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AE adverseevent : H EHG

ALT alanine aminotransferase : 7 7 =7 I/ T AT 2T —F

AUC area under the curve : Jf& J& -RE [ # B2 T i fs

AUC)- AUC from time 0 to infinite time : 0 Ff i 7~ & ME IR IF ] & THME L 72 AUC

AUCast AUC from time 0 to the time of last quantifiable concentration : 0 EEf7> 5 i
AU P AE mTRE IRFR £ T o> AUC

BAT bestavailable treatment : F| H 7] 88 72 i B DI 1L

CHR complete hematological response : Ifil #IZ 7/ 58 4 Z24h

CI confidence interval : {5 §& X [#]

Crax maximum serum concentration : iz ey ML H iR FE

HU hydroxyurea : & Re ¥ 7 LT

ICH International Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use : [ 3£ & 5 58 Fi [E B i

IFN interferon : f ¥ —7 =z 1

JAK Janus kinase : ¥ X A ¥} —F

mPEG methoxypolyethylene glycol : A hF¥ ¥R =F L7 Y a—iL

MPN myeloproliferative neoplasms : ‘& #f H 5H M I5

MTD maximum tolerated dose : #x KA &

OAS 2'5' oligoadenylate synthetase : 2,54 U 27 7 = /LB Ak FE R

PD pharmacodynamic(s) : 3 15~

PEG polyethylene glycol : RV =F L 7Y a— )L

PK pharmacokinetic(s) : 3K #) &f fE

PPK population pharmacokinetics : R}F£E [ 3£ 4 #)) &

PT preferred term : F: AR GH

PV polycythemia vera : F.1% % [fiLfiE

SD standard deviation : 4% E{R 7=

STAT signal transducer and activator of transcription

ti2 half-life : = Js 4

TEAE treatment emergent adverse event : {GBRIER G PICHILL - HEHFG




1.5 ERXFHROEERUREDER
Ropeginterferon alfa-2b

B R

H
1T TR 2
1.5 FELJE ST T8 L DT R OB FE DR oo 4
1.5.1 Ty e g /AT S SRR 4
1.5.2 VAT L TSR 4
1.5.3 S U ey OSSR 5
1.5.4 PV D TETEIE oo 5
1.5.5 L T S o SRR 6
1.5.5.1 e S AR /Y R PT 6
1.5.5.2 FERG IR FRBR AR DMIEIE ..ot 6
1.5.5.2.1 B O 6
1.5.5.2.2 FRBIHETRBR . ...t 7
1.5.5.2.3 e . 7 SR TPRTT 7
1.5.5.3 FE R FRBR A DHEME . .oeoeeee ettt 7
1.5.5.3.1 BT AHRRBR DMEEE .o 8
1.5.5.3.1.1 A09-102 FRBR  (HEAME THHERBR) oo 8
1.5.5.3.1.2 A17-101 FRBR (BN THIEREBR) oo 8
1.5.53.1.3 A17-102 FRBR (FEINEE THIEUBR) oo 8
1.5.5.3.2 B IR BR DMEEE .o 8
1.5.5.3.2.1 PEGINVERA FBR (/M VI FEERBR) oo 8
1.5.5.3.2.2 A19-201 FRBR (EIPNEE T AHERBR) oo 9
1.5.53.2.3 B I AHGRBR OB .ot 9
1.5.5.3.2.3.1 PROUD-PV ikl (M TIT AHFRBR) oo 9
1.5.5.3.2.3.2 CONTINUATION-PV &R (MEFM S T AHFRBR) oo 9
1.5.5.4 RIS B O I s 9
1.5.6 N USRS 11



1.5 ERXFHROEERUREDER
Ropeginterferon alfa-2b

15 EEXIEROZBBRURKEOZE
151 EERXIEERRORZE
oA B =TT V7 72b (LU, AHl) (X, PharmaEssentia Corporation CAIH X 41
T XA 2 —T7 2 ThY, BENZME (PV) OFEEZ B E L TREI N,
KA, A v #—7xzn T N7 720 BB HHBLZ) FEARTHY . NRICT 1 Y Upff
MESH, 2 FIEFRID A "R Y =F L7 U a— (mPEG) 583 I —% A L THREA L TV
% (X 1), AFD51iT Csr6Hi376N232026089 - (C2HsO)n - (n=864~1044) . 47 - &IL#J 60 kDa C
b,

O

0 H :
H,C /\i% N—protein

K115 4v4—7z0YNKHETOYLE mPEG DIEE

PV (&, AL/ NMEIAE (ET) M OURFEMEEARMEE (PMF) L3, 74 7V 7 7 %6
REEME (Gl Hey) BRERERMEESS (MPN) &R ES N2 EMREBRICET 2 7 v — P
Y% HC & % [National Comprehensive Cancer Network, 2019], PV |Z. ZRIfLERE (7o H, ~~ b7
Uy Mi) O EREZREE L, etER O IEESOHED U X7 EFIZIA, B RRRHEE X 132
PEEREE A M (AML) ~#{T93 5 K# U A7 234 U B [Griesshammer et al., 2019; Mascarenhas et
al., 2018; Tefferi, 2013], PV Ti%, FRMMERELOMEFI I 2 TEREKBRIERRMO I F S F
7RI RN U 5 [ Tefferi and Pardanani, 2015],

A B —Tzna FIA U F—T T NVT 7 OMRAEEFEREIER ., 85 IsvE A
SHEMEEN L, BHEMPOMONTND, /X =T =0T A7 728> T MPN TOAE
PORRESZ b U, Sl Be R 055 0 9IC R 3 5 I REE 2 R T AT 3 & %,

AANTE =MROXTA v F—T =m0 ThH Y | FEHID EAE WO 7Aoo 2 —7
=TT AIE L T PRENRE S EET L ERBTOND T, BEMEE A2
DHEINT 5 Z LRI TV,

152 PV®OEZ

PV OFZHIT, 2008~2010 FDKE (US) A H 100,000 4 &7- Y 44~57 ffil[Mehta et al., 2014]
LHEE SN, 2L FERIEARIT 100,000 44 H72 D 1.1 Fi[Srour et al,, 2016] T > 7z, 5T
DILERZXIGR & LTISR/RFER L B 2 — Tk, PV OERHIEAEZRIL 100,000 4 &H7- D 0.01~2.61 T
& - 7=[Titmarsh et al., 2014],

AARNZELT U7 RRIBICE T 2HWEPHEINEOZN E RERBIZVRHDH LV O WEIT
RN, FRROARREZEIZARIZBIT L AARAND PV EBEHEHE LIHE, #2~3 TAR
JEEHETEDEEXD,
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¥, JEATEE D 2017 4 10 A2 L7 B A T TEMERMEREINE (ZijE) | o F
NEEBIT 3 T A, DABEREOHEMEIZBT 2168 GEES 111 &, FEA 25 4 12 A 13 BHATR)
2SS 2EDABERD 2016 Ffd Tl [EMERMEREINGE ] OENEBEEIL 894 A L #H it S
NTW5d, £o, BARMEFSHFREZE SO 2019 A M7 BE § B SR8 G HRATRE R TIE.
FEPER MERIEANE | DOBEEIT 778 A& 72> TW 5D,

PV [E@E#naE (BT D RIEL R E L, Wi OF T REI3K 60~62 meMmEsnTnbd
[Szuber et al., 2019; Tefferiet al., 2013], 40 Al THRIET D PV IEE 1L 5%IT & EE VD | 25 R
TIE 1%, 20 AR TIZDT 2 0.1% & HEE S 41TV D[ Cario, 2005; Cario et al., 2009], 20 7% AT D
BB T 2HFEMEAZRIE, 100,000 £ H720 5 0.02 § & HEE S 41TV D[ Teofili et al., 2008], %
HDOVE2—IZX D&, /NEEOFEFMRNOFRFEAEZIL 100,000 £ H7- 0 0.18 il & HEE I T
V% [Tanotto et al.,, 2019], PV DAFERHIFEASRITFH & & b ITHEEBIBANHEI L, 70 mLE O
AEZR1T 100,000 4 &H7- 0 10 fFil#E & 72 %[ Srour et al., 2016],

BEIT LML LB, HRTOE RIS E LR L B2 —T, MRl X 554
FaWELTWDHHIE 10 fFzmat Lo & 2 A MIBARITHM 100,000 42 H7-1 0.64 5] (95%
CI, 0.28~1.45) | 2% 100,000 £ & 7= 0.51 ] (95%CI, 0.21-1.23) T - 7= [Titmarshetal., 2014],
KE T, AR RS4RI BT 100,000 4 H7-0 1.37 i, &% T 100,000 £ &H7= 0 0.84
HlTHY ., Bt 1.64 (95%CI1.57~1.70) [Srouretal,2016] TH o7z, IRV X MANLAT
v REBCIE, 70~79 ik OFEE OFAEFIZ I M 100,000 4 H7-0 23.5 ], M 100,000 44 H7-0
5.7 B & s X7 [ Ania et al., 1994],

153 EE=H

MPN OJFBEIL, U VELEEE CTH DY X AF T —E MO 7 Ui G E IR+ (JAK-
STAT) ¥ 7 F MBEDEFFITEMHAL RN & 72 D, JAK2V61TF, MPLWS15L/K, CALR =7 )
9 DA VTFIVETR, FOMFER JAKSTAT ¥ 7 FIMRIES FOEREZGHSESER N T A RN —
BRNG| &4 L 7> TZORBEOEFOTEALN S & - S, RIENSRAE L, B R
HAgE, MARTEZ AR, FENAE R 2342 U B[ Perner et al., 2019; Rampal et al., 2014], PV & DIZIF 2503
JAR2 ZBERAFT D, Z0 9 HHEI96%NT Y Vo 14 iEMALIRHIZE R (JAK2V61TF) 2 A L. K
3%08 JAK2 D=7 V12 |2 %% H 7 % [Pardanani et al., 2007; Stein et al., 2015; Vannucchi et al.,
2008], JAK2V617F Z8¥3 PV (B O MEMHAE THE U, T X 0 MR A2 b UaRiin Bk 2 s
FLEIZHINT 5 [Jamieson et al., 2006], PV FBF TiX, MIZHZ< DENRERENBRD HILDH DY,
PRIBHEITIZBIT 2 26 OFEENIAHATH 5,

JAK2VO1TE 7 LIV DFEN A BT A N—Bn FHEREIL, H—a bt —DERT L/LZLS>TPV O
WREBRRMRETE LT D N T AV 2=y 78T T V2 AWV 727 [Mullally et al., 2010]
WL TEMITENTWD, JAK2VOITF BRAF T 2z~ 7 AT L7 2 A, &
BOA =vx—y 3 UHE L[ Mullally et al, 2010], Z 02 &%, JAK2V6ITF Z R %243 % M
FRTIE 2 RE IR & 95 Z & T, BRHINRIRENFIEN S OND Z 2B L TV D,

154 PV OaEE

PV ZX%f5 & L 7= Cytoreductive Therapy in Polycythemia Vera (CYTO-PV) iR T, £7To?D PV i
FIZH L TA5% ARG E T D ~~ b27 U v b BEEDHENL S Au7=[Marchioli et al., 2013], & BEESE IR
D= bu—/LiZANzx T, National Comprehensive Cancer Network (NCCN) O H A N7 A > Tlk
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PV OEZRIGRAE L L Tl IE DOFA L B RO FHiZ B L TV 5H[National Comprehensive
Cancer Network, 2019], E#728 60 LA ETH 2D Z & K OMARIEDEERENH D Z LD 2 NF%F
R & L TMARIED U A7 % H|EJ % [Bose and Verstovsek, 2019; Tefferi and Barbui, 2019], k5t
OFEE R F X G2 BT HEEEEH) AZICHEL, PIENREE LTTAEY > (81~100
mg/H) ZOFA L7222 BB #EE (HU U3A v X —T7xn ) 275 2 EnifEians, 4
VA—T T NT p2b, R HA—T 2 a TN T v 2a, RIAE—T T ILT
7 -2b S JAK2 BHEFRAS, MRS s & B & 3 2 AR R AR B SR AR R 23
BERLODO HUIL L DIERERE L CWHBFICHEIND, EH0D ) A7 KT LRV E
FIXEY 27 L L, @EBELET ALY COATERIND,

iz i ARE X MICR T 5= 72z T, LIME Y A7 KTFOFHENETOERE
\ZHELE X 41 % [National Comprehensive Cancer Network, 2019], IXHET A &'V > K ONE L OB 157
KA KT A Tk, BSR4 — SRR X 27 2 AWk ORED £ =
H YT FEEIT OBIEIER DT =2 U o Z IS R RIEDBEIG L 720 D BN E 9 »
DOFHliZ 3~6 A Z & TR ELERHIUT L VEEICITY Z LR L Q0D BRI
MEE L SNDEAITIE, B L OER %2 L& Th DEEOIER &K O EOBINZ X v
X SNDGE), Fric 22 fiAeiE ST BBEO K Lo F B, WML IR D20 &
B2 B84, MUE, f R IE, B ERBEINAE , K& OV B BIEAE R X, HI s 15 A3 1
LD AREMEN B D, FIENAEE & U IR EIEE %0 D@ U A7 BT, HU (29 2 At
KX W =2 ) 7T 5,

ERNDOHA FF7 4 (ARMKT 2 NEMISRERE2ETA R7 A2 2018 i) (2B W TH I
BIED TR & EHNICHARIED U A 7 53BEN B S, THUTE SO TRY 2 7 BHIx LTS
MHERAET A U5, &Y 27 Bk U CREmMEE, 7 A8 Y BN 2 TR
POEDHEE SN TV D,

7285 BEAF OVRFRE TIE, EBEI T O MBI U BEEICIRER H D . L0 BOEIERSE S 1,
HoOBEFEOa LT T4 T U AR OBEEENR BT 2 /BRI N TN D,

155 FROERE
1.55.1 mEIZEY HRERD IS

JE, WANCRE T 2 RBRIE, SVE T I,

JREIZHOWTIE, FEROWE L FRME, SUER OB L, S DICZEMICOWT, A
ICH 7 A R A NZHERL U 7= 3B 2 FEhE L7o, 2 DRGREIC 3D ERE ST AME OB K OV R
Tk, ERNORTREEINE > T L7,

BFNZHONTE, EHF (L7 00 R o UliAE) L UTRREL, SR ORBRGE, S
DIZEEMEIZOWT, FFEICH T A R A ANZHERL L 73 B2 I L7z, E ORI E DS TR E
SN SE ORI K ORER L%, BN OFEREEISHE > TRAE L7z,

155.2 FERR IR ER BHE D BERS
155.2.1 FIPEAER
PVIEHEIZHIT D IFN a DEHIZOWTIEHBEICZ S ORERH L LD, PVET L E H W
AFN O SN FBR (X L, ABNOEYTENEE =7 4 PV THERE L, XA AP L g L7
(PD,/PK #HA Bk : 44104-08-242 iRER) ,
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L RVERPEER & LT, in vitro hERG 3 (Covance Study No.7975-106) . 5 =7 A ¥ /LDl
HakBR (Study No0.2872-001) I TNZ T » k> CNS #kBR M MR 2R % ER (N Zh Study
No0.2872/002 }2 Tf No.2872/004) % FEfti L 7=,

15522 EENREER

AF % O ERC o 3EpEiie (PK) SBRITFENE L e h o 7=, AHI %A BRI 514 0 g ik 5
TazyANME, =7 AP ERWEZ PKPD BERBRO—HE LTREL, XTvADZR
& Helt L7z (4.2.3.2.xStudy No. 44104-08-242) , AGBRIZISWNT, KA R AN & 2 DR F 51
0.2 5 AV IAT T EBEKEESE (OAS) (IFN IR L CHHE SN HEER THLY A /L A
MM’%@%&iﬁmekmﬁ% IXRIFRE Th o 7=, AANT 14 BT ~—2 i3 2 it A
PED I D OAS TEMEHMBS 2755 L2 DIZxt LT, A ATiE, OAS IGMEIT &G4 6 H LA
HRIIE T Lz, 2O IL, KA/ OG> ZADOEMRKSY. T7hbb, ThFN [IFNa-2b KO
IFN «-2a @ PD Zh R OEWITERK T 5, W#EBRME D PK 70 7 7 A JVIFFEFITEL L TEB Y |
Ciraxs FERARTE I T80 M OV B BB DIE DT 20% A0 T 5, LIz > T, PD G DE W A3 E
MENREDE WK T 5 ATREEIME N E B 2 bt s,

1.55.2.3 HEER

AIRTOH MAHRERER (A19-201 3BR) OBt E Tz, FERREERARRE LT, BHElk 5%
@%ﬂﬁbt?y%%%wt#mfmgﬁiﬁ%(mmmomﬁlm)QQMJﬁxﬁy%%
Mz 13 AR FTREFEELR O M F a1 ¢ 7 20 WIS 4 AR EERE (Study No.511-
20060035), B =7 A P&\ 4 m%&T&ﬁﬂiﬁobkvn%*?4ﬁx\ﬁ@m4@
MEERER (Study No.7975-101), H =27 A VL& = 14 HEKER FH5EE, Fdrvax
2T 4 7 AR O F B (Study No. 44103-08-300) , 1 A X T 7 AEE & VKM & V718 )t
Z2SRIE B BR (Study No. 7975-104) | In Vitro IEAGTMERBR O F v A =— XL 2 & —JH: (CHO)
Ffa A W Ge R B E 3EBR (Study No. 7975-105) %527 L7z, 200 g A B @é&iﬁﬂz/ﬁ
R SR 5 R R AR AT (A BrsR AU G5 4 %) & ol 7% -5\ T,
—
B =5 2%0 T A=A AZROEE - JRIEFAICE T 538 (Study No.
SBLA462-004) % i L7z, £727 v k& v 7= 13 38 [ 5E 3 5755 (Study  No. 511-20060035)
FEM Lo, BEREERBRIIONTG, %lﬁ%E%&E(Hm)@#%%%%Guwd@ﬂb
T, FH=7 AP VE AW - JRERAEICE T 23 BIE, EIESOL MR 2 IR IR R
%@%%@%@K%?é%%ﬁﬁ%bf%hbto

1553 i PR 57 BR R HE D 1L RE
FITORFIOBGEBIFICONT, 200 4EQ H W B OTSTATBOE A K 5h P ek i & i
gre) wrkmaEmms (F4 4% collllllpg T - 20 L.
- o CHIE A, CHEBEE X, AR AZMES i
Faxtg & LT ARKNOFME R WL RMEARETT 5 S sk eE . BREE, JEEM. &6 11 AR (A19-
201 3BR) Z3hE L7z, A19-201 iRER K OV O EE /KRB OME L | DL ICENT 5,
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155.3.1 F I HHBROME
WL C2 2OFE T FHEE., ENT1 S2OE I HERBRZFZN-ENEE L2, DL NICRBROME %
T,

1553.1.1 A09-102 54B& B4\ 58 | FEEAER)

e BYERIRE A K GT, ARFI O BB H Bl 2 TG RO Z MR OB B Z e L, AA
D PK ZB BT LTc, BEF 48 BlOHERE 388k S 41, PEGASYS®FEIZ 12 44, ARAIFEIZ 36 5173
AELIZEI D T ST, AREIOHER TS (24~270ng) &Y PEGASYS® D Hi[A] 7 T # 5.
(180ug) DEFMITIRIFTHY, BT o7 7 A VLR TH -7, AAID PK /8T A — X
(Craxs AUCo.00 & TN AUC1ast) D FH BEARTFRY 2B MATR O H =28, FHEFIRRBEINERE D 6
TR T,

155.3.1.2 A17-101 B8 (GBS EE | FBEER)

HrE A ORERER A B IR BR T 40 1 & x5S ARKI O EEE HLE R TG LT & & RNk,
BNER O PK F#E% . PEGASYS®180 1 g 3¢ 5-% SEHKAGHIR & U CLb#k - BFf L 7=, SAE 28 1 #iliZ
1 B L7 ORA 270 u g B 58F, /S— b —iEE Rk L72), 72, BB ILICE > 7= SAE
KON AE « BWERIZERO b9, JETHI G Ao 7, GEEESERE ICAA] 90, 180 KL TN 270 ug Xix
PEGASYS®180 n g Z# Hi[AIfZ T 5 L TH, BEMITIRGTH- T,

155.3.1.3 A17-102 388 (ENEE | $858R)

HARANKE A ANMEFYERE 23012, AFO 4 HEOHRRBHIERGEEZ R THRELIZEEZDOR
et AEMROEYERE (PK) # W - it Lz, &5t 36 BloMERRE (BAAN 18 i, [
AN 18 6) MaRBRIZSIN L, 35 BINRERATE T Lz, AHF% 100, 200 O 300 1 g O & THA|
FETE#HE Lic b EOREMEROEFET, BARNE AANOHERE TR CTH T2, ZNETOA
VHE =Tz O E LT, THEREENE EOMRITFED bl ol,

155.3.2 F N BABROME
WA T 1 SOFE VI AHRER., ENT 1 >OF AR EZ 2 CnEm LTz, YL FICREBRO
HEWS % 759,

155.3.2.1 PEGINVERA 8% (@543 VI FEEER)

b Ra %oy U7 RIBE K OBUEEHRE T OBEMES MERE 25 Flzxig e U7 ARH O 5K it &
(MTD) #RE L., EOREMEROEINEZ T 2 2 3EF., IFEHR. AT T 17
55 VI AHH Sl el 2 520 L 72, TMD 234 25 1 AR 27— Tl AHID MTD %
RRKHAED 540 pg & Uiz, AMEEZFNT 25 WHHRBRO 27—V T, &5 12 » A K
MDA BT FRBRIIR T OB KIE T 90% (58278%h 47%. 2% 43%) OBRE A
BPERERO B AL, 1 BFNCK LTI RN EEL | 4 Bl CITROIOFHERE (10 #) LIRTc& S % 1k
L7co 3 FERFHINFIZ OV TL, BRI T O KB T 68% GERTEW 21%. #7252 47%)
DR A RDMENRTRD BTz,



