200
CINLDWDVIR DKTKTKIESL KEHGPIKNKM SESPNKTVSE EKAKQYLEEF 250
HQTALEHPEL SELKTVTGTN PVFAGANYAA WAVNVAQVID SETADNLEKT 300
TAALSILPGI GSVMGIADGA VHHNTEEIVA QSIALSSLMV AQAIPLVGEL 350
VDIGFAAYNF VESIINLFQV VHNSYNRPAY SPGHKTQPFL HDGYAVSWNT 400
VEDSIIRTGF QGESGHDIKI TAENTPLPIA GVLLPTIPGK LDVNKSKTHI 450
SVNGRKIRMR CRAIDGDVTF CRPKSPVYVG NGVHANLHVA FHRSSSEKIH 500
SNEISSDSIG VLGYQKTVDH TKVNSKLSLF FEIKS 535

Modified residues / Résidus modifiés / Residuos modificados

K(-Lys-) ) . (o]
an average of 15 out of 39 lysines are modified

environ 15 des 39 lysines sont modifiées

aproximadamente 15 de las 39 lisinas estan modificadas H ,'_S NH

H-Asp—AIa—GIu—Phe—Arg—His—Asp—H CO,H

N
H 1}
¢}

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
186-201 461-471

vedolizumabum #

vedolizumab immunoglobulin G1-kappa, anti-[Homo sapiens alpha4beta? integrin
(lymphocyte Peyer's patch adhesion molecule 1, LPAM-1),
humanized monoclonal antibody;
gammal heavy chain (1-451) [humanized VH (Homo sapiens
IGHV1-3*01 (84.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -Homo
sapiens IGHG1*01, CH2 L1.2>A, G1>A (122-451)], (224-219)-
disulfide with kappa light chain (1'-219') [humanized V-KAPPA
(Homo sapiens IGKV2-29*02 (84.00%) -IGKJ2*01, L124>V) [11.3.9]
(1'-112") -Homo sapiens IGKC*01 (113'-219")]; (230-230":233-233")-
bisdisulfide dimer

védolizumab immunoglobuline G1-kappa, anti-[Homo sapiens intégrine
alphadbéta7 (molécule 1 d'adhésion des lymphocytes des plaques
de Peyer, LPAM-1), anticorps monoclonal humanisé;
chaine lourde gammal (1-451) [VH humanisé (Homo sapiens
IGHV1-3*01 (84.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -Homo
sapiens IGHG1*01, CH2 L1.2>A, G1>A (122-451)] , (224-219')-
disulfure avec la chaine légere kappa (1'-219") [V-KAPPA humanisé
(Homo sapiens IGKV2-29*02 (84.00%) -IGKJ2*01, L124>V) [11.3.9]
(1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimére (230-
230":233-233")-bisdisulfure
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vedolizumab

zicronapinum
zicronapine

zicronapine

zicronapina

inmunoglobulina G1-kappa, anti-[ integrina alfadbeta7 de Homo
sapiens (conocida como: molécula 1 de adhesion de los linfocitos de
las placas de Peyer, LPAM-1), anticuerpo monoclonal humanizado;
cadena pesada gammal (1-451) [VH humanizado (Homo sapiens
IGHV1-3*01 (84.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -Homo
sapiens IGHG1*01, CH2 L1.2>A, G1>A (122-451)] , (224-219")-
disulfuro con la cadena ligera kappa (1'-219") [V-KAPPA humanizada
(Homo sapiens IGKV2-29*02 (84.00%) -IGKJ2*01, L124>V) [11.3.9]
(1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimero (230-
230":233-233")-bisdisulfuro

Ces28H10072N173202042S 22

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKGSGYTFT SYWMHWVRQA PGQRLEWIGE 50
IDPSESNTNY NQKFKGRVTL TVDISASTAY MELSSLRSED TAVYYCARGG 100
YDGWDYAIDY WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ 200
TYICNVNHKP SNTKVDKKVE PKSCDKTHTC PPCPAPELAG APSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 350
QVYTLPPSRD ELTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450
K 451

Light chain / Chaine légere / Cadena ligera

DVVMTQSPLS LPVTPGEPAS ISCRSSQSLA KSYGNTYLSW YLQKPGQSPQ 50
LLIYGISNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCLQGTHQP 100
YTFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  148-204  265-325  371-429
22"-96" 148"-204" 265"-325" 371"-429"
Intra-L  23'-93' 139'-199'
23".03" 139"-199"
Inter-H-L  224-219' 224"-219™
Inter-H-H 230-230" 233-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
301, 301"