1.5 ERXFHROEERUREDER
Ropeginterferon alfa-2b

155.3.2.2 A19-201 &BR (EIRE Il 1B5LER)

A19-201 FRBRIL, BIEOREUERE O AN REER R A B AN PV BEEZXG L L TARAIOF %)
P, LRMERETT D70 DL Higk LR, B, FER. FUHERBRTHY . BRI &L L
29 R, 27 BIAERERASET L, 2 BlIAHFLHE, FEME (% 16 [3.1%]) XKz
Wik U7z, EERHMBTEE TH 5.9 K TUN2 » Hifi )i TCHR % 2K L 72 JEF DO FE A 13 27.59% (95%CI,
12.73~47.24) Th o7z, 4229 # (100.0%) 7t 292 £ TEAE BB L7z, ZD o5, 185 1
@ TEAE 28 NRBRIE L OBEH v | LFHi STz, L < A O N2 IRBREE L B# O & 5 TEAE

(PT : FEBLE 20%H8) 1%, BEBIE, Y. AL 7L WERER, JRP g2 I ar ) 8
m, 779=73 ) I A7 2T —F (ALT) ¥INTH 7=, EED TEAE OREIT A<, W
FTALD TEAE b7 L— R 2 LN Th o7z (BREIIHERE),

155.3.2.3 F NHERBEOME
WESLC 3 SO 1T MG RER 2 i L7, BLTFIC T2 2 3B O %2 739,

155.3.2.3.1 PROUD-PV §B& (B4+3E Il #EEIER)

t Faxi v L7 (HU) RIBEXIBEEBETFOEMZIE (PV) BE 255 L Lz HU & %)
LT HARBNOEIER L EMEE RG22kt MR, BIEAL, WITREM i 2 %
Bt U720 254 Bl OYEBRE 12OV CTHEME & R RVE DR 21T - 72 AFIRE T 122 615 26 61 (21%) |
HU BECTUX 123 il 34 6l (28%) 23EGFERHMGEA (12 4 A Kl TS A X238 EH 21k
FHSERTRR) iERK LTz, IBRESMEIZIS 1T 5 722D 95% CI 1X-17.23-4.09 TIELMEITREH S/
otz (p=0.23), BB T CoREHRSL (TEAE) IAFIRE (N=127) T 104 f (81.9%) IZ
813 {4, HU Bf (N=127) T I11 f5] (87.4%) T 747 3 L=, EELRAEEFERITIEMET 25 fi

(9.8%) 1T 36 ME3BL L, AFIBETIX 14 1] (11.0%) (2 20 £, HURETIX 11 B (8.7%) (2 16 1
FEHL LT,

155.3.2.3.2 CONTINUATION-PV iE& (&5 38 [Ib #BEER)

8752 PROUD-PV #BRICHHA AL B, RERAZSE T L7z PV BE 23U, HEREEHEEZ Hn
CARAISUIIEER) —IGH (B Re X v L7 [HU] SUIHIH ATEEZe i B O [BAT] : xFHER)
O EWA M % FEM L 7=, PROUD-PV RABk TiX 217 IR BRZ25% T L, 95 171 flR
CONTINUATION-PV GERIZAT LTz, MIRFHITERTN 2R LICBRE BT, AFIFETIL 24 %
ARERTHINL (95 Bl 67 51 [71%]1) . 36 » A £ THEFFs L7 (95 B 67 65l [71%]). —75.
BAT #£ T, PROUD-PV B BRI THRED 12 » HERESEDN B < (76 Bl 57 5] [75%]) . & D% 1%
W Uiz (24 5 AEES 0 67 B 33 6 [49%], 36 » H B - 74 i 38 651 [51%1), 36 » HHERA
TOWEERER] ORESSEIC BT 2 EBITBERE Th o 7o, IRBRERLGE TOEEESR (TEAE) X
171 B 157 51 (91.8%) (2 1,721 A3 BLL . AFIFE (N=95) 23 87 ffil (91.6%) IZ 1,097 {f:. BAT
B (N=76) 2% 70 fl (92.1%) 12 624 fFTh o7z, HHEOI L b BZE2MED Y 7 i
CONTINUATION-PV i8R THiHH & 7103 TEAE OB EIA & PROUD-PV itk & FIFEE TH - 72,

1554 BEPSIUVERY
AKENDODFERSNRT v MILLTOBEY TH 5,
0 AHFTELNI-FRIZ. PVICHT AL v Z—TxaOFTA_ %7 4y e L TEIC
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MOENTWALTOLDO &KL TW5

- TEIMBEE OWITEE D MEROIREFNEIG . MR/ XT7 A—2DIEF, EERICK D E
72 HAR B O R I 7 (K80 2 B U 7= i

- LA EDRBE THEY A AOWEKRE T TE D

- JREICKTT 2 mOERROMERF

- RIANR=EROT LANRN—F DD Z LD EW S iR mr i Z=ah R

- PEROIERTA v F—T em U RO TbA v F—T za T A R &b
B L CRABMENE N EDDIERMELS 2D 2 &

- Mo F =Tz LU AL L TERGREN DR R ETERVWa Y 7T
AT VAENMFHND Z &

& ZRMTuTy AN KFNTEAFENELS, BETHY , EERBIVESL ZIRB AT O
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4.1 Therapeutic indications
Besremi is indicated as monotherapy in adults for the treatment of polycythaemia vera without

symptomatic splenomegaly.

4.2 Posology and method of administration

Titration phase

The dose is titrated individually with a recommended starting dose of 100 micrograms (or 50 micrograms
in patients under another cytoreductive therapy). The dose should be gradually increased by 50 micrograms
every two weeks (in parallel, other cytoreductive therapy should be decreased gradually, as appropriate) until
stabilisation of the haematological parameters is achieved (haematocrit <45%, platelets <400 x 10°/L and
leukocytes <10 x 10°/L). The maximum recommended single dose is 500 micrograms injected every two

weeks. Phlebotomy as rescue treatment to normalize blood hyperviscosity may be necessary.

Maintenance phase

The dose at which stabilisation of the haematological parameters is achieved should be maintained in a
two-week administration interval for at least 1.5 years. After that, the dose may be adapted and/or the
administration interval prolonged up to every four weeks, as appropriate for the patient. If adverse events
develop during therapy, the administered dose should be reduced or treatment discontinued temporarily until
adverse events abate; further, treatment should be re-initiated with a lower dose than the dose that caused
adverse events. If an increase of haematological parameters (haematocrit, platelets, leukocytes) is observed,

the dose and/or dosing interval needs to be adapted individually.

— )7 CKETIX 2020 4% 3 H 13 H 12 PharmaEssentia £+ K [E 1 A DS BEMELIME 2 5@ o5E & LT,
aRTA B —Txay TIVT 7-2b OEYFERRFKERGE (BLA) ZigH L7, £0%%,
2021 411 H 12 HIZ, AT Ouis THRGRZ BUS Lz,

INDICATIONS AND USAGE
BESREMi is indicated for the treatment of adults with polycythemia vera.

Patients Not Already on Hydroxyurea:

- The recommended BESREMi starting dosage for patients not on hydroxyurea is 100 mcg by
subcutaneous injection every two weeks.

- Increase the dose by 50 mcg every two weeks (up to a maximum of 500 mcg), until the hematological
parameters are stabilized (hematocrit less than 45%, platelets less than 400 x 10%/L, and leukocytes less
than 10 x 10°/L).
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Patients Transitioning from Hydroxyurea:

- When transitioning to BESREMi from hydroxyurea, start BESREMi at 50 mcg by subcutaneous
injection every two weeks in combination with hydroxyurea.

- Gradually taper off the hydroxyurea by reducing the total biweekly dose by 20-40% every two weeks
during Weeks 3-12.

- Increase the dose of BESREMi by 50 mcg every two weeks (up to a maximum of 500 mcg), until the
hematological parameters are stabilized (hematocrit less than 45%, platelets less than 400 x 10°/L, and
leukocytes less than 10 x 10°/L).

- Discontinue hydroxyurea by Week 13.

Maintain the two week dosing interval of BESREMIi at which hematological stability is achieved for at
least 1 year. After achievement of hematological stability for at least 1 year on a stable dose of BESREMi,

the dosing interval may be expanded to every 4 weeks.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

BESREMIi (ropeginterferon alfa-2b-njft) injection, for subcutaneous use
Initial U.S. Approval: 2021

WARNING: RISK OF SERIOUS DISORDERS
See full prescribing information for complete boxed warning.
Risk of Serious Disorders: Interferon alfa products may cause or
aggravate fatal or life-threatening neuropsychiatric, autoimmune,
ischemic, and infectious disorders. Monitor closely and withdraw therapy
with persistently severe or worsening signs or symptoms of the above
disorders.

INDICATIONS AND USAGE--------------=m--mmememeo

BESREMIi is an interferon alfa-2b indicated for the treatment of adults with

polycythemia vera (1)

------------------------ DOSAGE AND ADMINISTRATION------------m-mmmomee

o Recommended starting dose: 100 mcg by subcutaneous injection every 2
weeks (50 mcg if receiving hydroxyurea).

o Increase the dose by 50 mcg every 2 weeks (up to a maximum of 500 mcg)
until hematological parameters are stabilized (2.1)

o Interrupt or discontinue dosing if certain adverse reactions occur (2.3, 5)

o Injection: 500 mcg/mL solution in a single-dose prefilled syringe (3)
CONTRAINDICATIONS
o Existence of, or history of severe psychiatric disorders, particularly severe
depression, suicidal ideation or suicide attempt (4)

Hypersensitivity to interferon or to any component of BESREMi (4)
Hepatic impairment (Child-Pugh B or C) (4)

History or presence of active serious or untreated autoimmune disease (4)
Immunosuppressed transplant recipients (4)

Patients exhibiting the following events should be closely monitored and may

require dose reduction or discontinuation of therapy:

o Depression and Suicide: Monitor closely for symptoms and need for
treatment. (5.1)

o Endocrine Toxicity: Discontinue if endocrine disorders occur that cannot
be medically managed. (5.2)

o Cardiovascular Toxicity: Avoid use in patients with severe, acute or
unstable cardiovascular disease. Monitor patients with history of
cardiovascular disorders more frequently. (5.3)

o Decreased Peripheral Blood Counts: Perform blood counts at baseline,
every 2 weeks during titration, and at least every 3-6 months during
maintenance treatment. (5.4)

o Hypersensitivity Reactions: Stop treatment and immediately manage
reaction. (5.5)

o Pancreatitis: Consider discontinuation if confirmed pancreatitis (5.6)

e Colitis: Discontinue if signs or symptoms of colitis (5.7)

e Pulmonary Toxicity: Discontinue if pulmonary infiltrates or pulmonary
function impairment (5.8)

o Ophthalmologic Toxicity: Advise patients to have eye examinations before
and during treatment. Evaluate eye symptoms promptly and discontinue
if new or worsening eye disorders. (5.9)

o Hyperlipidemia: Monitor serum triglycerides before BESREMIi treatment
and intermittently during therapy and manage when elevated. (5.10)

o Hepatotoxicity: Monitor liver enzymes and hepatic function at baseline and
during treatment. Reduce dose or discontinue depending on severity.
(5.11)

¢ Renal Toxicity: Monitor serum creatinine at baseline and during therapy.
Discontinue if severe renal impairment develops. (5.12)

o Dental and Periodontal Toxicity: Advise patients on good oral hygiene and
to have regular dental examinations. (5.13)

o Dermatologic Toxicity: Consider discontinuing if clinically significant
dermatologic toxicity. (5.14)

o Driving and Operating Machinery: Advise patients to avoid driving or
using machinery if they experience dizziness, somnolence, or
hallucination. (5.15)

ADVERSE REACTIONS
The most common adverse reactions reported in > 40% of patients were
influenza-like illness, arthralgia, fatigue, pruritus, nasopharyngitis, and
musculoskeletal pain (6).

To report SUSPECTED ADVERSE REACTIONS, contact
PharmaEssentia at 1-800-999-2449 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e Monitor patients taking CYP450 substrates with a narrow therapeutic index
for adverse reactions to inform the need for dose adjustment of the
concomitant drug (7.1)

* Avoid use with myelosuppressive agents and monitor patients receiving the
combination for effects of excessive myelosuppression (7.2)

o Avoid use with narcotics, hypnotics or sedatives. Monitor patients
receiving the combination for excessive central nervous system toxicity
(7.3)

e Pregnancy: Can cause fetal harm. Advise females of reproductive potential
of the potential risk to a fetus and to use effective contraception. (8.1,
8.3)

o Lactation: Advise women not to breastfeed during treatment and for 8
weeks after the final dose. (8.2)

e Avoid use in patients with eGFR <30 mL/min. (8.6)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved Medication Guide.
Revised: 11/2021
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF SERIOUS DISORDERS
Risk of Serious Disorders: Interferon alfa products may cause or aggravate fatal or life-threatening
neuropsychiatric, autoimmune, ischemic, and infectious disorders. Patients should be monitored closely with
periodic clinical and laboratory evaluations. Therapy should be withdrawn in patients with persistently severe
or worsening signs or symptoms of these conditions. In many, but not all cases, these disorders resolve after
stopping therapy [see Warnings and Precautions (5.1, 5,2, 5.3, 5.4) and Adverse Reactions (6.1)].

1 INDICATIONS AND USAGE
BESREMi is indicated for the treatment of adults with polycythemia vera.
2 DOSAGE AND ADMINISTRATION

2.1  Pre-Treatment Testing

Pregnancy testing is recommended prior to BESREM i treatment in females of reproductive potential [see Use in
Specific Populations (8.3)].

2.2 Recommended Dosage

Patients Not Already on Hydroxyurea:
e The recommended BESREMIi starting dosage for patients not on hydroxyurea is 100 mcg by subcutaneous
injection every two weeks.
e Increase the dose by 50 mcg every two weeks (up to a maximum of 500 mcg), until the hematological
parameters are stabilized (hematocrit less than 45%, platelets less than 400 x 10%L, and leukocytes less than
10 x 10%/L).

Patients Transitioning from Hydroxyurea:

e When transitioning to BESREMIi from hydroxyurea, start BESREMi at 50 mcg by subcutaneous injection
every two weeks in combination with hydroxyurea.

e  Gradually taper off the hydroxyurea by reducing the total biweekly dose by 20-40% every two weeks during
Weeks 3-12.

e Increase the dose of BESREMi by 50 mcg every two weeks (up to a maximum of 500 mcg), until the
hematological parameters are stabilized (hematocrit less than 45%, platelets less than 400 x 10%L, and
leukocytes less than 10 x 10%/L).

e Discontinue hydroxyurea by Week 13.

Maintain the two week dosing interval of BESREMIi at which hematological stability is achieved for at least 1 year.
After achievement of hematological stability for at least 1 year on a stable dose of BESREMIi, the dosing interval may
be expanded to every 4 weeks.

Monitor patients closely especially during the titration phase. Perform complete blood counts (CBC) regularly, every
2 weeks during the titration phase and every 3-6 months during the maintenance phase (after the patient’s optimal

dose is established). Monitor CBC more frequently if clinically indicated. Phlebotomy as rescue treatment to
normalize blood hyperviscosity may be necessary during the titration phase [see Clinical Pharmacology (12.2)].

2.3 Dose Modifications

Monitor CBC every 2 weeks during the titration phase and dose modification phase. Phlebotomy as rescue treatment
to normalize blood hyperviscosity may be necessary [see Clinical Pharmacology (12.2)].

If dose interruption occurs, resume dosing at previously attained levels. If drug-related toxicities arise, reduce the
dose to the next lower level or interrupt in accordance with the table below (Table 1). If there is insufficient efficacy
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at the decreased dose following dose modification, a dose increase attempt to the next higher dose level should be
considered after recovery to grade 1 toxicity.

Table 1 Dose Modifications for BESREMi Adverse Reactions

Adverse Reaction?

Severity

Dosage Modification

decompensation

Liver enzyme elevation with
concomitant bilirubin elevation, or
other evidence of hepatic

Any increase above baseline

Interrupt treatment until recovery,
restart at dose 50 mcg lower than
the interrupted dose. If the
interrupted dose is 50 mcg, refrain
from treatment until recovery.
Consider permanent discontinuation
if toxicity persists after four dose-
modifications.

Liver enzyme elevation

>5 x the upper limit of normal
(ULN) but <20 x ULN

Decrease dose by 50 mcg; if
toxicity does not improve, continue
decreasing at biweekly intervals
until alanine aminotransferase
(ALT) and aspartate
aminotransferase (AST) recover < 3
X ULN if baseline was normal; 3 x
baseline if baseline was abnormal,
and gamma-glutamyltransferase
(GGT) recoversto < 2.5 x ULN if
baseline was normal; 2.5 x baseline
if baseline was abnormal.

If the interrupted dose is 50 mcg,
refrain from treatment until
recovery.

>20 x ULN

Interrupt treatment until ALT and
AST recover to <3 x ULN if
baseline was normal; 1.5 x baseline
if baseline was abnormal, and
gamma-glutamyltransferase (GGT)
recovers to < 2.5 x ULN if baseline
was normal; 2 x baseline if baseline
was abnormal. Consider permanent
discontinuation if toxicity persists
after four dose-modifications.

Cytopenia

Anemia: Hemoglobin (Hgb) < 8
g/dL

Thrombocytopenia: platelet count <
50,000/mm?3 but >25,000/mm?

Leukopenia: white blood cell count
(WBC) <2000/mm? but
>1,000/mm?®

Decrease dose by 50 mcg; if
toxicity does not improve, continue
decreasing at biweekly intervals
until recovery of Hgb >10.0 g/dL,
platelets >75,000/mm3, and WBC
>3,000/mm3

If the interrupted dose is 50 mcg,
refrain from treatment until
recovery.

Anemia: Hemoglobin levels are life
threatening, or urgent intervention
needed

Interrupt treatment until recovery of
Hgb >10.0 g/dL, platelets
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3
Thrombocytopenia: platelet count >75,000/mm*, and WBC

<25 000/mm? >3,000/mm,

Leukopenia: WBC <1000/mm? Consider permanent discontinuation
if toxicity persists after four dose-
modifications.

Depression Mild, without suicidal ideation Consider psychiatric consultation if

persistent (>8 weeks).

Consider dose reduction and

Moderate, without suicidal ideation psychiatric consultation.

Discontinue therapy, recommend

Severe, or any severity with psychiatric consultation.

suicidal ideation
8National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE), version 3.0

2.4  Preparation and Administration

Read the INSTRUCTIONS FOR USE before administering the single-dose BESREMI prefilled syringe. BESREMi
is for subcutaneous injection only and may be administered by either a healthcare professional, a patient or a caregiver.
Before a decision is made to allow BESREMIi to be administered by a patient or caregiver, ensure that the patient is
an appropriate candidate for self-administration or administration by a caregiver. Proper training on storage,
preparation and administration technique should be provided. If a patient or caregiver is not an appropriate candidate
for any reason, then BESREM i should be administered by a healthcare professional.

Before each injection, remove the carton that contains the BESREMIi prefilled syringe from the refrigerator. Keep the
prefilled syringe in the carton and lay it flat on a clean work surface for 15-30 minutes to allow the prefilled syringe
to reach room temperature [59 °F to 77 °F (15 °C to 25 °C)].

Before injection, visually inspect BESREMIi in the prefilled syringe for particulate matter and discoloration before
administration (do not use if the solution in the syringe is cloudy, discolored, contains particulate matter or if the
syringe shows any sign of damage).

Syringe Preparation

o Remove the prefilled syringe cap by unscrewing it counterclockwise.

e Attach the covered needle to the prefilled syringe by firmly pushing it onto the collar of the syringe and then
screwing (turn clockwise) it on until it feels securely attached.

e Choose one of the following injection sites: Lower stomach (abdomen) area, at least 2 inches away from the belly
button, or top of thighs. Rotate (change) the injection site for each injection. Do not inject into skin that is irritated,
red, bruised, infected, or scarred; clean the chosen injection site with an alcohol swab and let air dry.

e Uncap needle and move air bubbles to top. Pull the pink needle shield back and hold the syringe from the syringe
body. Remave the clear needle cap by pulling it straight off. Throw away the needle cap into the trash. Hold the
prefilled syringe with the needle pointing up. Tap on the body of the prefilled syringe to move any air bubbles to
the top.

Set Injection Dose

e Depending on the prescribed dose, the amount of dose in the syringe may need to be adjusted by discarding some
of the medication.

e Hold the prefilled syringe at eye level with the needle pointing straight up over a paper towel, sink, or trash can.
Check that you can see the dose lines and number markings on the prefilled syringe.

e Pinch the end of the plunger and slowly push up to remove liquid medicine until the top edge of the gray stopper
lines up with the marking for the prescribed dose.
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Inject BESREMIi

e Pinch the chosen injection site. While pinching the skin, insert needle at a 45- to 90-degree angle into the pinched
skin, then release the pinched skin.

e Inject BESREMI by slowly pressing on the plunger all the way until it stops. After all the liquid medicine is
injected, remove the needle from the skin.

Dispose of Used Syringe

e  Carefully push the pink needle shield over the needle until it snaps into place and covers the needle. Do not recap
the needle using the needle cap; only use the pink needle shield to cover the needle.

e Throw away the used prefilled syringe with the needle still attached, into an FDA-cleared sharps disposal
container.

3 DOSAGE FORMS AND STRENGTHS
Injection: 500 mcg/mL clear and colorless to slightly yellowish solution in a single-dose prefilled syringe.
4  CONTRAINDICATIONS

BESREMIi is contraindicated in patients with:

»  Existence of, or history of severe psychiatric disorders, particularly severe depression, suicidal ideation, or suicide
attempt

*  Hypersensitivity to interferons including interferon alfa-2b or any of the inactive ingredients of BESREM.

»  Moderate (Child-Pugh B) or severe (Child-Pugh C) hepatic impairment

»  History or presence of active serious or untreated autoimmune disease

» Immunosuppressed transplant recipients

5 WARNINGS AND PRECAUTIONS
5.1 Depression and Suicide

Life-threatening or fatal neuropsychiatric reactions have occurred in patients receiving interferon alfa products,
including BESREMI. These reactions may occur in patients with and without previous psychiatric illness. Serious
neuropsychiatric reactions have been observed in 3% of patients treated with BESREMi during the clinical
development program. Among the 178 patients in the clinical development program of BESREMI, 17 cases of
depression, depressive symptoms, depressed mood, and listlessness occurred. Of these seventeen cases, 3.4% of the
patients recovered with temporary drug interruption and 2.8% stopped BESREMi treatment.

Other central nervous system effects, including suicidal ideation, attempted suicide, aggression, bipolar disorder,
mania and confusion have been observed with other interferon alfa products. BESREM i is contraindicated in patients
with a history of severe psychiatric disorders, particularly severe depression, suicidal ideation, or suicide attempt [see
Contraindications (4)].

Closely monitor patients for any symptoms of psychiatric disorders and consider psychiatric consultation and
treatment if such symptoms emerge. If psychiatric symptoms worsen, it is recommended to discontinue BESREMi
therapy.

5.2  Endocrine Toxicity

Endocrine toxicity has occurred in patients receiving interferon alfa products, including BESREMI. These toxicities
may include worsening hypothyroidism and hyperthyroidism. Autoimmune thyroiditis and hyperglycemia, including
new onset type 1 diabetes, have been reported in patients receiving interferon alfa-2b products. Eight cases of
hyperthyroidism (4.5%), seven cases of hypothyroidism (3.9%) and five cases (2.8%) of autoimmune
thyroiditis/thyroiditis occurred in the development program of BESREMI.

Do not use BESREMI in patients with active serious or untreated endocrine disorders associated with autoimmune
disease [Contraindications (4)]. Evaluate thyroid function in patients who develop symptoms suggestive of thyroid
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disease during BESREMI i therapy. Discontinue BESREM i in patients who develop endocrine disorders that cannot be
adequately managed during treatment with BESREMi.

5.3  Cardiovascular Toxicity

Cardiovascular toxicity has occurred in patients receiving interferon alfa products, including BESREMi. Toxicities
may include cardiomyopathy, myocardial infarction, atrial fibrillation and coronary artery ischemia [see Adverse
Reactions (6.1)]. Patients with a history of cardiovascular disorders should be closely monitored for cardiovascular
toxicity during BESREMIi therapy. Avoid use of BESREMI in patients with severe or unstable cardiovascular disease,
(e.g., uncontrolled hypertension, congestive heart failure (> NYHA class 2), serious cardiac arrhythmia, significant
coronary artery stenosis, unstable angina) or recent stroke or myocardial infarction.

5.4  Decreased Peripheral Blood Counts

Decreased peripheral blood counts have occurred in patients receiving interferon alfa products, including BESREM:i.
These toxicities may include thrombocytopenia (increasing the risk of bleeding), anemia, and leukopenia (increasing
the risk of infection). Thrombocytopenia of grade 3 (platelet counts <50,000 — 25,000/mm?q) or greater occurred in 2%
of BESREMi-treated patients. Anemia of grade 3 (Hgb < 8 g/dL) or greater occurred in 1% of BESREMi-treated
patients. Leukopenia of grade 3 (WBC counts <2,000 — 1,000/mm?) or greater occurred in 2% of BESREMi-treated
patients. Infection occurred in 48% of BESREMI treated patients, while serious infections occurred in 8% of
BESREMIi treated patients. Monitor complete blood counts at baseline, during titration and every 3-6 months during
the maintenance phase. Monitor patients for signs and symptoms of infection or bleeding.

5.5  Hypersensitivity Reactions

Hypersensitivity reactions have occurred in patients receiving interferon alfa products, including BESREMI.
BESREMIi is contraindicated in patients with hypersensitivity reactions to interferon products or any of the inactive
ingredients in BESREMI [see Contraindications (4)]. Toxicities may include serious, acute hypersensitivity reactions
(e.g., urticaria, angioedema, bronchoconstriction, anaphylaxis). If such reactions occur, discontinue BESREMi and
institute appropriate medical therapy immediately. Transient rashes may not necessitate interruption of treatment.

5.6 Pancreatitis

Pancreatitis has occurred in patients receiving interferon alfa products, including BESREMi. Pancreatitis was
reported in 2.2% of patients receiving BESREMi. Symptoms may include nausea, vomiting, upper abdominal pain,
bloating, and fever. Patients may experience elevated lipase, amylase, white blood cell count, or altered
renal/hepatic function. Interrupt BESREMIi treatment in patients with possible pancreatitis and evaluate promptly.
Consider discontinuation of BESREMIi in patients with confirmed pancreatitis.

5.7 Colitis

Fatal and serious ulcerative or hemorrhagic/ischemic colitis have occurred in patients receiving interferon alfa
products, some cases occurring as early as 12 weeks after start of treatment. Symptoms may include abdominal pain,
bloody diarrhea, and fever. Discontinue BESREMIi in patients who develop these signs or symptoms. Colitis may
resolve within 1 to 3 weeks of stopping treatment.

5.8 Pulmonary Toxicity
Pulmonary toxicity has occurred in patients receiving interferon alfa products, including BESREMi. Pulmonary
toxicity may manifest as dyspnea, pulmonary infiltrates, pneumonia, bronchiolitis obliterans, interstitial

pneumonitis, pulmonary hypertension, and sarcoidosis. Some events have resulted in respiratory failure or death.
Discontinue BESREMI in patients who develop pulmonary infiltrates or pulmonary function impairment.

5.9  Ophthalmologic Toxicity

Ophthalmologic toxicity has occurred in patients receiving interferon alfa products, including BESREMi. These
toxicities may include severe eye disorders such as retinopathy, retinal hemorrhage, retinal exudates, retinal
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detachment and retinal artery or vein occlusion which may result in blindness. During BESREMi therapy, 23% of
patients were identified with an eye disorder. Eyes disorders >5% included cataract (6%) and dry eye (5%). Advise
patients to have eye examinations before and during BESREMi therapy, specifically in those patients with a
retinopathy-associated disease such as diabetes mellitus or hypertension. Evaluate eye symptoms promptly.
Discontinue BESREMI in patients who develop new or worsening eye disorders.

5.10 Hyperlipidemia

Hyperlipidemia has occurred in patients treated with interferon alfa products, including BESREMI. Hyperlipidemia,
hypertriglyceridemia, or dyslipidemia occurred in 3% of patients receiving BESREMI. Elevated triglycerides may
result in pancreatitis [see Warnings and Precautions (5.6)]. Monitor serum triglycerides before BESREMi treatment
and intermittently during therapy and manage when elevated. Consider discontinuation of BESREMIi in patients with
persistently, markedly elevated triglycerides.

5.11 Hepatotoxicity

Hepatotoxicity has occurred in patients receiving interferon alfa products, including BESREMIi. These toxicities may
include increases in serum ALT, AST, GGT and bilirubin. BESREMIi is contraindicated in patients with moderate
(Child-Pugh B) or severe (Child-Pugh C) hepatic impairment [see Contraindications (4)].

Increases in serum ALT >3 times the upper limit of normal (ULN), AST >3 times the ULN, GGT >3 times the ULN,
and bilirubin >2 times the ULN have been observed in patients treated with BESREM.

In the clinical development program of BESREMI, 36 patients (20%) experienced liver enzyme elevations, 33 of
whom had elevations of 1.25-5x ULN. Patients were able to resume BESREMIi upon resolution of liver enzyme
elevations. Liver enzyme elevations have also been reported in patients after long-term BESREMI therapy.

Monitor liver enzymes and hepatic function at baseline and during BESREMIi treatment. Reduce BESREMIi dosage
by 50 mcg for increased AST/ALT/GGT then monitor AST/ALT/GGT weekly until the values return to baseline or
grade 1 (ALT and AST < 3 x ULN if baseline was normal; 1.5 - 3 x baseline if baseline was abnormal, and GGT <
2.5 x ULN if baseline was normal; 2 - 2.5 x baseline if baseline was abnormal) [see Dosage and Administration (2.3)].
If toxicity does not improve, continue decreasing the BESREMi dose at biweekly intervals until recovery to grade 1.
Hold if AST/ALT/GGT > 20 x ULN and consider permanent discontinuation if increased liver enzyme levels persist
after four dose-reductions. Discontinue BESREMI in patients who develop evidence of hepatic decompensation
(characterized by jaundice, ascites, hepatic encephalopathy, hepatorenal syndrome or variceal hemorrhage) during
treatment [see Use in Specific Populations (8.7)].

5.12 Renal Toxicity

Renal toxicity has occurred in patients receiving interferon alfa products, including BESREMi. During BESREMi
therapy, <1% of patients were reported to develop renal impairment and <1% of patients were reported to have toxic
nephropathy. Monitor serum creatinine at baseline and during therapy. Avoid use of BESREMIi in patients with eGFR
<30 mL/min. Discontinue BESREMIi if severe renal impairment develops during treatment [see Use in Specific
Populations (8.6)].

5.13 Dental and Periodontal Toxicity

Dental and periodontal toxicities may occur in patients receiving interferon alfa products, including BESREMIi. These
toxicities may include dental and periodontal disorders, which may lead to loss of teeth. In addition, dry mouth could
have a damaging effect on teeth and oral mucous membranes during long-term treatment with BESREMi. Patients
should have good oral hygiene and regular dental examinations.

5.14 Dermatologic Toxicity
Dermatologic toxicity has occurred in patients receiving interferon alfa products, including BESREMi. These
toxicities have included skin rash, pruritus, alopecia, erythema, psoriasis, xeroderma, dermatitis acneiform,

hyperkeratosis, and hyperhidrosis. Consider discontinuation of BESREMi if clinically significant dermatologic
toxicity occurs.
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5.15 Driving and Operating Machinery

BESREMIi may impact the ability to drive and use machinery. Patients should not drive or use heavy machinery until
they know how BESREMI affects their abilities. Patients who experience dizziness, somnolence or hallucination
during BESREMI therapy should avoid driving or using machinery.

5.16 Embryo-Fetal Toxicity

Based on the mechanism of action, BESREMi can cause fetal harm when administered to a pregnant woman [see
Clinical Pharmacology (12.1) and Use in Specific Populations (8.1)]. Pregnancy testing is recommended in females
of reproductive potential prior to treatment with BESREMI. Advise females of reproductive potential to use an
effective method of contraception during treatment with BESREMI and for at least 8 weeks after the final dose [see

Dosage and Administration (2.1) and Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS

6.1  Clinical Trials Experience

The following clinically significant adverse reactions are described elsewhere in the labeling.

»  Depression and Suicide [see Warnings and Precautions (5.1)]

*  Endocrine Toxicity [see Warnings and Precautions (5.2)]

»  Cardiovascular Toxicity [see Warnings and Precautions (5.3)]

»  Decreased Peripheral Blood Counts [see Warnings and Precautions (5.4)]
e Hypersensitivity Reactions [see Warnings and Precautions (5.5)]

e Pancreatitis [see Warnings and Precautions (5.6)]

»  Colitis [see Warnings and Precautions (5.7)]

e Pulmonary Toxicity [see Warnings and Precautions (5.8)]

»  Ophthalmologic Toxicity [see Warnings and Precautions (5.9)]

»  Hyperlipidemia [see Warnings and Precautions (5.10)]

»  Hepatotoxicity [see Warnings and Precautions (5.11)]

» Renal Toxicity [see Warnings and Precautions (5.12)]

» Dental and Periodontal Toxicity [see Warnings and Precautions (5.13)]

» Dermatologic Toxicity [see Warnings and Precautions (5.14)]

»  Driving and Operating Machinery [see Warnings and Precautions (5.15)]
»  Embryo-Fetal Toxicity [see Warnings and Precautions (5.16)]

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 pooled safety population described in the Warnings and Precautions section reflects exposure to BESREMi as
monotherapy for the treatment of polycythemia vera dosed every two to four weeks in 178 patients in two open-label
trials [PEGINVERA, PROUD/CONTINUATION PV]. The mean age at baseline was 58.6 years (range 30-85 years),
88 (49.4%) women, 90 (50.6%) men, 177 (99%) Caucasian and 1 (1%) Asian. Among 178 patients who received
BESREMI, 80% were exposed for 12 months or longer. The mean dose of BESREMIi was 334 mcg SD + 121 during
the treatment period. In this pooled safety population, the most common adverse reactions greater than 10%, were
liver enzyme elevations (20%), leukopenia (20%), thrombocytopenia (19%), arthralgia (13%), fatigue (12%), myalgia
(11%), and influenza-like illness (11%).

The safety findings described below reflect exposure to BESREMIi as monotherapy for the treatment of polycythemia
vera in 51 patients in the PEGINVERA study [see Clinical Studies (14)]. Among the 51 patients receiving BESREMi,
71% were exposed for 12 months or longer, 63% were exposed for three years or longer, and 53% were exposed for
greater than five years.
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Serious adverse reactions were reported in 16% of patients in the PEGINVERA study. The most common serious
adverse reactions observed during the study (> 4%) included urinary tract infection (8%), transient ischemic attack
(6%) and depression (4%).

Adverse reactions requiring permanent discontinuation in >2% of patients who received BESREMi included
depression (8%) arthralgia (4%), fatigue (4%), and general physical health deterioration (4%) In the PEGINVERA
study, patients were not pre-screened for depression or anxiety disorders.

The most common adverse reactions reported in >10% of patients in the PEGINVERA study are listed in Table 2.

Table 2 Adverse Reactions in > 10% of Subjects with Polycythemia Vera in the PEGINVERA Study Over 7.5

Years.
Adverse Reactions* BESREMI
N=51

%
Influenza-like illness? 59
Arthralgia 47
Fatigue ° 47
Pruritis 45
Nasopharyngitis © 43
Musculoskeletal pain ¢ 41
Headache © 39
Diarrhea 33
Hyperhidrosis 29
Nausea 28
Upper respiratory tract infection ¢ 27
Local administration site reactions 26
Dizziness 22
Abdominal pain " 20
Depression 20
Sleep disorder ' 20
Leukopenia 18
Decreased appetite 18
Alopecia 16
Edema’ 16
Hypertension ¥ 16
Muscle spasms 16
Neutropenia 16
Rash' 16
Transaminase elevations ™ 16
Urinary tract infection 16
Thrombocytopenia 12
Vertigo 12

“Adverse Reactions defined as all treatment emergent adverse events

Grouped Term Definitions

2 Includes pyrexia, chills, and influenza-like illness.

b Includes asthenia, malaise, and fatigue.

¢ Includes pharyngitis and nasopharyngitis.

94 Includes musculoskeletal pain, back pain, pain in extremity, bone pain, flank pain, and spinal pain.
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¢ Includes headache, migraine, and head pain.

fIncludes night sweats and hyperhidrosis.

9 Includes upper respiratory tract infection, rhinitis, bronchitis, and respiratory tract infection.

" Includes abdominal pain upper, abdominal pain lower, and abdominal pain.

" Includes insomnia, sleep disorder, and abnormal dreams.

' Includes peripheral edema and generalized edema.

K Includes hypertension and hypertensive crisis.

"'Includes rash, maculopapular rash, and pruritic rash.

™ Includes transaminase increase, hepatic enzyme increase, GGT increase, AST increase, and ALT increase.

Clinically relevant adverse reactions in < 10% of patients include:
Cardiovascular System: Atrial fibrillation

6.2  Immunogenicity

As with all therapeutic proteins, there is potential for immunogenicity. 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 the incidence of antibodies in the studies described below with the incidence of antibodies in other
studies or to other interferon alfa-2b products may be misleading.

The incidence of binding antibodies to ropeginterferon alfa-2b-njft was 1.4% (2/146) and they were observed as
early as 8 weeks post-dosing. Among the patients who tested positive for binding antibodies, none developed
neutralizing antibodies.

7  DRUG INTERACTIONS

7.1  Drugs Metabolized by Cytochrome P450

Certain proinflammatory cytokines, including interferons, can suppress CYP450 enzymes resulting in increased
exposures of some CYP substrates [see Clinical Pharmacology (12.3)]. Therefore, patients on BESREMi who are
receiving concomitant drugs that are CYP450 substrates with a narrow therapeutic index should be monitored to
inform the need for dosage modification for these concomitant drugs.

7.2 Myelosuppressive Agents

Concomitant use of BESREMIi and myelosuppressive agents can produce additive myelosuppression. Avoid use and
monitor patients receiving the combination for effects of excessive myelosuppression [see Warnings and
Precautions (5.4)].

7.3 Narcotics, Hypnotics or Sedatives

Concomitant use of BESREMI and narcotics, hypnotics or sedatives can produce additive neuropsychiatric side
effects. Avoid use and monitor patients receiving the combination for effects of excessive CNS toxicity [see
Warnings and Precautions (5.1)].

8 USE IN SPECIFIC POPULATIONS

8.1  Pregnancy

Risk Summary
Available human data with BESREMI use in pregnant women are insufficient to identify a drug-associated risk of

major birth defects, miscarriage or adverse maternal or fetal outcomes. Animal studies assessing reproductive toxicity
of BESREMI have not been conducted. Based on mechanism of action and the role of interferon alfa in pregnancy
and fetal development, BESREMIi may cause fetal harm and should be assumed to have abortifacient potential when

11
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administered to a pregnant woman. There are adverse effects on maternal and fetal outcomes associated with
polycythemia vera in pregnancy (see Clinical Considerations). Advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo-Fetal Risk

Untreated polycythemia vera during pregnancy is associated with adverse maternal outcomes such as thrombosis and
hemorrhage. Adverse pregnancy outcomes associated with polycythemia vera include increased risk for miscarriage.

8.2 Lactation

There are no data on the presence of BESREMi in human or animal milk, the effects on the breastfed child, or the
effects on milk production. Because of the potential for serious adverse reactions in breastfed children from
BESREMI, advise women not to breastfeed during treatment and for 8 weeks after the final dose.

8.3  Females and Males of Reproductive Potential

BESREMIi may cause embryo-fetal harm when administered to a pregnant woman [see Use in Specific Populations

8.1)].

Pregnancy Testing

Pregnancy testing prior to BESREMI treatment is recommended for females of reproductive potential.
Contraception
Females

Advise female patients of reproductive potential to use effective contraception during treatment with BESREMi and
for at least 8 weeks after the final dose.

Infertility
Females

Based on its mechanism of action, BESREMIi can cause disruption of the menstrual cycle [see Clinical Pharmacology
(12.1)]. No animal fertility studies have been conducted with BESREM:i.

8.4  Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
8.5  Geriatric Use

Clinical studies of BESREMI did not include sufficient numbers of subjects aged 65 years and over to determine
whether they respond differently from younger subjects. Other reported clinical experience has not identified
differences in responses between the elderly and younger patients. In general, dose selection for an elderly patient
should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of decreased
hepatic, renal, or cardiac function and of concomitant disease or other therapy.

12
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8.6  Renal Impairment

No dose adjustment is necessary in patients with estimated glomerular filtration rate (¢GFR) >30 mL/min [see Clinical
Pharmacology (12.3)]. Avoid use of BESREMI in patients with eGFR <30 mL/min [see Warnings and Precautions
(5.12)].

8.7  Hepatic Impairment
BESREMIi is contraindicated in patients with hepatic impairment (Child-Pugh B or C) [see Contraindications (4)].

Increased liver enzyme levels have been observed in patients treated with BESREMi. When the increase in liver
enzyme levels is progressive and persistent, reduce the dose of BESREMI. If the increase in liver enzymes is
progressive and clinically significant despite dose-reduction, or if there is evidence of hepatic impairment (Child-Pugh
B or C), discontinue BESREMIi [see Dosage and Administration (2.2) and Warnings and Precautions (5.11)].

10 OVERDOSAGE

Overdosage of BESREMIi may result in influenza-like symptoms or other adverse reactions. There is no antidote to
BESREMIi overdosage. In case of an overdose, frequently monitor signs and symptoms for adverse reactions.

11 DESCRIPTION

Ropeginterferon alfa-2b-njft, an interferon alfa-2b, is an N-terminal monopegylated covalent conjugate of proline
interferon alfa-2b, produced in Escherichia coli cells by recombinant DNA technology, with a methoxy polyethylene
glycol (mPEG) moiety. Ropeginterferon alfa-2b-njft has an approximate molecular weight of 60 kDa and the
approximate molecular weight of the PEG portion of the molecule is 40 kDa.

BESREMI (ropeginterferon alfa-2b-njft) injection is a sterile, preservative-free, clear and colorless to slightly
yellowish solution for subcutaneous use supplied in a single dose prefilled syringe.

Each prefilled syringe delivers 1 mL of solution containing 500 mcg of ropeginterferon alfa-2b-njft and benzyl alcohol
(10 mg), glacial acetic acid (0.05 mg), polysorbate 80 (0.05 mg), sodium acetate (1.58 mg), sodium chloride (8 mg),
and Water for Injection, USP. The pH is approximately 6.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Interferon alfa belongs to the class of type | interferons, which exhibit their cellular effects in polycythemia vera in
the bone marrow by binding to a transmembrane receptor termed interferon alfa receptor (IFNAR). Binding to IFNAR
initiates a downstream signaling cascade through the activation of kinases, in particular Janus kinase 1 (JAK1) and
tyrosine kinase 2 (TYK2) and activator of transcription (STAT) proteins. Nuclear translocation of STAT proteins
controls distinct gene-expression programs and exhibits various cellular effects. The actions involved in the
therapeutic effects of interferon alfa in polycythemia vera are not fully elucidated.