4-[(1R,3S)-6-chloro-3-phenyl-2,3-dihydro-1H-inden-1-y ]-
1,2,2-trimethylpiperazine

4-[(1R,3S)-6-chloro-3-phényl-2,3-dihydro-1H-indén-1-y |-
1,2,2-triméthylpipérazine

4-[(1R,3S)-6-cloro-3-fenil-2,3-dihidro-1H-inden-1-il]-
1,2,2-trimetilpiperazina

C22H27C|N2
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Non Proprietary Names (Rec. INN): List 53
Dénominations communes internationales recommandées (DCI Rec.): Liste 53
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 53
(WHO Drug Information, Vol. 19, No. 1, 2005)

p. 83 suprimase insértese
lenalidomide lenalidomida

Recommended International Non Proprietary Names (Rec. INN): List 59
Dénominations communes internationales recommandées (DCI Rec.): Liste 59
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 59
(WHO Drug Information, Vol. 21, No. 2, 2007)

p. 45 supprimer insérer
bromure d'azixomere bromure d'azoximere

Recommended International Non Proprietary Names (Rec. INN): List 61
Dénominations communes internationales recommandées (DCI Rec.): Liste 61
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 61
(WHO Drug Information, Vol. 23, No. 1, 2009)

p. 52 bafetinibum

bafetin b replace the chemical name and the structure by the following
bafétin b remplacer le nom chimique et la structure par les suivants
bafetin b sustitiyase el nombre quimico y la férmula desarrollada por los siguientes

N-{3-[([4,5'-bipyrimidin]-2-yl)amino]-4-methylphenyl}-4-{[(3S)-3-
(dimethylamino)pyrrolidin-1-y Jmethyl}-3-(trifluoromethyl)benzamide

N-[3-([4,5'-bipyrimidin]-2-ylamino)-4-méthylphényl]-4-{[(3S)-3-
(diméthylamino)pyrrolidin-1-y Jméthyl}-3-(trifluorométhyl)benzamide

N-{3-[([4,5"-bipirimidin]-2-il)Jamino]-4-metilfenil}-4-{[(3S)-3-
(dimetilamino)pirrolidin-1-ilmetil}-3-(trifluorometil)benzamida

N
N N
QDW )
HaCS(# FaC X Z
N7 s h
CHg 0 CH;\I =
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p. 66 levomilnacipranum
levomilnacipran replace the structure by the following
lévomilnacipran remplacer la structure par la suivante
levomilnacipran sustitiyase la férmula desarrollada por la siguiente
CH;
OV T*VCH3
. ~._-NHz

# Electronic structure available on Mednet: http://mednet.who.int/
# Structure électronique disponible sur Mednet: http://mednet.who.int/
# Estructura electronica disponible en Mednet:_http://mednet.who.int/

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internationales
applicables aux substances pharmaceutiques seront publiés seulement dans les listes des DCI proposées.

El texto de los Procedimientos de seleccién de denominaciones comunes internacionales recomendadas para las sustancias
farmacéuticas y de los Principios generales de orientacion para formar denominaciones comunes internacionales para
sustancias farmacéuticas aparece solamente en las listas de DCI propuestas.
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42.1.1-1 RTR3: Generation of Humanized Anti-CS1 2 ~ st RN B (i
Monoclonal Antibody HuLuc63 IgG1/x 2 i

42.1.1-2 RTR9: HuLuc63 Binding to Immune Subsets in 2 A~ [k RN B (i
Whole Blood and Bone Marrow Samples from 2 A
Multiple Myeloma Patients

4.2.1.1-3 RTR11: MuLuc63 Staining of Plasmacytomas Using 2 ~ st FEH B2 i
Immunohistochemistry 2 H

42.1.1-4 RTR8: HuLuc63 Binding to Immune Subsets in 2 ~ st FE B (i
Human Whole Blood 2 A

4.2.1.1-5 RTR10: MuLuc63 Staining of Normal Human Tissues 2 ~ |5k FEH B
Using Immunohistochemistry 2 A