12.2 Pharmacodynamics

The efficacy of ropeginterferon alfa-2b-njft is dependent on the stabilization of hematological parameters (hematocrit
<45%, platelets <400 x 10%L and leukocytes <10 x 10%L). Pharmacokinetic-pharmacodynamic analyses have
demonstrated that the reduction in the individual hematological parameters is dependent on ropeginterferon alfa-2b-
njft concentrations. Complete hematological response (CHR, defined as a patient achieving hematocrit <45% without
phlebotomy [at least 2 months since last phlebotomy], platelets <400 x 10%L and leukocytes <10 x 10%/L) increased
with increasing ropeginterferon alfa-2b-njft concentration over time. Based on the exposure-response (E-R) analyses
using data from the PEGINVERA study, the predicted probability of CHR (95% Prediction Intervals) was 22% (11%
— 34%) before treatment, 50% (38% — 62%) at week 20 (end of titration), 64% (47% — 78%) at week 52, and 70%
(55% — 88%) at week 104. The E-R analyses show that the maximum probability of CHR is reached after 2 years of
continuous treatment.

13
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12.3 Pharmacokinetics

In patients with polycythemia vera, the estimated steady state Cmax, Cmin @and area under the curve (AUC) after a two-
week dosing interval of BESREMi over a dose range of 100 mcg to 500 mcg ranged from 4.4 — 31 ng/mL, 1.4 - 12
ng/mL, and 1011 — 7809 ngxh/mL, respectively. The estimated steady state Cmax 0CCUrs between 2 to 5 days.

Absorption
The estimated geometric mean (CV%) of the absorption rate constant of BESREMi is 0.12 day™ (27%) in patients

with polycythemia vera.

Distribution
The estimated geometric mean (CV%) of apparent volume of distribution of BESREMI is 4.8 L (21%) in patients with
polycythemia vera.

Elimination

BESREMIi undergoes receptor independent degradation/excretion and receptor binding and subsequent degradation
of the drug-receptor complex. The half-life and clearance of BESREMi is approximately 7 days and 1.7-2.5 L/h in
patients with polycythemia vera over a dose range of 100 mcg to 500 mcg, respectively.

Specific Populations
No clinically significant differences in the pharmacokinetics of BESREMIi were observed based on age, sex, body
surface area, and JAK2V617F mutation.

Drug Interactions

Clinical Studies
No clinical studies evaluating the drug interaction potential of BESREMi have been conducted.

In Vitro Studies

In vitro studies indicate that BESREMi exhibited time-dependent inhibitory potential on CYP2A6. BESREMIi did not
inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2EL, and CYP3A4 in human liver
microsomes. BESREMIi is not expected to induce CYP enzymes. However, interferon may influence CYP450 through
modulating transcription factors and altering protein expression and/or structure. As this mechanism requires more
time to exert effect, it cannot be evaluated by in vitro assays.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Ropeginterferon alfa-2b-njft has not been tested for its carcinogenic potential. Neither ropeginterferon alfa-2b-njft nor
its components, interferon or methoxypolyethylene glycol, caused damage to DNA when tested in the standard battery
of mutagenesis assays. Ropeginterferon alfa-2b-njft effects on fertility have not been assessed [see Use in Specific
Populations (8.1, 8.2, 8.3)].

14 CLINICAL STUDIES

The efficacy and safety of BESREMi were evaluated in the PEGINVERA study, a prospective, multicenter, single-
arm trial of 7.5 years duration. The study included 51 adults with polycythemia vera. The mean age at baseline was
56 years (range 35-82 years) with 20 (39%) women and 31 (61%) men. All patients had the JAK2V617F mutation
with 16% of subjects being newly diagnosed; 84% had known disease with a median duration of 2.2 years. One-third
(33%) of patients were undergoing treatment with hydroxyurea (HU) upon study entry. At baseline, the mean + SD
hematocrit, platelets, and leukocytes were 45% =+ 4.0%, 457 x10%/L + 187 x10%L and 11.8 x 10%L + 5.2 x 10%L,
respectively. Median spleen size was 13.2 cm with 16 (31%) having splenomegaly (defined as a longitudinal diameter
of >12 cm for women and >13 ¢cm for men. Eleven patients (22%) had a prior history of a major cardiovascular event
including pulmonary embolism (6), stroke (2), myocardial infarction (2) and portal vein thrombosis (1).

In stage I, the maximum tolerated dose, defined as the highest administered dose without dose-limiting toxicities was
determined to be 540 mcg. In stage 11, an intra-patient dose escalation began at 150 mcg, or 100 mcg if titrating from
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hydroxyurea, or at the highest dose achieved in those patients enrolled during stage I. Titration with BESREMi
occurred every two-weeks at doses of 225 mcg, 300 mcg, 400 mcg and 450 mcg with dose escalation stopping when
hematological parameters were stabilized. For patients transitioning from hydroxyurea, the hydroxyurea dose was
tapered off over the first 12 weeks of treatment to avoid toxicity. After at least one year on therapy and at a median
time of 21.5 months, 28 eligible patients in the PEGINVERA study increased the dosing interval to once every 4
weeks. Because of formulation changes, the recommended starting dose, titration amounts, and maximum dose of
BESREMIi differ slightly from those used in the trial [see Dosage and Administration (2)].

The median duration of treatment exposure was 61 months and 53% of patients completed at least 60 months of
treatment. Thirty-six patients completed one year of treatment with eleven patients discontinuing after one year of
treatment mainly due to treatment emergent adverse events. The mean dose of BESREMi was 237 mcg ( 110) during
the treatment period.

The efficacy of BESREMi was evaluated in the PEGINVERA study by assessing complete hematological response
(CHR) defined as hematocrit <45% and no phlebotomy in the preceding 2 months, platelets <400 x 10%L and
leukocytes <10 x 10%L, normal spleen size (longitudinal diameter < 12 cm for females and < 13 cm for males) assessed
by ultrasound and absence of thromboembolic events.

The CHR in the treated population during the treatment period was 61% (31/51) (95% ClI: 46, 74). The median duration
of response was 14.3 months (95% CI: 5.5, 30.1).

Among the patients in the treated population who achieved a CHR, the median time to response was 7.8 months of
treatment with BESREM.. It required 1.2 years of treatment with BESREMIi for 50% of patients (hydroxyurea-
naive) to achieve a CHR and 1.4 years for 50% of patients with prior hydroxyurea use to achieve a CHR.

A hematological response based only on hematocrit, platelets, and leukocytes was achieved among 80% of patients
treated with BESREMI (41/51) (95% CI: 67, 90). The median duration of this response was 20.8 months (95% CI:
13.0, 43.8).

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

BESREMIi (ropeginterferon alfa-2b-njft) injection is a sterile, preservative-free, clear and colorless to slightly
yellowish solution for subcutaneous administration in a single-dose prefilled syringe. Each carton contains one
500 mcg/mL prefilled syringe with a 30 gauge, ¥ inch safety hypodermic needle (NDC 73536-500-01).

16.2 Storage and Handling

Store in a refrigerator at 36 °F to 46 °F (2 °C to 8 °C) in the original carton to protect from light.
Do not freeze.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).

Depression and Suicide

Inform patients, their caregivers, and family members that suicidal ideation and behavior, as well as new onset or
worsening depression have been reported in patients treated with BESREMi. Advise them to be aware of any unusual
changes in mood or behavior, new onset or worsening of depression, or the emergence of suicidal thoughts or behavior.
Instruct patients, caregivers, and family members to report signs or symptoms of depression to their healthcare
provider right away, but to discontinue BESREMi immediately and seek immediate medical attention if suicidal
ideation or attempts occur [see Warnings and Precautions (5.1)].

Endocrine Toxicity
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Advise patients to report any signs or symptoms of diabetes or thyroid dysfunction [see Warnings and Precautions

(5.2)].

Cardiovascular Toxicity
Advise patients to report signs or symptoms of cardiovascular toxicity to their healthcare provider [see Warnings and
Precautions (5.3)].

Decreased Peripheral Blood Counts
Advise patients to seek prompt medical attention if they experience weakness/fatigue, fever, easy bruising, or frequent
nose bleeds [see Warnings and Precautions (5.4)].

Hypersensitivity
Advise patients to seek immediate medical attention if they experience any symptoms of serious hypersensitivity

reactions [see Warnings and Precautions (5.5) and Drug Interactions (7)].

Pancreatitis
Advise patients to report signs or symptoms of pancreatitis [see Warnings and Precautions (5.6)].

Colitis
Advise patients to report signs or symptoms of colitis [see Warnings and Precautions (5.7)].

Pulmonary Toxicity
Advise patients to report signs or symptoms of pulmonary toxicity [see Warnings and Precautions (5.8)].

Ophthalmologic Toxicity
Advise patients to report visual changes and to have eye examinations before and during treatment [see Warnings and
Precautions (5.9)].

Hyperlipidemia
Advise patients that BESREMi may increase blood triglycerides and that they will need blood testing to monitor for
this toxicity [see Warnings and Precautions (5.10)].

Hepatotoxicity
Advise patients to report signs or symptoms of hepatic toxicity to their healthcare provider [see Warnings and

Precautions (5.11) and Use in Specific Populations (8.7)].

Renal Toxicity
Advise patients to report signs or symptoms of kidney disease [see Warnings and Precautions (5.12 and Use in

Specific Populations (8.6))].

Dental and Periodontal Toxicity
Advise patients to maintain good oral hygiene and to have regular dental examinations [see Warnings and Precautions
(5.13)].

Dermatologic Toxicity
Advise patients to seek medical attention if significant pruritus, alopecia, rash and/or other dermatological toxicities
occur [see Warnings and Precautions (5.14)].

Hazardous Occupations/Operating Machinery

Advise patients to refrain from engaging in operating heavy or potentially dangerous machinery until they know
how BESREMI will affect their abilities. Advise patients who experience dizziness, somnolence and hallucinations
not to drive or use heavy machinery [see Warnings and Precautions (5.15)].

16

Reference ID: 4887854



Pregnancy and Contraception
Advise women about the need to use an effective method of contraception while taking BESREMi and for at least 8
weeks after the final dose [see Use in Specific Populations (8.1, 8.3)].

Lactation
Advise women not to breastfeed during treatment and for 8 weeks after the final dose [see Use in Specific
Populations (8.2)].

Instruction on Injection Technique
Instruct patients on proper storage, preparation and administration techniques for BESREM.I. Instruct patients who are
self-administering to inject the prescribed dose of BESREMIi [see Dosage and Administration (2.4).

Manufactured by:
PharmaEssentia Corporation
2F-5 No. 3 YuanQu Street
Nangang Dist. Taipei, Taiwan
U.S. License number xxxx

Distributed by:
PharmaEssentia USA Corporation
35 Corporate Dr, Suite 325, Burlington, MA 01803, USA

© PharmaEssentia USA Corporation, 2021
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SRR, £-IZEEEFAE(L. BESREMI #32(T1-HBED 3% CHRLEL, PHEBHO LRICKYE
RELBCTEDH D EE-FRALDFEG6)INIESE], BESREMi AR KRBT ORI XA (M F+
D) EYREEEHL, ERBICEET D, MOV EURNEHEMICELCERLTWSEETIL, BESREMI O
HEEETD,

511 H=H#

BESREMI Z&L A A—J O V7 I I 78R E R ESN-EEF THEENEREBLTWS, choDEHEIZIE,
;& ALT, AST, GGT BXUVEUIE LD ERGEELHSB, FEE(Child-Pugh B)XILZEE(Child-Pugh C)DAF
HEBEREE D HAHEEIZIEZ BESREMI [ZERTHAZZWIDIESE],

BESREMI #2 5.5 Tld. MmF ALT WEEEE LR D 3 {SLLE(ULN), AST AEEELERD 3 EZLLE, GGT NE#
EERDIFLUE EVIEUHEEEERD 2 ELED EFEARREHLSNTIVS,

BESREMI MEGFRBAF TR S 5L TIE, 36 Hl(20%)IFFEER LEMNEHON., TN 55 33 HITREE LR D 1.25
~5fEQLERENEOHONT-, BE (L. FFEFE L FDH %K BESREMi B35 LM TES-, K1 BESREMI
FEBDEETH FERLANREIN TS,

R—RFAUBEH LU BESREM| HE5H (X, FFER S LUFHEEEZE=2) > 95, AST/ALT/GGT O L HFIZ
I£ BESREMI M AAE% 50meg JELT-#%. AST/ALT/GGT MR—XSAUEFEIEI L —F 1(AST/ALT A —X
FAVENEEDSHEIL ALT BXUAST NEEEER D 3 EXRFE, AST/ALT R—RXSA/UENEED HE X
1.5~3 5. GGT RA—RASAVEHAEED B EIXELEE LR D 25 f£Ri#E, GGT R—RAS/VENLULED B &I
HEMBERD 2~25 EXBICEEITHETERE=ASA) I T HRE-RHEQIHSHE]L, EENRELL LG
BlX.JL—F 1 ICEIfE9 5% T BESREMi DR E%M@E TR E LK (75, AST/ALT/GGT HNEXE LR D 20
EEBZ 5158 (1XHEL. 4 AORERLITERREDLENEHKTIESX. EANDILEZEETS, AET
ICHFREFREODIETUR(EE., BK. FFHERE. FEEEBEEHFREENEZHHETIHEXRELE
HATIL.BESREMi 2 It THFE DEFATOFERG. NSERI],

512 BEH4
BEEMIL. BESREMI &5 LAV A— AV TIL 7 78R 2R 53N - EFTHREL TV, BESREMI &k,

BED 1WRENBHEEBELREL-ERESN. EHFD 1% RENPEHRBTETHIEHRESNTz, R—RF
AVEBLCAERIIMBFIILT FZUoEEZR) D F 5, eGFR A 30mL/min KRiED HEFE A~ O BESREMI D &



AIZEIT5ZE BERICEEOBHMEREENHKIRL-15A(X.BESREM 20 L35 ENEA~ADEE
(8.6)H&],

513 EHLUVERAEN

BESREMIZE LAV A—JzAO VT LI 7HE DR EEZ T TWSEE T mEIUEBSENRIE T 574
HhHE, NoDHEHICIE. EELUVERAKELNSEN. HOBKIZOHENLAEMELNH D, SBIT,
BESREMI IZ&kAREFABFIC. OFEBEIES IUCORKEICESEREZRIZIAEELH Iz, BEFER
FEORFELEHNLTERREEZTHERETH D,

514 BEEM

BESREMIZEL A2 A—7zOV 7 I I7EFI 2R ESINE-EFIZHVT, RESHARIELTWS, chboDE
HIZIX. EEHRS. TOFEE. REAE. M. 528, LRE. SEHKKREL. AEEHEE. STELRENH S, B
RMICERGRESENELI-HE (X, BESREMID It EEE T3,

5.15 E¥x- M

BESREMI (&, #M D EE P HREN [CHEEEXRIZT RN H D, BHE L. BESREMI B ZDEEAIZED £S5
IZHETEINEMBETIE, EHEFEEL-YFERALEYLTIXLTA LY, BESREMI BEFIZEEMEHE L, 18
REIFLNELFREBRISIEE L. BEBEDEGLOEMDOERERITHI L,

516 H-BRIREM

EFR#FEREEA D& BESREMI (FIERICHR ELIZIGE. RRICEEZRIZTAIGEMNHLMERKREE02.1)
RUOBEERICHSITHFERG.1)INESRE], 1TIRE AL, BESREMI [Z&DABEDRIZ. £EDEREED H S
THETHREINS, £FERTRELMEIC(X. BESREMi ICKBABRHM PR URKES®DEESL 8 AMIE. B
HRLEEAWDAESBMET AL (AZ-AEQNRUHEEA~NDKRE@B.1, 8.3)53HE],

6 EIEA
6.1 mBmREKHROER
LTORMERIOVTIRERAXEDR DERMTERESN TS,

SOmEBRIMELE-FRALDOEEG1)ISE]

A bEEMEE-FRLEDTEG.2)ISHE]
DmESEZE-FHLEDTEGS)ISE]
FEMERFOFVMEEIRVIERLDEEGAIDIESE]
BERIGEERUEALOFEG.5)SHE]
fERMEL-FRLEOXEG6)SHE]

KGR EE-FRLEDEEGT)ISHE]

st Z2E I RUTMEALDEEG.8) I DIESHE]
BEMHMZE I RUMEALDEEG.9)INDESE]

Ehs MmN Z4 - FHAEOFEG.10) | DESE]

Ml ZE RUOMEALDZEG11)IDESHE]
Bl Z2& RUTMERLOZEG12) I DESE]
HELVEBEHZE 8LV IMERALDEEIG.13)SHE]
EEESHIZE I RUTERLDTEG14)DESE]
BERMEEEBZEERVOER LOEEG15)SHE]
E-RREHTIESIRUVUMERLOEE(.16) | DIESHE]



RARSBRIIEODTEHRLEFH T TEREIN DD, HIEEGOBRABRTROON-EIERAREREZHI
DEEMDERABRTORBRLIEELRTHILLETEY . RRICROON-HBREERBML TV LVATHE
L H5,

ZEBIUVFERALOFEOHICEHIA TSR HEERIE. 2 H D SR EHER[PEGINVERA
PROUD/CONTINUATION PVIDEE 178 HIZRIZ 2~4 BRCEICHELE-EMZ MEDABED-HDE
HFl#E%ELTD BESREMi ~DBZEFRMLTULNS, R—ASAVEDOTHEEIL 58.6 ME(B0~85 %), &tk 88
51(49.4%), B14% 90 51(50.6%), H.A 177 51(99%), 77 A 1 5l(1%) Tdp>f=, BESREMI #Z(T1- 178 AD EED
55, 80%M 12 WA LI EDBZEEZ 11, ;AR HAR D O BESREMi D F 1% 58 (% 334mcg SD =121 THol=,
COEEHHEERICENT. 10%EBA ST HBIERIE. FFEESR L F20%). B Bk A (20%), M/ #r 5 4
(19%). BAEIE(13%). FEH(12%). FRE(11%), 12 TILIUFHEEBEA1%)THo1=,

LTFIC#REE 2RI, PEGINVERA HERD 51 FICHEITAEMZ MEDAREBED-OHDERIEEELTD
BESREMi ~DIREZEEXR ML TUL\S [BE REi#E(14)5 8], BESREMI 22 (1151 ADEBEDSL. 71%Hh 12 A LKL
. 63%A 3 ELLLE 53%M 5 FELLEBREINTULV =,

PEGINVERA FHERTIX, 16%DEETEELREEALRESN =, ABRERFICROoN-FLEELREEH
O 4%)I1E. FREEERZ(8%), —BMEE MFE/EGRE LV DK@ TH o=,

BESREMI %32 (11-£3& D 2% B TxXEMLHIEZNEL T HENERIL. 5 DFREWEETREG%). ®FHUE% . LU
2B DEEREEEA%) TH->-, PEGINVERA HETIX. EF IS DFFEIFREZEDEHEFIRI) —=25
2T TWEh T,

PEGINVERA FHEE CTREE D 10% L LICHREIN-EHEERAD—EFXK 2 [T,

%+ 2 7.5 F(ZhH1-% PEGINVERA HER TEM 2 MAEDHMERE D 10%B TR HLNT-EIEH

21 V€ Fa* BESREMi
N=51

%

Ao IoTHER: 59
KT 47
Fatigue ° 47
TOFERE 45
s IFEE 2 ° 43
mERE 41
CEP R 39
T 33
ZAIET 29
EiD 28
EFRERFE: 27
EREAE: L0 26
FEEOHERN 22
EE 20
SOR 20
FEAR[EE 20
B M Bk D E 18
BAROR 18
R EIE 16
FES 16

10



S MmEX 16
| R e 16
S AR EBKGRCDIE 16
3 16
FURT7EF—EEET 16
K IR % 2 16
/MR E 12
BEEREXSEIN 12
RRART BRI OB BER L BN 5 ORIFR

JIL—Lshi-RENEE

CHH EBE AVIILIVEHREEEZST,

“ENE. BER. BEREED,

“IHBE X ERIRBRES D,

‘TERE. iR, HikE. BE. AIIREE. EHENEEND,
*BEfE. FEEJR. BBRGEN HS,

FERFBLUETFEED,

tFRERE. 2L [EIR. RERLEEEST,

"R, LIEERE. TIREE. BREEE .

'R, BREE. ERLGEGELHD,
IRKEMERERLUEEHREZS T,
"ENESLUEMES)—EEES T,

'®E . REBRKES. BLUZTIEREBHAEEN S,
mNSURTIF—HELER FEEZELR.GGT LR ASTER.ALT LR ZET,

10%KiEDBE TROON-FHRMICEZLFMERICIILUT D LONHS:
D ERDEHEE

6.2 RERM

FTRTOBRBRAIVNVELRKIC. REREDOAREELH D MAEEBEOBREB L. TyE1DRE S LU
BEEICKEEKFETD, SoI2. HARBRTEHERINRA(PHNRAZEO)BHEORKE R, HEBEAHE. HH
DOHEYEL., HEHRBRO2I3T HRE EREELE KON DREFICEEINIARELADHD. Chbd
DEBAMIS, UTICREHTIRBRICETI2HRERRE, thOHBRIZE T2 REEREXIhoORT 104
—2JxOVTFIILIT7-2b BEIED LLE T, SRR FABATREE AV B

ORGAA—D IOV T IL I 7-2b 12 T RESHAED BB RIL 1.4%2/146)ThHY . IhoFZ 5% 8 BELS
BHICHEINT -, EERALEETH BB DS, DM EERRL-EF (I VAN o1,

7 MHEEHR

7.1  FrHOL P4S0 [E-oTREIESh D EY

AA—TIAVEECHEEDRIEFTREMEY M hAU X, —E D CYP REDBREEEMELI-5F CYP450 B
FHEHITAIENTEB[EEREIR(12.3) S B, LEM> T BBRZR MO CYP450 B THIEFI 6 A

LTUL\% BESREMi B 5HDEEFICOVTIE. CNODHRAEOHEEEDDHEMEEEZ 5-HICE=421 Y
FEBETRETHD.

11



7.2 EEEIMFIE

BESREMi L EHEHIHIZEDGHA (XA MMLE EREIIHIEE LS55, AR ST OEREFICIZ. BEQ BHEHIH (ZX
EEFRT. BRIHILELE-FRLOFEGAHIDESE],

7.3 FREE. BEARZE T SEAREE

BESREMi LRFiE, BIRZEF-IIEHELOMHAIL. MG HEREREPNEERZECSU8UENH D, 6
AfREZZHTWSEEICIEZ. BEOTRHAREEOEZEICTOVWTHEAZE T, iRTHLMEELE-FRE
DEEG)INESE],

8 RBEOEMEICHITHHER
8.1 IR

YROIDEH

1F4Z~D BESREMi FRICET DA FARELGEID T —RIE. EXGEXREE., REF-(IBAFLETBRED
FELGGROEYEE)RVZRIET HICIER T+ ThHh D, BESREMi DEESHETM ISR (XEE
SNTVWEW, FRABFESSUEIRES SUBEREZICE T MV 2—JIAVTIILI7DREZE DOEF,
BESREMI (FIRIRDEEMZSISE I aEEA HY . ERICIREL-EE. REDOTRMELH I ERE TARE
THd. BIRPFOEMZMEGRKMNEREZSR)ICHEIBARBIUVREDERICHISEETERANH 5. HiF
IZBRRISHTHEBEMIRIERE T 5,

BRERICBITAIERGEEREESSURENHETRYRVIETHATHD, TRXTOEIRICIE. EXEE.
Bk FETOMDEELGROERIRILAHD, KED —REFATIE. EXGAEREESLIVREDH
FEEYRIE. FNF 2~4%B KU 15~20%TH 5,

FRREIE
FEICBEL-BEELLL EILE-FEIEIR O

PEYRAICKRIABDEMR S MIE (L. MARELHIGEDBEGERET IMILERELTLS, EMS MfE 12
BYHHETIRERICIE. REDIRAVEBINEENSD,

82 &%

EFERIEMDEAH O BESREMi OFE. BHEEAIMNE~ADZE ILAEE~OELEICETLT—4
[37%50), BESREMI OB ELRBR TIXEELRMEAD I LNH 1=, BERPEIUVERIES5E 8 B
FLLGWESICKEICBIE T b,

83 MHUTEHOLHELBEX

BESREMI (%, SEIRITIR G L5 & . - IRIR IR EER ET AREELH S HEEF~DRE56.1)SHE],
HiRRE

A FERIREAR M IZ(E . BESREMI JAERAT DI IRIGEN H RS LD,

EHE

Vi3

ATERTRER R BB ISR L T, BESREMI 2L HBF P R U BRIFE &R D0<ES 8 BRI HERGEITZZ AL
H&OBETHIEL,

12



ZTDEREEMNS, BESREMI (FAREHOENES ISR CTAIEELHAMEEREEN21)IDIESE],
BESREMi ZALV-E1Y ZRRBE BRI ERSI N TLVELY,

8.4 IMNRE~ADERE
INRE (ST HRREMER VA (XL LTV,
85 miEE~OHRE

BESREMI DGR TIX, BWVEERELELGARICETR TN ESINERETHI-MHIZ 65 Kl L DHER HHMN
FTRICEENTWNVEI oz MESNTWIMMDEEKRBRERTIE. S BELEFEELOMORE D E (TR
SNTULVEL, —fRIC. SR BFICHIHIHEBRITEEICTOINETHY. BE. FFHEEE. BHEE. T30
HEEDETOHEELNSL. HHREECMDABEZIDHEENE N LEERMLT. REHEOTRAGHIE T 5,

8.6 BESE

HEHRIKIKEBE(eGFR)AY 30mL/min LLEDEHETIX, BESREMi D AZEFAFH I T ETH D[RR EE12.3)D
IS 08], eGFR A% 30mL/min KD EBEAD BESREMi OFERAIZRITA L[ EL-FHRLEDFEGA12) I DIE
S,

8.7 HHaEESR
%285 . BESREMI (XFFH#EEFEZE (Child-Pugh B XX C)DHAIEFIZIIZRESNTWBZZUWIDOESE],

BESREMi [Z&kBAEEZ (T-EETEH. FEREOLEENBRINA TS, FEREDLEENETHE TR
HDI5EIL. BESREMI DR EEFFHOITRETHD, HELTLIHFBROLENETL. BERMICHELED
BE . XIXFF#EEPEZE(Child-Pugh B XX CODRTRMNESHONT-IHEIZIL. BESREM] #h1t3 524 .-
AE2QORUVEL-FRALDOIEG11)DESE],

10 BEEE

BESREMI DBEHRG(CKY., /T I UFHREREDRIERLAHOON DB ETNNHS, BESREMI B EIX 5
I BBERIEHL, BERS DHE (L, BIER WEREFHEE ICHRL. BMERAN T VLHIEZRTBHL,

11 &R

ORGAA—T IOV T )L T 7-2b-njft, A B—T AT ILIT7-2b (&, ALFIAR)TFL2H)a—I)L(MPEG)
HoEE T 5HHZ DNA BffCKYKGEME CEESNS IO A2 —DJAVT7 LT 7-2b D N KiGE
IRGIEEERERTHD, ARG A2 —J1OVF LT 7-2b D FE(F# 60kDa THD. 2 FD PEG £ H
DEHEEZFDHF=IL 40kDa TH D,

BESREMIARA LA —JxAVT LI 7-2b-njft) it & I& . EEZREDTLIAILELY LD THBESN D EH.
MBiERESELZD. EREH~DLIMNIBERBEEV-RTHRDOBRETH S,

FNFNRDOTLIAILEL) UDIZIE 500 R4 05 SLOARAVA—D OV T LI 7-2b—njft ERVT LT IL
3—J)L(10mg). 5KEFEE(0.05mg)., 7R1JVILARA—k 80(0.05mg). BFEEF M)y L(1.58me). HElbF ) D LBOMe)E &
WESTRKUSP)ZE LR &R ImL BNEESIND, pH [TB LZF 6 TH 5,

13



12 BREKEHE
12.1 {EF#E

AB3—0zOVF LI 7IX T BALA2—D1zO0VDHISRIZEBL, /08— xOV T IILI7Z BIRIFNAR) E (XN
HEERNZBRRICEESTAEICKY MBI EEZTR T IFNAR (ST 5E, F+—H. (2 Janus ¥+ —+
1UJAKNDEFAL X F—HE 20YKDE LUV T F IV EREEEZ LR F(STANZU NN VBED FHIEEZNLT
THROVITFIVEENARr—KABAtE SN 5, STAT AV NNIB DB ITIX. BLEEEFRR IO SLEH
L. BRGHENEER T, ENSMEICSITE2M02—JzO 7 L I7OARBRDRICEETAEATTES
[ZIXFRBAS N TLVELY,

122 EHhZF

ARTAA—TzAVTILI7-2b O BMMHEIL. MBRFH/INTA—R(NT L)y DAY 45% K, M/ R A
400 x 10°/L R, BMEBRAY 10 x10°/L RiEDEEALITIKET S, EMEIRE-ZEHZHEFTIZKY. B4 OMm%E
ZHNTGA—EDETIE, ARG AU EA—DTAVTILIT7-2b BEIKBETIENRIASNATINS, MR FH
SELEMCHR, BMAZLTATRIY A 4545 RE[HEREBELNSDGELED 2 nAIICEL, M/MREH
400 X 10%/L RiHT, BMEREA 10X 10%/L RFEDEEHEER)L. ARG A2 —TJIAVTIL I 7-2b EE DR
BraO7E E R ITE->THEML Tz, PEGINVERA SREE D T—4 A LV -BE-RIS(E-REHIZE <&, CHR O F Al
TE3(95% Prediction Intervals)(d, JAMEBIT 22%(11%-34%), 20 BB (HER TH)T 50%(38%-62%), 52 BAET
64%(47%-78%). 104 BB T 70%(55%-88%) TdHof=. E-R 2 # (L. CHR DR KFEEMN 2 R D ES A EEK (CEIZE
THIEETRT,

123 EYEIRE

BEMZMASRFICHLVT, 100 £~500 £ O BESREMI BEHR SEHBE D 2 BRKREHREEOTE EIKEDH#E
Cmax, Cmin B AUC IE, #FNFN 4.4~31ng/mL, 1.4~12ng/mL BT 1011~7809ngXh/mL DEFE TH5,
EEIREDHTE Cmax [ 2~5 HOBIZEL 5,

B
AF| ORMGERE E B O EA T HE(EB R AL EMS MAETIX0.12 BREIQTWEHEESN TS,

Vo xiil
B4 ZMAEEEICHITS BESREMI O BHIITD 5D HETE DOHETE % H{EZE SR (X 4.8L21%)TH D,

HE

BESREMi (&, RBRIEKEFNLL B/ HMELIUVZEREEL. TNITHCEM-ZBEREEROL BEZIT
%, BESREMi DEFEAB L UVH) T SR (&, 100meg~500meg DHAEEGHEICH=2EMZMEEEFICHS T,
FhENF 7 BELU 1.7~25L/h THS,

BEDER
FEh. MRl ARERE. JAK2.V617TFSa—T—2aVIZH D BESREMIDEEZ F MEKRMICEELREEEXR
SNE M1,

EYHEER
B e
BESREMi M E¥BE E A D w8k 14 2 51f1 975 B R BRIETEESN TLVELY,

In vitro 5%

In vitro FXB& (. BESREMI A% CYP2A6 IZxtL CHFEMK F A FREZRLI-CEZ R T, ERFIVOV—LIZEL
T. BESREMi [& CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1 KU CYP3A4 ZfHEL %
M ofz, BESREMi |£ CYP BERZFE LG EFEIhE, LHL. 1074—7zAVIE BEERFZFHAEL. B

14



BREBIV/E-IIRELTLIEETEENLT. CYPA50 ITHELZRIFTAEEMENH D, COAN=X LIE
RERIEBEBTLH-OICEYZLDERBZVLEETL=60., in vitro 7Yy EATIXEHETEALLY,

13 EERESEHE
13.1 RHRA. ZERTEFTR. £TEREOESE

ARG A A—T AT )L I 7-2b-njft [CDWTIX, EHNADTTREEERIEL TULVEL, 1ZEMNH —ED ERE
BEERABRTEH. ORTAUE2—DzAV T IL T 7-2b-njft L. FOFENTHAAE—TJzOVEARTS RYT F
Lo41)a—ILd, DNA [TIEIEZESIEFRISHEN oz, ARG A2 —TJ AT LT 7-2b-njft DFREIZF T 5%
E(FTBEINTUOEL, BETEDERICH T5H#FHEB.1,. 8.2, 8.)FSED L],

14 BEERAEE

BESREMi OAMMESLULR £HIL. 75 FOEB O TORRITF 4T L RE — R ERTh S PEGINVERA
ERCEMEic Iz, ABARIE. EMLZIEDRK A 51 flERIR ELTz, R—X T/ D FHE#G L 56 (8 35
~82 i%)T., XL 20 $1(39%), Bl 31 Hl(61%)THof=. EEEIZ JAK2VE1TF DIa—T—1avhHBY . #
I ESNTI=BED 16% THof=, 84%(%. 2.2 FDF B GEHR ZF DB DEETH o=, BED 1/3(33%)
(X, HEBREFBHCEFOXS L THUIZKDABEEZ(T TV, RERFBBOATNYYy L, /MR, B MmEk
DFEHE+IEEREIL. FRFN45%+4.0%, 457 x10 ¥/L+187x10°%/L, 11.8X10%/L+52x10°%/L THot=,
gD KESO D RIEE 13.2cm T, 16 HI(G1%)IRIE(Z M TIEHMERE 12cm B, BHETIX 13cm BEE &F)M R
HBHL, 11 FI22%) (ZFHZEFAE6 H1). BiZER2 H). DEAEZEQ F)FH K UMIRMREN FEEDFERZ D ME
ARV DEERENH o1=,

1EiTIE. AERRSEEZELEVVREREELERINIRAME(L 540meg LIRESNT=, N EATIE. EFDO
FURENODEE, T | HICERIN-BETERIN RS HAET. EENA=HEZE 150mce. £1=
[ 100mcg A SEIIALT=, BESREMI IZLA 18 (d. 225mcg. 300mcg. 400mecg KU 450meg DFHET 2 BEEIC
EITERL, MBRZNSA—INREL R CREHE 2T L. EFOX O RENSBITLEZEEFICTON
TlX., EMEETD1-6. AERE NS 12 BN TTEFOXFREDAEZH B LT, PEGINVERA H ER D &
WEBEE 28 HITIL., AEMEIS 1 FULZEBL, PREICLT 215 sARBLIBRAT. BE5MREE 4 BRI
1 EICERLf, MAEEDT-&6. BESREMi DEFRILAE. EE. RAAEEHBRTHVLOK-AELD
THZELGBHE A3 E],

BEESHEODRIEIL 61 ABTHY . 53%DEEMN 0 HALULEDABREEZRETL. 36 BOEEN 1 ERFD
BEEFTETL. I BOEENABRTOEEEZZILREREELT | EHOABKREICHIELE, ARHBEGFD
BESREMi D EH¥HEE(F 237meg (£110)TdHo1=,

PEGINVERA i#E& T(&. BESREMI DA EZE. ARV RDA 45%KGE T, ZNLUFTD 2 hABIZEN #1ThHh %
Mol=-EEEEEL-MRFMSTTE EZS(CHR), M/MrE=400x10°%/L A DEMEKE=10x10°/L, BE KR
FIZKYSHEL-EHEBEORESHEHZE LM 12cm. Bl 13cm LTF)ZE T A &I KYSHE L=,

BREHEPDRE5ERIZHTS CHR (X 61%(31/51)TH>1=(95% CL 46, 74), EXHEAM O D REIL 14.3 HA
(95% CI: 5.5, 30.1)T&H 1=,

CHR ZERLI-ABRERDEAETIE. ENETOHB OPREIL BESREMI IZXZEBED 78 hATH 1=,
CHR ZEMTA=OIZIF. EFHD 500 ERFOFTHL T FHA4—)IHLT 1.2 £/ D BESREMI (2L 58 BN
ETHY. LETNZEROFS HL72FERAL TV =EED 50%(ZxfLT 1.4 £/) BESREMI IZ&EBBBENANET
Hot=,

BESREMi TARELI=EZ®D 80%41/51)T, ATk, /MR, BMERD AIZE IKXMBRZHMEDNE LN
7-(95% CI: 67, 90), COEMNHEAB O P R(E(IL 20.8 HA(95% CIL 13.0, 43.8)THo1=,



16 ##G/ RESSUMELFZE
16.1 f#t#HE

BESREMI(ARYS A2 —Jx O 7 LI 7-2b—nift)l&, BEEIZ S TL IR OO HEAITHY . R TREAD
EBE.BE. BEEH~OIDEREFTULERITHS. 1 HFIZ.I0OF—D 12 /O FOREEREFE K
TE5H8H(NDC 73536-500-01)% (i % 1= 500mcg/mL TLIAILRI YO 1 KA-TLVS,

16.2 REBLIUVEIEKN

ENL., ABEIZ 36 ~46F (2°C~8°C) T NFEIZRET 5.

HEoEEBNIE,

17 BEHAIVRILTEH

FDANRBEL-BERRTREA AR IS IVMERLDEE NEFHROISEEICHET S,

S5OKREBERK:

BESREMI MAEEZIT-EEICEVWT, BREELERTHDEN. SOFOFRRBEETITBILAHRES
NTWEIEZE, BE. TONEE. REICHMSES, RN PITHOEELER. SDOBDH-LRIEL EL.
BEREZOCEHRTHOERBIZR INKEISMET 5. BE. NEERURKICHL, 3 DFED BIE XL E K & &

PHCERRBREBICRETIL5BEEITIN. BESEXNZIBERLRAHOOONE-HEEICIE. EBIC
BESREMIZHhitL. ELICEEMEFZ 2T ALIBETLILMZERVER LOFEG.1)IDIESHE],

AR bEN
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS
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1.7 RERDA—ER
Ropeginterferon alfa-2b

Ropeginterferon alfa-2b
RALVEIRTFE250 ug>)oo
RALVEIETES00 ugr) oo

%18 HEFEEFITEIERR CRMAXEICET 5158

1.7 ARG —ER

TJ7—RIVvEOOT7 oINS



1.7 RERDA—ER
Ropeginterferon alfa-2b

EPA

1.7 R T ] 2T 1 BB 2 et e ettt e e e e e e e et et et e e e e et et et et et e e e e enras



1.7 RERDA—ER
Ropeginterferon alfa-2b

1.7 RAERMZ—ER
KFE L OKA O RFERZ G HOWTE 1.7-1 157,



Ropeginterferon alfa-2b

1.7 RER®

m—ER

x 1711 RAERM&—ER

s NRAVIEFE220pg vV Y ¥ % 71 EHE 5 mg T7VYHTEIL05mg
NALVIFFESOpg v Y ¥ % 71 EHE 10 mg

— 4 QRS E =Ty TATr- | ARV VF=T Y UERE TFILY R
2b GEAI5FHAH2)

Stt4 Ty =TT Uy N RN T 4 A Ty —~< RSt TIVARV e =AY —X AT AT

At

At

PR EESIES

B AE (EARIARE A B 15y
UL 42 AR B)

BAES E (BEARIARE A R 15

XTI L 22 B IR D)

TV B E e,
AR REME ifiL /MR L,
HMEZ e

WA SCEUOE B

2021 £ 1 AET (B8 1 hR)

2021 47 HkET (58 15 bR




goooobbbogooooobobuoggooad mm”l““mw

Bl 1 iR R AT

AR - 34

EMEEE
YXZ2XxF—€ (JAK) FEEHA
WXV YF=JY L EgiESE

SJv7IE & 5me

BARERAIEES
874291
Smg 10mg
HERES | 22600AMX00759000 | 22900AMX00507000
BR5eRtA 201449 H 2017451

Zv7IE 10w

JAKAVI® Tablets

LI NIrE |78 i
(B - EMSEOW LI LV EHT LI L)

> NOVARTIS

1. BE

1.1 FEIDHRE L, BRABICTOWNICTE I EERFICH
WT., EMBEHESOREICH L THa A - &5
EREOERNDS ET. FEOBREPEY) EHI S BE
BlHCOWTDAFEET D&, £, AERBIIRICEILSL.
BEXEIZORECHEMIMROEREEZ TS ICHBAL.
FAEzHEHroREZEIIETD &,

1.2 XEOHE(CLKY) . HER. RIMESEOEE KR BREE
PREL. RELE-LEFIBEShTVBIED
5. T9EBEEITI B ERPEODRIEISEET D&,
[8.2. 9.1.1-9.1.3, 11.1.28H8]

2. #3

B2 (ROBFICEIBELREVWI L)
2.1 BHIOB T2 USBUE DO BEERE O & 5 B

2.2 WHESUIHIR L C W A RO & 5 ik [9.55 /]

3. fHR - MR
3.1 #mk
W5t %4 ¥ x 7 E§Ebmg ¥ ¥ ¥ ¥$£10mg

TRV X V) F =7 VE|EgERFVX V) F=7) Vg
BRI - &5 |Hi6.60mg OV v Y F=7|Hl13.2mg V¥V ) F=7
L L C5mg) & L C10mg)

FUBE, bva—X, FrFy s a— VS YT A,
viroxysaeitbira—2, KY Ry, ks A B,
ATT ) VBRI AT T A

3.2 EHAEN DMK

TRIIA

Wise 4 T % 7 C$bmg [~ v % €3i10mg

o - FE | HfoFEiE

#Hla—F [NVR L5 NVR L10

ik ‘m’ q;’ii:iqﬂb L0 )=
& (mm) |7.5 9.3

JZ& (mm) [3.6 4.5

& (g ]0.16 0.32
4. HEEXIIHE

OB REIRHEE

OEMSIME BIFEESDRPTIRETEL LIHEICIR
3)

5. REER IR RICEET 5 E

(B BEIEHERE)

51 BHED) A7 53, BIKOKE SEFEIZoWT, [17. 5K
] OHOWNFEZBIML . REOH R VZEME % 455
fifg L7z B¢, IR EBE OERTITH T L,

5.2 JRHELHER MM A 2 4TV B RERHEE & I S - B
52 &,

(B4 % MmAE)

5.3 b FOF T H /N3 NIZK 2@ iGEEZ 7o Ch 0%
BRPBOSN WSS, Lide FaF TN Ficks
EHEDAGE Y &I SN DG EICAFOF G 2 EETH L,

R R

5.4 FRRFEISHAAN S NIZEFEOPIE DR & SFEIZOV
T (7. WK OHOWEZHH L. AFOFEIER
LEMWE TR L7 LT #ISEEOB#IREIT) 2 &,

6. AERUVAE

(B REIRIEE)

WE L BAIEARK A TH2M, 12042 B2 12880355
5o MEIE. V¥V Y F=7 L LT1HE5mg~25mgD i &
L. BEOREIZ L) #EMEKT 5,

(4% MmfE)

HHL NIV FE Y Y F =78 LCLE10mg % BAGH&E &
L. 1H2E, 12452 B2 O%5-3 5, BEOIREIC
XV EENES 52, 1A25mgl H2 2B 2 v &,

7. BEBERUVAEICEEYT EE

(ZhEEH@)

7.1 fOPTEERESEH & OFHHICOWT, AR et
TN L T v,

7.2 TOGRENEDLNT, MRS HEERE L HIWTTX
AE1%. 1RO = %5mgd D2-M L O MEE H1F T
WETLIENTE L, 72720, KA OWMFE G-, 48/
IHWELZ2WnWT &,

(B BEARHEAE)