4.2.1.1-6 RTR12: HuLuc63 Cross-Reactivity in Human and 2 ~ |5k FENH A
Non-Human Tissues Using Immunohistochemistry 2 A
(IHC)

4.2.1.1-7 RTR21: HuLuc63 Binding to Immune Subsets in ﬁﬂ ~ |5k FEN R FEATh
Whole Blood Samples of Non-Human Primates 2 A

4.2.1.1-8 RTR18: HuLuc63 Cross-Reactivity Study on 2 A~ [k FEN A
Recombinant CS1 from Non-Human Primates 2 A

4.2.1.1-9 RTR5: BlAcore-Based Affinity Measurements of the 2 A~ |5+ FEN R A
Parental Murine Anti-Human CS1 Antibody, 2 A
MuLuc63, and Its Humanized Version, HuLuc63, to
Purified Recombinant Human CS1 Protein

4211-10 |RTR16: HuLuc63-Mediated Antibody-Dependent I__ﬁ A~ |Wsr TP A
Cell-Mediated Cytotoxicity (ADCC) Against L-363 2 A
Cells Using PBMCs from Multiple Myeloma Patients
as Effectors
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4.2.1.1-11 |RTR13: Analysis of ADCC and CDC Activity of 2 H~ |5t R i
Hul uc63 2 H

4.2.1.1-12  |RTR14: In Vivo Anti-Tumor Efficacy of MuLuc63 2 A~ sk R A
and Its Humanized Version, HuLuc63 2 H

4.2.1.1-13  |RTR15: Determination of Minimal and Optimal 2 H~ |5t FEN B
Serum Levels of HuLuc63 Required for In Vivo Anti- 2 A

Tumor Efficacy in a Mouse Xenograft Model

4.2.1.1-14 |RTR26: Increased Anti-Tumor Activity of HuLuc63 in A~ sk FERHR A
Combination with Bortezomib in the OPM-2
Xenograft Model

4.2.1.1-15 |IO00047: Increased Anti-Tumor Activity of AN RN ER 2]
Elotuzumab in Combination with Pomalidomide or
Dexamethasone in the OPM2 Xenograft Model

4.2.1.1-16  |IPH2102-M2-DP-5205: In Vivo Studies on the AN N wAih
Combination of Elotuzumab with Lirilumab

4.2.1.1-17 |OPM-2: Non-Clinical Evaluation of the Combination 2N PN P

of Elotuzumab with CD137 Agonist Monoclonal
Antibody in a Model of Multiple Myeloma
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4.2.3.7.7-1 |RTR12: HuLuc63 Cross-Reactivity in Human and st RN 2%
Non-Human Tissues Using Immunohistochemistry
(IHC)
4.2.3.7.7-2 |RTR18: HuLuc63 Cross-Reactivity Study on st RN 5%
Recombinant CS1 from Non-Human Primates
4.2.3.7.7-3 |RTR21: HuLuc63 Binding to Immune Subsets in st RN 2%
Whole Blood Samples of Non-Human Primates
4237.7-4 | TRII47: Hemolysis Assay in Human Whole Blood H~ |ifgst FEH (i
with HuLuc63
423775 |TRIII5L: Cross-Reactivity of HuLuc63 with Normal H~ st R B (i
Human Tissues
4237.7-6 | TRII52: Method Qualification Study to Establish the H~ [|ish R A
Conditions for Cross-Reactivity of HuLuc63 with
Normal Human, Chimpanzee, and Rhesus Monkey
Tissues
4.3 275 3CHRK
WERE |2 A v EE B ES TSI ES R TN EEEE 55 A/
Fe WIS 2%
A phase 1, multicenter, open-label, dose escalation Zonder JA, - - Blood. 2012;120:552-559. |-
study of elotuzumab in patients with advanced Mohrbacher AF,
multiple myeloma. Singhal S, et al.
Activation of NK-cell-mediated cytotoxicity by a SAP{Bouchon A, Cella |- - J Immunol. 2001;167:5517-|-
independent receptor of the CD2 family. M, Grierson HL, et 5521.
al.
Anti-CS1 humanized monoclonal antibody HuLuc63 [Tai YT, Dillon M, |- - Blood. 2008;112:1329- -
inhibits myeloma cell adhesion and induces antibody- [Song W, et al. 1337.
dependent cellular cytotoxicity in the bone marrow
milieu.
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