7.3 RFNOFGFBIZH 72 - Tid, MMEEICE S ERkEES
ZICEHESRET LI L,
/MR

203 /mm°# 1[H20mg1 H 2[a]

105 /mm?LL 12077 /mm3 LI 118]15mg1 H 2|0

W) VRS 5/ mmP Bl 1073/ mm’ Al 0 SR 5 AR O

TR O N TV B 720, [17. MRS OHONEZ ML, &
A DAY R U5 et %+ 3R L7 EC L RAOBR G O &
BG4 2 & M/MRES T /mmiLl E1077 /mmP A o 4
WS- RE & I A 854, 1lbmg% 1H 205 5% 5 % BiaG 5 %
LB, BIgETHITY, AFEFROBHICTHTERT S S
Eo IM/IMREES T/ mmP Al O BE T 5513 5 2 &,

7.4 BRI OPGHIIM MDA L7726, TERESE TR
wIUIRIEEAEET L2 L B, VISR | O Kl
PLECIHAE L7236 121&, 1Rl5mg% 1 H 2[00 20 5 $25- % 715
T& b, 1272, BEOREZ LD EEICHEL, £EFHLR
DOFBFN A MEETH T &,

B e i

VIV Tomg | ;(I)Em%gt‘b ?gij imf)ii —
gﬁgﬂgiﬁ 20mg EERL
Zo%jir/nl?nr?%{% 10mg | 10mg | 10mg SEF A L
gi?ﬁ?ﬁ%ﬁﬁ 5mg | 5mg | BSmg | Smg |ZWEAL
55 /mm* Al e

7.5 ARF OFG- TR ERE D500/ mmP A 1A L 72 A
WIIREST 2 2 Lo b, HhEREARERT O EH Ll B
MR L 72361213, 15mg# 1H2M 2 5852 T & %,
7272, BEOREL LD HEICHE L, FEFROE
THEETAZ L,




(B % MmfE)
7.6 I/ MEEASS )T /mmP L E1077 /mmeAii o B 12 B 5 B
AHEOBHRIZE SN TV WO, [17. R 0EO

WNEZ P L. RE OB RME N VL% oML/ -
T, RHOHEG-OW K EE IR T4 2 Lo M/IMIESH
/mmBLL F1077 /mm3Aii O B 125 RE &OHIIT T 2 %6
BHE»OHRGZRBTAE L LIS, BEER DTV, &
ERLORIUNTEET S 2 &o M/IMEST /mm° Al
DEZF ST 28513 HZ L,

7.7 REIOFG- M/ MEHOLEANE 70 E VA L 723
Ay TEESZZITHE IRELZET L2 L, BaiRE.
IAo#EGEE L Chmgd 34, 2B, MM NES
0¥ 2 AVRERT O BB L RS L 223411, 1A5mgl H
2S5 2 HHTE S, 7272, BEORELZ L) EE
B L, AERGOREITHERT LI L,

N 5H/mm®LL . 1077 /mm°Aii i
A ik I
. o |8g/dLPL k. 12g/dL A I
NETHE ALk o

7.8 ARHN OB AP ER AT, 000/ mmP A (WA L 725
FICRIEREST B Lo B, HPEREARERT OLBELL LI
MR L 72561213, 1al5mg# 1H2MI 2 5352 T & %,
72720, BEOREZ XD EEICBS L, FHEEROFEHIC
THEET AL,

8. EELREANER

8.1 IMU/MIRAME, Bl IFhERIEAEDS D H b Db 2 EH D
B DT, RHNOFG-BHIATET K O 5-dd, wEleg |2 i
(MERFEE. BHlERTmSE) 2179 2 &, [11.1.15H]

8.2 FEMIHIMERAIC L b, M. BERE. 7 AV AULFERIC K
B IEGE R HAULE D RIS EAL T2 2 05D b 5
TA VA, FEESEDPTGEALT 2 BENDDH LD T, K
GAZHEL > TIFR T A VA, RSO RBY DA 2 FERE L .
RAN OG- BRI B Y 2 B 0T E ER T 52 & o AH
PGP 3 EGUE DSBS ICHER T 5 2 k. [1.2,
9.1.1-9.1.3, 11.1.2%J#]

8.3 WHIBEDH SN DB LD DD T, KOS HHER
12 BEISR L CRIVEZ OMBHERIZOWTH L, B
B NG AIITHERL K L. EY R ALEE 21 B
IofRETL L, [11.1.22H]

8.4 M LD 2 ENHLDT, REFGHITEMIZ
MERAESE 2 ET 52 &, [11.1.481K]

8.5 MFHEREEELRH L bNL 2 LEDHLDT, KAFKEGHILE
WIS S 2 F23 5 2 &6 [11.1.6208]

9. HENEEZ2ETIEREICHT AR

1 BHHE - BEEEEDH 2 BE

9.1.1 BROMELE ((FCEBZROBEEDH 3 BE&RUKEE
LY MY LIERGEBBRFRRD® 2 8E)
WEEREBLSELBENDH 5, [1.2, 8.2, 11.1.25MH]

9.1.2 BE (BUMEE. PR, VAL RBLEE) 2460 TV
3BE
SERIHIEMIC X ) REEZ BL s 2 B2 b 5, [1.2,
8.2, 11.1.2&H]

9.1.3 BEFAY AL AX+ ) 7OEERIIHBsHIEREH,» D
HBcHLiFE U < [IHBsHLiFBR M D BE
BIFS™ A4 WV ADFHEEALIZ L 2IF DD SbN D BEFN
W be [1.2, 8.2, 11.1.2%1]

9.2 BikEEEETRE
WA EETLHE L LI, BEORELY L HEICBIEL,
HEBREZOFRBUCHDEE T 2 Lo HEABY o M
MNEAT L EOMEND L. [16.6.151]

9.3 FFipEEERE
BEEZEZETLEL LI, BEHEOWER L D EEIZEIEL,
HEFEZOFEBUCTDEETH 2 o REED M A
LA E0HENRDH 5. [16.6.2507]

©

9.4 £JEREEFR T BE

AR e 22 PRI LTy ARG L O G4 T fe—3E
WHILEY) 2 AL 247D L) $RET 5 2 ko [9.562]

9.5 1w

TN AZIER L TV 2 TR O & % WIEIZI3# G- L 2w 2

o BIFER (v

M) 2B, B A

Rt GERTRIE

O, BREROBD) B HNI: L DR B

(2.2, 9.42/]
9.6 X3l

FILLZWZ EDET L B (57 b)) 128V T,
AHN B OFFN O 7L AT Ly B pigiz o
BfETH o7z L OWEDDH 5,

9.7 MNE%E

NREE R E LBRAEBRIIE” L Ty,

9.8 EinE

BEOWREA g L, MEICHRST 528, BRHER
2BV, miE (65mH) Tl 65T OEE L L

Ty MAGRAE . LA 4%

NnNTno,
10. HHE(ER

FEBAEINT 2 2 LA &

AFNTF & L CREEERCYP3A4ATHRE S L. CYP3A4IC
WARTHFGRIT/NZWDCYP2CAUZ L > THRH@ SN D, F
72\ in vitroDRRE D B . RFNIP-HEEE (P-gp) M OFLkE
i EaH (BCRP) % HET 2 A REMEARIZ STV 5,
10.2 HEREE (BFRICEET 2 &)

VAN el GV
[16.7.1z#]

R FEIRREIR - F51#E 7 W - fabrE T

5877 CYPSA4RNER | A HI o> It w5 2 28 b 5| 2 e & o 38 K] o 5
AMT7ary—v |TE2BLNDHLH0OT, |17 CYPIA4MHEN
U hFEL CYP3A4MHEEHO LW IHIZ L ). KA D

AXFGWFEHI~ O %
EET LI, RO EE
7] % CYP3A4 P E#I
LRH & B S- 5 8
Flik, KR oOHEEE
ByaLbdbiz, BED
REAEEICBEL, 7
ERLOFEII TR
T5HIE,

R#EPHES NS
EEZLND,

CYP3A4 L " CYP2C9
& IHES 5 357
TN aF ) — VE

K D i e BE A E A5
BTN DD

hn s o A
D 2o O R EE
% (CYP3A4M U
CYP2C9) ORI#EE
HIZEY, £H >
R E SN B

DA A= LS
7Y
INVFTEL
VATV UE
[16.7.2%14]

EEZLND,
CYP3A4RHEH KA OAMATFEED EFH|Z 5 o FH O
IYAURA T THBLTNDDHLHOT, |CYPSAAMHEERIZ

CYP3A4LEH & AH| %
PERHR G- 2954121,
B OIRRE & HE
L. AFEFRoOEI I+
SEETAI L,

ESUINIES K2k )
HHEESND L E
AHND,

CYP3A4EHA|

V77 e

AR = N

R =Ry ol N S A/
(St. John's Wort (&
heVa—-vx-y
— M) NS
[16.7.3%511]

AN O A EE AT
L ARH O Ry ES
T AN D DT,
CYP3A4FHENEH D 7\
BEETEARE 3 IENOYIW 3 2
EEITHI L,

NN - N%)
CYP3A4FFEMERIZ
L0 KFH oA
MM SN D L F
Zbb,

1. BEA

ROEWEH D H b D Z DD B DT, BlEZ 54T
WV, EEDRO ONYE IR G 2T 5 4 Sl L

BEET) 2 &
1.1 EXLKEMER

*11.1.1 BSEEIH

M IMGEAME  (40.9%) & (37.5%) WFPERAE (4.3%).
PUMERBAME BHEA) E03HObN5Z e D5, [8.15]
11.1.2 BEAE (10.4%)
TR B, 7 A VA TEHRIC & 2 FE 2 KGeE (iR
B (2.6%). IREEEG (1.9%). &% (0.2%) %) L HR
DT NTEALT 5 2 DBV . JETICE - 72IERI D R
HINTWDE, KA R ORS#TRIZEEDOIRELE
IBIET A, [1.2, 8.2, 8.3, 9.1.1-9.1.3&M]



11.1.3 ETHSRERERE (HEAY)
AFR G PR OBRGH T RIEEFOREL B L, &

A

RRANBEE . RREREAR (PP RREE. DURORREE) . SRR

FEEDREIRD D S LN A 121d. MRUZ X 5 I{§2 0 K% O
NERRREE ET 5 & & bIc, &G a2 kL, #E R

BEEfT) 2 &,
11.1.4 Hi

i ImEE oA (0.2%) GG © B, Bl - 6
M, REEREE . RRREEE) . H MM (0.8%). WL %
(0.2%). Him (1.7%). 1R (0.6%) ExHo5bh b
EWBHY ., LIRS THERI S ST 5b, [8.45K]
11.1.5 FEMMRER HEARH)

11.1.6 fH&meRS

AST (3.2%). ALT (4.1%) O _L55%0E5 B EERE )
HOEDLNDLIENHY ., FBEICE - HEDHE S L Tw

5o [8.5%M]
11.1.7 D52 (0.6%)
1.2 ZOMOEIER

5%LL 1 1~5% i 1% A1l HHEEAA
Jlgiﬁ’&(ﬁ‘) TR B F I ERE R A B
i
PREREI | SRR mAN) Y| EI VAT
1) FIfIE, | 2 — VIiE
R O A TRt
H vy
A ME
i - AHRAE -
BEI . T ENE
A - REv -
F—. $EEKE
G B - iE
IR - FIE - -
SIRSE S, T |Fiigs
P 2t i - o
i, Ik
T ol JEIE. |DNFZ
ik, R | P
HAELARR, b
JE
y-GTPH 0.
=]
A R S B -
BEm
BMROR TR R BB %5
i
AR, DU e R,
AR - i WA [
L
B RO R i - MR FE M -
B AR A - - APTTHER

14, BAELOZEE
141 HHZNEFOEE

PTPUZEDHEHIIPTPY — b 225 L TIRAT 5 &9
/8452 &, PTPY — bORRKIZ L D . TS EAAE
HilEATIA L, HI2I38ILE B 2 LTt A S0 EE &
BHEZ T B2 D b,

15. ZODEE

15.2 FEERARABRICE D 5%
15.2.1 4 22 W72 0B RO FZEICHE T 2R BT, O
HUERIN % P9 MEAR T A0 S, T v b & 72k
REMEE Cld, ARSI AT RE0 57z,
15.2.2 A R % I\ 7226 OS52:8 [ AR G- R Ic B T
S FLEE OB RO Sz, T2 KHNE ORERERIE
BHEATRVL OO, RAEPSHICIERMIER R G
fake., BRI, AV villlafx &) S o EBrEE
(CRFEEDA) OFBDPHE SN TN 5,
15.2.3 W& 7 v b EHW-HERBRICB W T, B EOHIH]
BEE (AUC) i,

EHIDVRO LNz, AT v P TO

wARIESRHE A2 H%G LA TOAUCHL .56 (FlREOH
). 13f% (B¥) THo7.

16. EYEIEE
16.1 MmeiEE
16.1.1 BEKRE
BEFEBERZ ISV F V) F =710, 25, 50% UF100mg % 22 I |2
BRI G L & & REEO MEE PR 33 5120 . 5HREH
(TmaxH9¢ft) TCmaxIZiE L. ZDH. 2.5~3 4K H 0
T L 720 Cmax X AUCIRER G &IZIZIZIEIL 720 o
1) AR OGRS NI HE RO HE TOIH R A HEIZS0mg TH %,
fEFEBEERE IZVF v ) F =710, 25, 50/ UM100mg#k HalfE OG- L7z &
EORWERE ST A — ¥

b Cmax Tmax™® Tz AUCinf CL/F
I (mol/L) (h) (h) (h - nmol/L) (L/h)
10mg | 621=107 0.5 3.18%1.31 | 2,290=914 | 15.9%4.89
(n=8) (613) (0.25-1.5) (2.98) (2,160) (15.1)
25mg | 1,450+718 0.5 2.51%0.638 | 4,020+1,220 | 22.6=9.09
(n=8) | (1,320) | (0.25-1.5) (2.44) (3,830) (21.3)
50mg | 2.,380+495 0.5 2.86=0.542 | 8,650+2,230 | 19.8=4.20
(n=8) (2.330) (0.25-1.5) (2.81) (8.,430) (19.4)
100mg |5,430= 1,260 0.5 3.40%0.907 | 22,600=7,780 | 15.9=4.94
(n=8) (5,300) (0.25-1.5) (3.28) (21,500) (15.2)
I = AR GRATTM) . ) el (RMi-Rok )
7 - #BEE —— 10mg
70004 T 25 mg
6500 | 50 mg
-—— 100 mg

B¥fE (h)
TR 12V % v ) 7= 710, 25, 50/ UM 100mg & Hi [l 4%
G- L7k S oMb CragfE + IRk RE2)
16.1.2 RERE
TSR L2V F ) 7 =710/ U25mg % 7 H F1 H 2] ILAE#RE T
G- L72 L SAUCORRILIZ ZN TN 12K U103 TR & 7 kit
RO SN P72

BB 12V 5V ) F =710 U 25me % 1 H 208 AR %5 L7z 2 &0
Y PRE ST A — 5

Py AR Cmax Tmax™ AUCo-120 AUCo12tt
U S | (amol/L) (h) (h - nmol/L) | (7TH H/#IH)
\np | 577=70.8 0.375 1,920 +678 -
10mg (573) (0.25-1.0) (1,830)
(n=8) 7HE | 87187 0.5 2,180+949 | 1.12+0.117
(562) (0.25-1.0) (2,040) (1.11)
g | 1:200+357 0.5 3,600 =838 ~
25mg (1,160) (0.25-1.5) (3,500)
(n=8) 7np | 1290271 0.5 3,720=864 |1.03=0.0568
(1,260) (0.25-0.5) (3,620) (1.03)

S+ R (RTEEME) . ) I G/ MiE- KA

16.2 BRYX

16.2.1 BEDOHEE
TR B (1661) ICABISVF V) F = 720me % HIaE %S
L7k &, ZBIEREIC N Tmax(20 5K A 5 1. 75K I ICHE R L
Cmax|42%MT L7z AUCIZ6. 4% L7225k (&% Z2208)
DIVWEFEX 130.80~1. 26D FPHAI TDH - 722 &

16.3
VEV)F =T Or MsER L OIE R O T5EIL, 3.2
~4.8%TdH-72Y (n vitro) o

16.4 X
VExF V) F =733 L LTCYP3A4THA S L. F72CYP3A4IC
HARTHFGFIINEWHARCYP2CC Lo TR N LE LS
nzY (n vitro)o



16.5 HEiitt
TR ERE (661) 1CHCIERE L2V V) F=725mg%
BRI G L7z & SO B IRIEEIX96% T TR K
UFEH 12 2 LB NT4% % UF22% S AL & L7z JR L UNFE e
VN & A7z BT BE LS 15 3 B RZEALAR OB A& 13 1% A
B o720 WHHEDT0%LL 1205852 5- 14 240 1 DL Z [ S du
729 MEADTF—%),

16.6 HENEREHF T 28E

16.6.1 BigEERE
WS (VL 7F=>2) 75> A (Cler) 80mL/
miniB) . BEEEHEREREESE (Cler 50~80mL/min) .
TR AR 2 % (CLer 30~49mL/min) . Bk
HEREEE Y (Cler 30mL/minsAii) K VBT & %17 T»
BARYIB A ERE IOV V) F = 7 25mg % BRI
PG L2k &, REEOMIETRERFETH 72 (&
8 o SHEOGHMEAHWOAUC (A &, REE
DOAUCIZHRF LTy EERERE T61%. BRI, WERE R
B R TT9%, 117% R U°173%. #5581 ) O
P12\ BHT 2 47 - 7258 T346% % 1N297% T B kAR
FEOEFEEO LA L INT 2@ AR L7z BREA
DF—%), [9.251H]

16.6.2 FFipEREEHRE
B . BT AERE L B (Child-Pughs 4 A).
Ak TR RERE 2 % (Child-Pugh/#8 B) R UTEJEMT
HefeR & B (Child-Pugh/# C) 12V ) F=7
25mgZ AR %S Lz & &, AUCIK. fEEmERE 12
NRCEREE, PR R OEERERE TENLENIT%. 28%
K O65%E - 72h5, 30D BHEHBE CHEIERE L AUCDH
I W 7 BIAR I3 3R S e b o 72 (B HESHI) o Cmax
LT R RE R B &R BR S TR A A o 72 I
1, EEREERE (2 8IEH) ICHARTHFERREERE (%
BB TL.1~5.005) CHELZY WEADT—%),
[9.3&0K]

16.7 E4HEEER

16.7.1 /v FJ—J (BAKCYPIALEEE. EREKHFET

DFEOHF)
e RS (1661) 1247 29— (200mg. 1H 2[4
A KEHGHE, V¥V ) F=710mgx ALz &
VE V) F = T REEDCmax  FAUCIE F 2 133%
FO91%¥EI L . Fdiix3. 7hs M 20 56 OFF IS L
728 WHEADTF—%), [10.25]

16.7.2 T RO~ A > > (CYP3A4BHES)

BN RS (1460) o) 2Au< A ¥ (500mg. 1H2[H
AHE) BUEHES . vE V) F=710mgx il L7z &
&, VF V) FZTREROCmax K AUCIEZ 2
89% [ US27% N L 7228, =iz 213 e Ao 728 (EEIA
DF—%), [10.251]

16.7.3 U7 7> EY > (CYP3A4ZEEH])
TEEEREERE (1261) 12U 77 > ¥ > (600mg. 1H1IH11
HiH) AEH G, V¥ V) F=750mg % it %5 L7z
LEL VRV ) F T REMMEDOCmax L FAUCIE Z 2
NB2% K OTL%METT Ly 133, 3 22 & 1. 7R 12
Wi L 720 SHEEEOWEMEHWOAUC (G5 1IKE L%
7 <L RIS 2 A ORI Y 2 B B R 1L 205
PibicsmL 2y GHE A7 —%), [10.258H]

16.7.4 Vv ) F = 7 ORIEG B, B TR EH
Bl o loa, P-RWEED (P-gp) M OFUGEIHE&ED
(BCRP) # [ 2 W felkAVRIE SN 72? (n vitro) o

16.7.5 34V 5L (CYP3A4EH)

TR RS (2361) V¥V 1) F=725mg (1H2E1H
M) #RAEEGE,. 37V T ARO%HdmgE R L7z &
XLVEVY)TFZTRIV VT AOEYBIEIIKE L E
BERIZES o720 WEADT—%5),

16.7.6 #BOEHTER
e (2461) 12V %V ) F=725mg (1H2[M10H
W) #RAERGE, BOEEE (ZF VAT D4
—V30ugh LR Vv A N L VIS0ugk &4) ZPEHL
EELNVFEV)FTEIFINVIANTI V-V R
LR VIR MU VOSEYBIREI LY RIS hho
720 EADT—4),

17. BREREZHE
17.1 BHHERVCRLEMICET 25
(B BERRHEAE)
17.1.1 EEHFES I E55R
B BERHEE B 2 R L7 IEE IR IR BRI B v
Ty N=2 T4 ¥ OMMMIEI LD & RKF &2 R OHR5 L
oo REIORBEHEIX. N—= 2T 4 ¥ OI/IMUEA10
J~200/mm*D¥E15mgl H2[E, 2075 /mm*#8 D&
20mglH2M & L7z,
AEF12000 (HARNBE3GI 2 &) ICRAD LG S
7oo HHIMAMEEREICB T AEHEO T RERY ThH D
JEREICBI L C. EEFHIEE CTd % 248 |2 s A A o8
NR—=AF A 22 535%LL i/ U729 BReE o E413231.7%
Tho729
BIVEHZEBUHE (3, AAH5-5£T92.5% (111/12061 (H
KA % &) Thotzo ERFIVEMIZ. £iM158.3%
(70/12081) . /B A 28 .3% (34/12011) . I/
AHE26.7% (32/12061) ZCH - 72,
(201346 HTH 1 v + 4 7)
17.1.2 BHEMAARER
B EARAEEEE M et R & L S E AR AL LR
IZBWT, X=AF A YOI/ D & ARHF) % #E1
WhH L7z ARORBEHEIX. X—Z2A T4 Y Ol/MUK
251075 ~2077 /mm’ D354 15mgl H 21, 2077 /mm3E D3
A20mgl H2[ & L7z,
GEFB09FIAIV X v ) F = TR (1656]) iE 7 7 L REE
(154%1) \ZHEAERIZEIMT SNz, EEFHEEHE Th 524
JEEE | ERRARE SN — A T A > 225 35% LA b/ U 7Bk
FHOEGIINVF V) F = THTL1.9%, 77 RHEET0.7%
THY). 7T RBFELHBL VIV ) F=THTHERIC
o 72 (Fisher d IEMEHED<0.0001) o
BRI SSBUBE X AFIR 58 C76.1% (118/155f1) T
ol EREIMERIL. AR LR T /O A iE
34.2% (53/15561) . &ll25.2% (39/15561) . J&512.9%
(20/15581) #TdH -7,
(20134E1H25H A v b+ 7)
17.1.3 B E MEHER
B ARAEE B 2 et R & L IR E A E 2 L LR 2
BT, N=A T A YOIV IED & ARH) & 135
G L7 RAOBEHEIEZ. N=ZAF 4 ¥ Ol
1075 ~2073/mm* D ¥4 15mgl H2[E1, 2077 /mm* B o4
20mgl H2M & L7z,
EEP2196I23 v F v ) F = 78 (146%1) XidBest
Available Therapy#f (7361) (ZMEVEZ IZEIM 1T Sz,
FEFHMEE T 2 48EIF ICMIREFESRN—A T 1
535% Ll LA/ L 72 ERE 0E I VE V) FZTHET
28.5%. Best Available Therapy# CT0%T® 1) . Best
Available Therapy#f & LB LTV HF V) FoTHTHE
IZEH o729 (p<0.0001, Cochran-Mantel-Haenszel®
IEHERRSE) o
BIVEHIZEBUBE (3, AAH5-1T82.9% (121/14661) T
Holzo EHBEMERI. RFEL G T I/ E
43.8% (64/146%1). #1M32.9% (48/146f%1). RN
11.0% (16/146%1) %Td o7z,
(20124E12H1H A v M+ 7)
o REBR R EE



- JESE MRS B . LSS I ST AR RE I /IR I A
P ORAT L 7o B R B (WHOM ' K OTWG-
MRTHLED (2H55 X WD)

- IWG-MRT) A 7 734" o) A7 Lidhi-219) 2 7
DEH

- 3 AT REAE S A 0 B E

- BT IZ5emPl L OWE % 53 5 B

(B % IMEE)
17.1.4 EFEFZE DHERHER

BSEL MERE 2t R & L7 IFE e A4 L LRI

BWT, HHHEIOmgl H2l & L, #EE OIREIZ LD

5mgl H 117> 5 25mgl H 2[a o & F CAH] 2 #1085 5- L 720

G222 (HARANEFGIZ &) AVF V) F= 7

(110%1) Xi3Best Available Therapy# (11261) |ZME/F

ZEMT I STz, FRFHETEEH T % 32,815 D 2 5]

IV F V) F = THET22.7%. Best Available Therapy

HT0.9%Td . Best Available Therapy#f & L L €

WEV)FTETHEIZE» > 729 (p<0.0001. &Yl

Cochran-Mantel-Haenszel# 7€) o

48BWF T ORIMER FEBUHEE 1, KA GHTT70.9%

(78/110%1F (HARAN6HI % & &) Th o7z EREIE

Ak, #I21.8% (24/110%1) . I/MIR A 4E10.9%

(12/11081) . ATERIIS. 2% (9/11081) ETdHh -7z,

B R EE

- EMEZIE RS (WHOSEEY )

ST F A VN 3 FIRFUE SR 2 TS MK AR
DEE

- BB AR 25450em® L O JEIE 7 473 4

R, DUT oW REEICERY LA

ATy harybhue—b B EELEY [HEG26E
DT, N b2 1)y MEPBWIEBDOR—Z T 1 Ml
L D3%LA R, JUT48BHED T NI FE LT I E
LU IEEZAL A H8IAR E T MERELRLLT . A>8:8
RE7> 6 32:B IR & CIB M FE AT

- PRI ZEAE35% UL B/ ¢ 323EF OMRIXAIZCTIZ o <
NN FE DS — A T A > 20 5 35%LL LA/

18. ZEHEIE
18.1 1EA#E

G REAHEE OB S T O B E TR L OE, JAKZ
BT OERE X BTAK2F - — B OEH 09 7 i MAL
DO ENT WD, VF V) F=7E, in vitroTEAER
BOZERE (V6ITF) OJAK2ERXHEL, 202 7
BRI L 72202 o F 7o, EREMEE 12 B B ERER
JERDRERD—2EE 2 5N TV AIL-6DMLANT 75
WAREIZ B D B JAKL O M % [HE L 7220, ZERAITAK2
(VB17F) %GBl &wi-~ 2 EEMlatk e B L2~
2WIZBWVWT, VFV Y F T RPEER 2R S, &
JEMES A A A ¥ THHIL-6K O TNF-aD MO E
FERIHIL 222, ZRTTAK2 (V617F) #3H2~
v AW SR B & FEAE L. AR I EREE NS o B £ i
FEREDRERZ R L2 7 2BV T, V¥V Y F=7iF
ARIMERKL. FAImERE, O s % i S 2722

19. B2 ICREY 2EE{EERMFR
— R AR
VF ) F=7) UEEHE (Ruxolitinib Phosphate)
=2
(3R)-3-Cyclopentyl-3-[4- (7H-pyrrolo[2, 3-d]1pyrimidin-
4-yl) -1H-pyrazol-1-yl]propanenitrile monophosphate
i
Ci7HisNe - HsPOu
e

404.36

PR
HEORETH L. KIZRRETFLT (L 28/ — LIz
RROEITIZ L, T M MY VD THEITIZ Vv,

i ziEe

H
N p N
N/ \ 720\ ¢
. / + H3PO4
=N

HN_
Al

194~198C
SRR

-0.057 (1-F 27 % /7 —)v/pHL .0 i) . 2.562 (1-F
25 7 —)v,/pH4. 3@ 2.814 (1-+ 2% /7 =)/
pH7 . 47% )

21. ERREMH
211 [Edan) 2 7 EHENH 2 D b BEICERT A2
(B4 % MmiE)

21.2 EINCOWBRBIEGI SO TIROENTWE Z & n, #
wGEtR. —EBDEBIARDL T— I BEMEIND T
DM, AR & R AR 2 S 5 2 &1
L. RABENEEOWRBEHRCILET L L D12, K
R OLEVER OCHEIEE T 27— 5 2 BRI L,
ARHNOBILFEHN L E R EZ#H D 2 Lo

22. A%
(T v HE$E5mg)
208 [1088 (PTP) x2]
1208 [10%E (PTP) x12]
(T v HEEE10mg)
20%% [10%¢ (PTP) x2]

23. FEXH
1) AL - EINEE T HIERIRRER (11015U8)) (20144E7
H4HAF. CTD2.7.2-2.2.1) [20142625]
2) *EPERE BN TAHBRRER (11025088) (2014427

H4HA&GE, CTD2.7.2-2.2.2) [20142624]
3) MR REHSEE (201447 H4HA&GH,
CTD2.7.2-2.1.1) [20142634]

4) FEPVERL  CYPREEER O[E (20144E7 H 4 H KRR,
CTD2.7.2-2.1.2) [20142639]
5) Shilling, A.D.et al. : Drug Metab.Dispos. 2010; 38
(11) ,2023-2031 [20142299]
6) FEHR - B REREE R ARG e L7z (1423
B%) (20144E7H4H KRR, CTD2.7.2-2.4.2) [20142631]
7) FLAEEL  BFRERERE S B A R L LoEER (1373
B&) (20144E7HAHAGE. CTD2.7.2-2.4.1) [20142632]
8) Shi.J.G., Chen.X., Emm.T.et al.: J. Clin. Pharmacol.
2012; 52 (6) ,809-818 [20142301]
9) FEPVERL : BEEEYE, YT v AR—F —HERD
I CHCYP3A4,Pgp, BCRPIHZE (20144E7 B 4 H KGR
CTD2.7.2-2.1.3) [20142641]
10) HPER D I 5T 4 L OIEWMEAER (210375%)
(201549 H 24 H A&FE. CTD2.7.2-2.2) [20151293]
11) HNER  BIEESE (mF= VA TV F— b
ROVREIVFANLV) EOEYHESER (21023
B%) (201549 H 24 H 42, CTD2.7.2-2.1) [20151292]
12) Mesa,R.A. : Blood 2009; 113 (22) ,5394 —5400
[20142280]
13) HLNER  BREERE 2R & LT O 7 EREE
[ 45 T AHRR R B (2202708%) (20144F7 H 4 H AR,
CTD2.7.6-4.2.1) [20142622]
14) AR E R B E 2 xR & L 7o T AH B
RER (3515K6%) (201447 H4H AR, CTD2.7.6-
4.1.1) [20142620]



15) FEANERL - B BERAEAE R 2 R R & L 7o e A R R
B (2352:08%) (20144E7HAHKFE, CTD2.7.6-4.1.2)

[20142621]
16) Tefferi,A.and Vardiman,].W. : Leukemia 2008; 22 (1) ,
14-22 [20142281]
17) Barosi,G.et al. : Leukemia 2008; 22 (2) ,437-438
[20142282]
18) Cervantes,F.et al. : Blood 2009; 113 (13) ,2895-2901
[20142283]

19) AR - BEVELMEEE 2R & L 7z ERL 4 AR ER
B (2301587 (20154F9H24HKRE, CTD2.7.6-4.1.1)

[20151295]
20) Barosi,G.et al. : Br.].Haematol. 2010; 148 (6) ,961-963
[20155488]
21) M In vieroWE R EAER (20144F7 4 H KGR,
CTD2.6.2-2.1) [20142613]
22) HPVERL © In vitrolE SR EIMIE (2014457 H 4 H A&GE.
CTD2.6.2-2.2) [20142614]
23) FLNEEL : In vivolEEHISERIRIER (2014457 H 4 H 7KG2.
CTD2.6.2-2.3) [20142618]
24) FLNERL C In vivoh A b A A VEAEHIVER (20144E7H4H
AR, CTD2.6.2-2.3) [20142616]
25) HWER © In vivo (ERFIJAK) WESIEHAIHICER (2015479
H24H 478, CTD2.6.2-2.2.1) (201512901

24, MEEFEKERUVBEWVEHEL
INNVT 4 AT 7 =B SNV T4 RS A LS b
T105-6333 HLHUARIS X/ [1-23-1

"NOVARTIS DIRECT N

o
0120-003-293
Z{J05Rg 1 B~ 9:00~17:30
(REARULSHARER)
www.novartis.co.jp

26. BERTEESF

26.1 BLEIRGEE
NIV T7-v k&gt
RRBBERE /P 1—23— 1

7419235 Z00000



gobobuooboobodgobouooogad

[ A ¥ i i TR
SOR20214F 7 1 ET (451500 874229
%20194E 7 HeZET
B DL SR, SR DA 21T FE T | 20000ANY002ZT
{EFRHARR : 3 4F (AR O4E H idAMf ICREiR S T v E3,) AR 19924 8 H
HEMEEA Wi | 19924 8 H
[ B R A 19664 3 H
wE arsEEs INTE] 7% o W] 2007 3]
xEzE— -
A FOILI00ME  ian s
®
HYDRE A cApsuLes 500mg
(erFOXHILINI KBTI
= =] 2 BELEANEE

AN, BERHT TS T & 2 BRI IS BT, JE
fr AR O WK LT e ik - R FE o LR o
b T, RA O EY) &P S N DHEFNZ DOV T DR
Bh55HZE, £, FANTX BWBHAGKITELL, BF
NI Z DFBEAHNE R ekt 2 +3IcBB L, Wz
BTG ERGT L L,

(2 R ROBZCEBELEVE)]

(1) AHI DR, Ui o BEFERE D 3 5 BE

(2) IR OTHERR L T B itk o & % otk ([iEs, 7
I, RIS ORE | OEHSBHR)

[#ER% - MEIR]
1. #m%
N RLT7AHTEILS00mgiE 1 # SV Hice Faxih
VN3 F500mg % & 5. W e LCiERY) Y E—K
ZF MUY L, BRI UVEE ATT) VBT AY T L
B OSBRI, F72, AT ENRKRICE ST, FH
FRORE =32 E56T 5,

2, BIFI DR
] @ D
LTS | F A R R E] )
FEL500mg | * v v 7 sy | EOBR
T B T
BMS | BMS O %‘
fih 74 | BMS303
[ZhEE (3% E]
(BB A M, ARMM/ MR, % mE
[AERUHAE]

EROFIAHIVNINELT, BERA 1 B500mg~2,000mg
Z1~3EICATTROKET 2, EFEOMHIFICIE1H
500mg~1,000mg% 1 ~ 2 @IZ4 T TROKET 5,

d, MEAR, ER, F& FEICLUYEE, HiSE%2
BEEERT 5.

[FERLEDEE

LEESS5 (ROBEICIFEEICEETSEIE)

(1) WhEEDH 2 BHUCHEEIMITLTWw20T, Fl
TEHDBRLS HOONDL DD 5, ]

(2) HHEDODLEHIED» S0P EN, BIVEH D H
K BHEbNDLI LD 5]

(3) EREFEFEIHI O D 2 B [ TR AEIIH 2 ME X2 5
ZEDH D]

(4) RBYIEZ A0FL T 5 G [ s IHIC X b &g
SERMEXELZ LD 5]

(5) KEEH[HGNEEFBENDLDLNDE Z LIDH
%]

(1) EREEENHEOER 2RI LI ENH LD
T, HEICERARE (MARE, FFHERE, BHREE
BEZ) 27O L, BHEOREL THIBETL
Lo REDRDONIGEITE, WE, R kS
DB HMEZITH) T o T, MEHPRMEICH
5 EREWERNPHBS HHbNL T ENHLDT, HGIE
HEEIZAT) S &,

(2) RERE, HIMEAROFEBIUIHEICHERT L2 Lo

(3) /NRRUHIAN RE A D BE 1K G T 5 LEDDH B
Waiid, MRS T 2B EEET 52 L,

(4)  ARTERVEIM/AMRILE, FUPEZ ME A &2 R 5 2 BRI
(&, B SCHR ([R5 LD BTNE O R W RIKFEE - EIE

WEMGET S SRR O LM AR A R V-2
) RPETHI L,
3. HHE{EH
HHEEGRICEETS L)
) 4 5 ERPRREIR - $518 )7k | B - fEBRIN T
P N5 71 B REE S 2 B RS | B AT H B 3
TG e HIEWHDHLDOT, |HMINb,
PR AT ) Bty W
Y5 EHEICTE
Bis2E,
4. BIfEA
BEADOBIE
FKEDEE - 4256

AF O B AL B EIE T RE R D5 BLER135.6 % (24/425) T
D, FdoIIRE - REH24% (10/425), MRS - WEH:
DAL IERD2.1% (9/425) Tdh - 720

ARHN O BRI AAE S OFEHH133.8% (16/425) TH ),
ALT(GPT)_E519%(8/425), AST(GOT) -509% (4/425),
Al-PESH05% (2/425), Y LE ¥ EH0.2% (1/425),
7 L7 F=r ERH02%(1/425) Th - 72,
{ERRIEEAE © 1,806%1

BIVEH ) OSBR R B il B D 58 81213 27.9% (503/1,806) T
HY, T OIZM/IMGEA6.1%, HIMEKKRD44%, &
M44%, ALT(GPT) l542%, AST(GOT) 1537%, ~
U VEA24%, RIMEREA17%, Al-PES15%%
HERD b,

(1) EXEEMER

1) EBEEaemFl - Pl (03%), HIEkRD (4.4
%), WFRERIRA (05%), IM/MMGEA(61%), &
M (4.4%) (NEZBY VR, RILEKKRDY, ~~<
7y MERD) SEBHSbNLZ LDBHDHDT,
BN MM 217 9 7% EBIE 2+, B
BRD LNZHEIE, BEGHBOLE, WE, K
#EHOBEY RNEET) L,

2) FEIEMR02%) : MEEME S Sbh s L
BB DHOT, FEE, Wk FRUEEE, W XHRE
TREESEOREIHD SN2, 5 %2h
L LY 2 g %479 2 &,



3) BBEE0.7%) : AH 2 EWHS LZER TR
S (PRI T 2) 0 5bhbs 2 L H 5D
T, B2 54TV, BRSO NEA IR
Pehapik L, #@ARNEE TS 2 &,

%(2) ZOMORIER
B 01~ 5 %Kil o s
i A 0-1% Al
1m AT | i FL AR BRAE
TR, RS, 1INZE, | EAL, HOE, THILETE
Mt 8| AR Bk WA |5
Mg -
YULE Y LS, AST | #E
F B |(GOT)LH, ALT
(GPT) -5, Al-PL%
B BUNLSA, 7 L7 | HURAEE
= 5, REELSA
B W E | e
kA, W, ALBE, | BORE M O NZEHE, B8
BB | NEfM, I T B, RGOS, K
V7 b —FA* W SR
B, LOh E&, oL UhE
LG MR, L5, B 4akksE
g
S, B, I, | APuk, T
Z O fin | B, WA, ek
FE*
R

1) EMIEOBIEE % 151247, BEFRD S 5A121E,
W, R, AR 0BY RLEET 2k,
HE2) XD BRERD D S bR S AR B 2k
5. BEANDERE
—HAEEE T, BRI T L TCW 20 TiET 5
HhEREBETLI L,
6. 1t1%, EiF, RILFZEADKRE

(1) M AR LTV A WREE O H 5 L, 5L
HTwZk, ¥, HRTAWEEEOD 5 LMEIE, A
F PG e O P Gt 1 % — 2 W@ Y) 70 WU % 5 5
XOMET L, URIRPICARA ZHS s BH
TROHFEIWESINTBY, BWER(T Y ~, ¥
FFENTBWT, AR LR - s BT hH
EHEINTW5S,]

(2) = N F—DMIRT ZREME O H 5 BEICIE, AHIE
B RO 58 T th— e W L8] e it 2 975 X 9
g 52 &, MWz 076722k kB, il
FUBR AR 2 W 7o ge R i i N~ o A, T
v MEHOIIEREBRICBWT, EmErsmEsn
TWwb,]

(3) AR OLHEICIE, BALPILSELT L, [ M)
FUPABITT 5280 5]

7. NREADERE
EHAERE, Fral, FUE, DRGI/NBICHT 5 %4
PN LT e (R 22 v) 6

8 ERHEDXE

EENZATEF - PTPEEOFEANIPTPY — bSO HL T

A3 5EH4EE5T5Z L (PTPY— FoikIcL Y,

WEL AR BRI ATIA L, WIZI3ZELE BT L CHER

WREOEEREIELZIHT S I LBRESINTNS),

9. ZOMDEE

(1) AHOEWMERHRDE CRERIEAE L2 oG H
Z’O

(2) PR IMAE R /NI IILAE &5 0D I Gl P 5 J AR K]
BWIPS-% 520 T 3 B TR Mo \R 2SS S
n<Twnb,

(3) AFEHL bu L VAH], FCYy vy
TV ENHIVIEGEE T, ez &LHE
elESE, R B OV ES R O SRR AR RS E S HL L 2 &
DOWEDH 5o

(EHEhE]""

HEAICK BRE

1. A5 (C &L 5 MiFHiREROHEH
BHEZe Fa$ 27Ny FLO00mg % I35 Lz %a, K
A DM PR 335 1 ~ 3 W 21220~ 30ug/mL O iR & it %
AL, ZOBBIRIIRD LIze BIFITAHI26301328me/ kg % #E
F4 G- L7a3d, $e5-1%240 0 £ CoRMPEIERI, &4 %5
D53 UT70% Td - 72

2. REHREICL 2 MERRERUHE
BEICE Fa Xy AN F26X1328mg/kgx L H 111, 6 H
R BCAERET G- L7236 1 H B KUY 6 H H OAH o ML i
FEHERZICZLIZRRD b N, E7o, BEICENRZNAH26, 28
Je0'60mg/ kg & #1723 & OG- 1241 H £ TO K[
PRI PRI 1349~76% &R L AR T G- B L BIfR 7 < —
Tho7,

(ERPRAL#E]
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1.8 BRAIXE ()

e —Ex

W& 55 - H a5 K

AUECiast area under the serum biomarker effect-time curve : 0 FF [ 7> & e il & B o
F C O % 5E-HE[A b AR T i FE

B2M B2-microglobulin : p2-J 7w /w7 Y v

CHR complete hematological response : Ifil#& 7 768 2840

Enax maximum serum biomarker response : i KIL{EH /A A ~— T — K>

HCT hematocrit : ~~ ~ 7 U » |

HU hydroxyurea : £ Fr ¥ 7 L7

ITT intent-to-treat

JAK Janus kinase : ¥ X A ¥} —+¥

PLT platelet : Ifil /N

PV polycythemia vera : F.1% % [fiLfiE

trmax time of maximum serum concentration : I r5 Il FF R 2 2 B ]

WBC white blood cell : F 1L Bk

WHO World Health Organization : fH 5t £ fdt #% B
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1.8 HfIXE ()

181  ZhEE - IR DERTEIREMN

1.8.1.1 KhEE - IR, MEE - DRICEET HFE
WHE - 2R (F)

B IMAE (BEAEIGIE A R AT UL R S 2245 AR D)

BEE « VRIS ABET D EOER (%)
5. R IREER (2R A AN BT BE DO RHRRIEEIC O W T, BRIREEO HO WA 2 24V L,
KA DA N O Ve Z 3 PR L7z B C, I OBIREITH 2 &,

1.8.1.2 hee - IR DERTERH

HAANDEMZIMAE (PV) BFE LGl L TuXr (v Z—Txay  TILT7 7-2b HEHFHF (DL
T A oFE, REEERET 57002 IR, Bt FEFEMR. & 11 HERER (A19-201
B 22N L7-, EARMANEENEL, 20 2L E, WHO 2008 X% WHO 2016 O3 FEIZHS % PV
LW S AL, BITEOREYE PV IRIE O A R #E 72 B35 . HU IRIRIC AR 72 83, XM ik
RO IWNEE, & LT,

FHAHMIEE TH D 9, 12 » AR T CHR % 2Rk L 7IERI OFIE X 27.59% (95%Cl, 12.73~
4724, £ 1) Thole, TRBAENEIZ X D MEKFHITEEZEED (CHR) ITREFRFRICHEML , 12 ¥
A 3.45% (95%CI, 0.09~17.76) . 24 KNS 34.48% (95%CI, 17.94~54.33) . 36 #HIFFAY 31.03%

(95%CI, 15.28~50.83) . 52 iHREH 51.72% (95%CI, 32.53~70.55) ThH-o7= (X 1),

£1 9. 12 hARBOWBFATCHR ZERK L-EFDEIS : ITT (A19-201 FER)

N =29

n (% [95% CI])
FEFMEE : CHR = (P RBRAERNE) Z 015 8 (27.59% [12.73~47.24])
FEFR 2N 21 (72.41% [52.76~87.27])
FEMEEE : CHRE (K EHREHTOWE)  Z26l 14 (48.28% [29.45~67.47])
H: 225 Bl 15 (51.72% [32.53~70.55])

Source : Module 5.3.5.2-1A1920] AR ARG & 2 142.1.1.1
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1 CHR ZE (hRHFRZFAIFE) : ITT (A19-201 HE&R)

Mercentage of responders (W

Weahk 12 (V) Essk 24 (V1D) wesk 3 [V1E) Wesk 3I (EOT)

ek

Source : Module 5.3.5.2-1 A19-201 FRERFAIR A E ¥ 142.1

A19-201 ABROXI SR PV A K ORERICES & | AFIOMEE « 2Rz TEMESIAE BEFRKE D
NRAA53 IR Y RGBT R D) | ERE LTz,
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TR
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B L. BRSO ONEEZ B L, AFOFIER VL2 E2 + 0T 20BN H 5 &5
Z, BEEMETLHZ L L LT,
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1.8.2.1 Ri&-HE. AZ - AZECEEYT IR

Mk HE (B

W AR, e XSS v E—Txmr TAT72b (BIEFHEHZ) (¥ —T o
TIVT7 7 -2b GEIE R Z) & LC) 118 100 pg (Lo Bfa I #iESE A % 51 O841% 50 pe)
ARG EE L, 2 HIC 1 BIR M5 T 5, BEORBICE Y EEHEBET 22, HREILS50 pg T
SFTW, 18] 500 pg 222N L,

1.8.2.2 i - BEDRTERHL

AFNORE - HEIZ, A—A MY 7 CHElpS iz PV EEZxIG L L725F VI FHIEERHRA Bk
EER (PEGINVERA #lR) TRl 4172, D%, PEGINVERA RBEROFE R 2 I, 5 111t
B (PROUD-PV i) OML - HENRE ST,

HARNZOWTIE, AA & ORYEhEZ il U= T MR (A17-102 RBR) 24— TV
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FOFRAT TV OGP EEZRE L7, PD /37 A =% (tmx. Emax XY AUEChs) (Z1E H A
NBERE & A AR CRAE 2 221358 0 v o T,

ZZ T, BRANPVEEZXG L Lz A19-201 Bk Tld, PROUD-PV ik & kRO L - H &
ZIEIR L. AARNCE T DARFNOFNE R OZEENHER S,

Lo T, KAITIE, A19-201 3k & RO L - HELZRE LT,

1823 R - AEICEEY 5 EEDRERM
7.1, AHEEGHIE EHRNC MR TR 2 E L ek, MR, ~Es e &
MR L, HEZHETLZ L,
72, AAOEGHIZEWER RS b O HE1E. DLFOREEZBEZIT AH) 2 IRFESU TR &
THZ L,
o HFPEREDNTS0/mu RN LI, B E50 pellliEd 5 2 & 2B ET D,
o GFREREAN500/mn’ R LI LTc . 7 b — FILAFICEHE T % £ TIREES 5, [
BRI 2 BT 2%6. RO E)H50 uglEd 5,
o BRSO T L— R2OEWER RO bl a, HEA50 uglEdT 22 L aEET
2.
o REMMO T L— R EORIERRED b6, 7 L— RILLTFIZEE 5 £ T
WIS 5, BERICKRSZ2B/IT 556, IRERTO A& 550 pglllE+ 5,
1) 7 L — RFl% Common Terminology Criteria for Adverse Events (CTCAE) v 4.03 [ZH#EL %,

RHL - AANZ LV IR SN DR G2 720I1T, EHRR MK FRIRAIC LY | mikFrZE
WORREZ MR T D MEN DD LB ZRE LIz, MEZWHETLEEDERIZOVW T MR T
DFNEZFLHR LT,
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1.1. AFOERIZH 72> TiX
T8 I w5 T PR O IR RIS+
7RI R A R OEMO b &
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oo X ok VAT el k= N [T = e
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XU 7 FUEAEY
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2.4, MEEITREDEE FRVET DL H D, ]

2.1, —RMRIERFEHE LT
HEL, £, oA v 2 —
Zxn BB OFTEHICHE T T
RE LT,

22. DA B —T il
FlOFEHEIHE T TRRE LT,

23 fiDA v H—T 8l
R OFTCERIZHEL THRE LT,

2.4, RHFIOKETRA CE U
CCRRE LT,
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8.1. MEHK G AP, HOHNUOT LT 4V R Y
NOBEORGEZFEFEL T, VUV IVNICEST- L ER S &
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UM EREE R LT
HEBT /NS W, T #
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ODMRIE, ODARE, DFEZE, BaliE, AEEAR (LEAE), O
MRS SR obbdZ 013 H 5, [8.6. 9.1.6 2]

11.1.6.  [VEMERSR (BEEEAE)

TN Zk I R D REIR BRI FE 7o, MR XA A
HobNEEAIIE RS 2RI L, BIBRERLVE VH OB
HEOm@U R EEZITY Z &, [1.2, 8.7, 9.1.7 &#]

11.1.7.  [IRpEE
WEE (EEAR) E2X35h00NDZENHH5DT, WEH
i, 8 A BE K OVBE R I M IEE DR E T 5 Z L, [8.8 &

11. A19-201 #Hk &% O* PROUD-
PV SR OFER, AH DK E T
fiF 3 FE K OVBR M WS fF 30
(SmPC) ITHESEFHE LTz, £
T oA 2 —T = m B
DFEHICHEL CTHEL
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1.8 REAXE (F)
Ropeginterferon alfa-2b

i EoEE ()

A EARHL

M

11.1.8.  AFHEREREE (23.7%)

HHRPE LW T VAT I F—F 0 EF %5 PR e 2= n
HOONTHEAITITECIC G2 PIE L, #Y) e AL E 21T
rZ &,

11.1.9. SMEEEE (BEERH)
SMEEEE, X7 —BEREENLODNAZ N D D,
(8.4, 9.2.1 ]

11110, BZRgRRE (BHEEARH)

W R 2R R SESERRSE  (Toxic Epidermal Necrolysis: TEN), fZ
JEREREARSEERE (Stevens-Johnson JEMERE) % D EE 72 e G
ERHOONDLZENH D,

11111, JRYYE (BEEARA)
DIEGLPE L 720 . BUIE, RENHDLINDZEND D,

11.1.12. M LEREE (BEEAR)
HAbE I (R, ML) . WARMEEE. P K284 A3
HOoONAZENH B,

11.1.13. ‘B HEHH|

A BRSO (3.2%) o I/ MREGED (1.9%) . ILHLERED (88
FEARH])  EERRIERGE (BEEART]) . BmEREAME (7.0%) . 1L
INBOBE  (12.1%) . &Il (6.4%) &R’ dH Hbid Z E0h
%, [8.4, 9.1.4 BH]

11.1.14. Hif
W (BEEARH) SnbobbnbdZ 1 H 5, [9.1.4, 9.1.9
Z M ]

11.1.15. MmA2ZERiE (BEFEREH)
fMFEZE . ZERIEENH D bNDZ ENndb D,

11.1.16. B COMERE (BEA)

HOREBSIC L5 &b oiER - #iE UFR, BiitkEgd
i, RFFEPE R MR (ITP) | YRR G2 . B U
U~F, W, 2T T~ b—F A, IER. T4 —7
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1.8 REAXE (F)
Ropeginterferon alfa-2b

i EoEE ()

A EARHL

ke BHRE] BNH DN ZERH 5, [9.1.8 Z ]

11.1.17. ¥ilME R BESEMERE (HUS) | fge M s ¥ 45
BEF (TTP) (BEEEARHH)

MR &, BAReE EHE 95 HUS, TTP b 6 b
nNozZenbs, (8.9 %]

11.1.18. BECE

vavy (BEERH) ERHLbNLZENBHDHDT, Rk
B ANET . AR, KE, R BT ERTERH S
NG EITHEEGEEBICHIET 52 L, [8.10 B

11.2. % O o FIVEFED

5%LL | 1~5% K 1% A
REIER [ A v 7T [REK E KN
PRI R
(9.6%) .
97
(11.5%)
K fh - fh SUrENEE. | ERIERYTE
A GIERTINRE U L
P F v, b, FRRAR
AT R P
FrF ik g7 v
V74 A7
72—tk
=
PEER % giE, D=
BEEBK T
TH b T (5.8%) |8, B FREE
IR A 1 PN Rz J
e it B e w5, ZiHE,
(14.1%) . 3B, fBE.  |BaEEER
ZOPEIE | RE i, EEE
(6.4%) % 9D FEIE
PR - B | AR VU, & |89, e
(8.3%). |'HHIH ¥ M
ESNEiRE
(6.4%)
N MEE] i )
B, RN
M- K] 3
i/ K747
A T
e 55T ER SR= g VALS
JiE . VRS
KL% 9 PRI
Z DA PR B2 X (i H HURAR | i FLER A
rvuarza7 [HEFALE |[KERERER
U N ESMN, PTo[hn, iR
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1.8 REAXE (F)
Ropeginterferon alfa-2b

i EoEE ()

A EARHL

(20.7%)  [AUIRIRDUIR [EEREin, HE

Bo i Jof P FEOIR iR

%

W) ED ENE AR (A19-201 3RER) &K OS5
MAHEER (PROUD-PV #klif) OfE RIS %2 FHH

L7,

14. WM EoEE

14.1. EAFRREF O EE

14.1.1.  AFNIMOBF & OIRFEZITORN &,

14.2. FEH P HRFDER

14.2.1.  ESEALIEEIZE U, [B—EAL~DRAZ E S EAT
bipnz &,

14, — R ESEHEE LT
BRE LT,

15. = DD EE

15.1. B AR 2 HS < 1
ENERRBRICIB T, AFNCT A HUEDOEENRE S
TW5a,

15. A19-201 RABrOFERIZ IS
EXRE LT,
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1.8 REAXE (F)
Ropeginterferon alfa-2b
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20214Fxx H 1Bk (BB 1iR)
B B R RET . 2~8CTRAF
HHM ;367 A (500 pg> VU ), 2488 H (250 g U V)

REREERR / ORI 14— 102 a-2b8E|

B, WAEEERY

ANALEr722B00g203

H ARG b o JH
874291
250 ug 500 pg
TR
IR 7E B AR

ANALEEFB00ps2uy

ORTAA—2107 FII7-2b(EEFHEIER)E
BESREMI® subcutaneous Injection Syringes

) R — RS OL L EIC L VAT L

1. B
=R

L AFIE, BEBICHARGTESIERERICEVT, SmEEHE
[EBOARICK L THALAE - BEREF OEMOL LT, AFID
BENBEY EHETEINBEFCODVNTOAEETEE, T, K
FlZ & BaEMIRICELE. BEXIIZOREICADERUVERE
EHHICHBEAL. REERTHLEREERBT S L,

C AEIOHBSICKEYBEMEME. BRERNHLOONEZLDHD
DT, +HBEL. BEICH LEVERARROTEEREIZ OV THSER
BAY A&, [8.2.8.7,9.1.1,9.1.7, 11.1.1, 11.1.638]

N

2. B (ROBEIZFES LGV L)

2.1, KBNSy, oA v % —7 xa VAT 7 F AR
BRIk LIS BUE OBEAERE O & 2 B

2.2, NG RGO BE [10.1231]

2.3 ACEMATROBE IFRNELT 2280305, ]

2.4 FERUEMEIFRBROBE DERNELT 22201305, ]

1. AERUVASICEET SR

71 KRG, EC M RO 2 S L. AFRERE, IV
B, ~Er/RCURERRL., AR DL,
7.2, AFIOREDIZEER 255 b HEE. U FOREL B2,
AHN RIS % = L,
AEORERERE
aiem | e R R O
IR ERSR
750/ mm® &% 50 ug MET 5 Z L E2EET 5,
fpER | AR
W | HERE | ZU—F 1 BRI 5 E ORI
500/mn’ Do MRS 2 T 0. RIERHT
A OHENDS 50 pg BWET D,
JL—R2 | &% 50 pg WMETHI LE2BET 5,
i) JU—F 1 UFICEET % % CHRIET
= JL—F3 L
DEITER o % [EERICE SR FIT 250, KR
DOHEHND 50 pg BET D,

3. R -tk
3.1, #RR
NAVIHTE
oz 250 pug 500 pg
YUY YUY
Xy A4 H =T s e
Ry 777 2;0/u)g%//0;f1L SIOE:gi/i/r::L
(B B R) '
RUUNT L a—)b 5.0 mg 10.0 mg
AUV _— 180 0.025 mg 0.05 mg
N | MEKEEET U UL 0.79 mg 1.58 mg
K EERE 0.025 mg 0.05 mg
Bk b oA 4.0 mg 8.0 mg

KA ¥ —T7xury TIHT7-2b GEEFHIZ) LT
AFNIREEEZ AW TliEs 5,

3.2. HAIDMIK
. NRAVIEFE NRAVIEFE
250 pgv Y 500 pg U Y
PR B~ A DIR
pH 6.0+0.5
12 K14 (EFEERIIT 5 )

4. HREXRITHR

B MIE  (BEFIRIR O DRA T3 U AR S 20 5 5 I IR D)
5 FEEXITHRICEET HER

R BER IZ AL AL H VT2 BB ORTTERIEEIZ OV T,

[17. Bk

BAE ) BONKE RN L. BH O NER O 4k % 4 B L

7o LT EISEEOBRETTO Z &,

6. RZERUAE

[17.1.1&R]

WEEL. RAICE, eSS X —Txay TAT7-2b GBIET

L Z)

fvH—T7xzary TNALT77-2b (BaFiaz) &L

) 11100 pg (MBI A B b D85350 pg) 4 B
R L L. 2BIC1E TG 5, BE OWRIBIZ X0 5B
T B, BEEIES0 pg o TV, 1[ES00 pgZ Bz 222 b,

¥) 7 L — RlZCommon Terminology Criteria for Adverse Events
(CTCAE) v 4.03I2%#L %,

8. EELEKRMIE

8. 1. BEIKLGEHTZD, HENLOT LT 4N RV Y U IPHNOBRED
HIEEREIEL T, YU PN ER GBS L,

8.2. oo, HEEMAZIZIUD, Bk, WBYITE, FIR, A%, &
e, BUE . DOEEME BhINMESE O RS IR R O I REMEIC D T
BELOZOFFEIC IR S, 2D OERNH S b =HAIC
HELICEKE T L )CEEEH 2D 2L, [12, 911, 1111
i<y

8.3. EikkEEE, Joih. SHE, SSELEARBIT L ENHDH DT, KHIER
HHOBFITIE, BEEHOEE, SBMOBEICR s XEFSE20n
YorEETsz L, [1L12%MR]

8. 4. ‘EHEMEREINE]. ITHEREREE . QUERREE, HFUIRIMSREREESERH 5
bbb ZENHDDT, BGBMGRTER O G P IXESNIC R R
(iR A, IFHREf A, BRmEmA. FIRIERERAS) 21752
Lo [9.1.3, 9.1.4, 11.1.3, 11.1.8, 11.1.9, 11.1.13&J#]

8.5, WIS IRIET S Z &0 5D T, F GBI R O G|
ITEMIRIC A (IBSE. RIS 247528, [9.15. 11.14%
R]

8.6. LIEMEENSH LONDZ ENHDHOT, EMWITLEXREEZTTH
REBREHSICITI . [9.1.6, 11.1.55#]

8. 7. MVEMMARNS S5bndZ ENHDDT, FEN, Wk, WK
DM EIERIC T ET D 2 &, BEMEMi% OREERED & % B
WHERT 2ICH > T, FROENMICTES ., MMXREOMAEZ 1T
7l tRICEET DI, Eo. B MERREEERH S b
LEICHEDICEE T L) BRFICH LERE 5252, [1.2,
9.1.7. 11.1.6&H]

8.8, MFEZDIREEND SN Z ENHDHDT, EHAICIRERE
EATH R EBEEINATHI Z L, E2, BAET, HE R OREEN
HBL LS AT EMOBEE 2T 5 L) BE A RET 52
L, [11L.173M1]

8. 9. WM MEIR FRIEIEMERE . MARPEf /MR MEEEER AN D S bbb Z &
NHDHOT, EMImERE (/. FRINEREL, AR ks
%) ROVEHREMAZIT O e EBZE Ity 2 k. (111173
1]

8.10. BHEUES DRIE 2 FIT 5720522172 £ &b, HoMM
UCOARANC L D7V v 7 RBRUIEARISRBRZITH 2 N E L
VW, [11.1.18&M]



(o]

L FBHOBEYHNTIBN T, —fRICEBDR LN D, £ ORREX
BAZENE LD, BEEET2560H20 T, EELET
IKOMAEEE, BB L TH O LD FICEET 5 Z &,

BEDERZATHEFICET IR

. AHHE - BERZEOHLEE

1T R - SRR E O B 5 BE UL ORI O B B BE
HRHE - AR E S E S S Z LB D, [1.2, 8.2, 11.1.1
£

9.1.2. KERIEDO D 5 BFE
SEIRNEEES Db 5, [11.1.22H1]

9.1. 3. HFRIRBEREREE T Z DBEFIE D & 5 HBE
FOR RS RERE E N LT 5 Z L 03 5, (8.4, 11.135H]

9.1. 4. ‘BHEMEREMHI O H 5 BE
EEOAMERRD, /ML ZEZTZ 8D, BYER
HfL I 2 A 0F L2970, (8.4, 111,13, 111145 H]

9.1.5. BERIFORE LT ORI, FIREOH 5 BHE . MipEHEkR

© © ©

10.2. BFREE (BFRICEES S &)

HHA FEASEIR - HiiE A P - falRA 1
CYP1A2DILE NS OEFNORWER|NT A v B —T z
FTET 4 Y NHERINDBENN|T VT 7-2b (GEIGT
FH=T b, FHLZ) 1ZCYPIA2D

AI7T I

BEEH AT L
Mo AFOFHI &
D 2D OHEHI DR
na s, Zh b
A i P EEAS 159
DATREMED B 2

EOHDLERE

IR IR R 2 BE RN D B,

[8.5, 11.1.4%MW]

9.1.6. EAEDH DBEXITTOMIEREDH 2 BHE

DREVPHETD 2D D,

[8.6. 11.1.5&H]

9.1.7. HEMEAG% D &b 2 FH TE DL D & 2 83

BN RSB SUIHRET L2 2 83 H D,

Z ]

[1.2, 8.7, 11.1.6

9.1.8. BOMEHRA (2 LA CREMITRZIRS) Tz D0ER

DD HBE

TEMPCRA ZAT 9 22 EBIEZ 01T, HEICKRET S Z

Lo BEBPHESUTBMAL T2 2 22835 D,

9.1.9. & MHEMEDESE

LA DR AE R E N bbb Z Db D,

]

9.1.10. 7L A¥—FKDOH 5B

=)

2. BHREEERE

o

©

3. FFikRElEERE

©

3.1 EEONTHREREE

2.1, EEOBHEREMEO D 5 BH
WREE DB BB ENS BB,

RiT A OB RO BHE 2R <)

HFEEN BT 2 BTN H D,
4 HIEREEART DE

©

[11.1.16&1]

[11.1.14%

[11.1.92]]

D% EE (o2 LIFREMEATR GO B

[11.1.8&]K]

YRR 2 ATREME D & 2 I PRITIE . AF G P M O e -4 — &

B ) 2 A D K5 IcHiRiET 5 2 L,

9.5. W&

[9.5%M]

CYP2D6D H/E

A N manm—L
TINVTTFY
ARrmrT I &

B DA OEIE
AR SN D EBL
nnd s,

RIf R —T
TIT7 7-2b GBI
) 1ZCYP2D6D
PEERZATDZE
Mo, REOPFHIC &
D Z A5 DIEF O AH
Bl S, Zh b3
A O AR FHS
LD D D,

TrUFED
U7y

oA B —7xm
HHK| & OPFH THETEI
FOMHPPREN & E D
ZEnHFEsh Ty

2o

JiTFE C D45 RRE FE b D
R 2 HHI9 5 2 &3
H%,

VRTV

oA X —T7xcm
) & OO T B BERE
REINHIEH 2 IR S
. A ERED 2 o i
B NEET L L
B b,

ERFIIRHTH S
L& b EBEREm
HHERZAT D7 &
EZHNTND,

GeyE IR IA

oA B =7z
TH & OfFA TR
# (5 - BB
23U B SR
DONRENRITHED Z &0
H5,

T 123 D HAE
IS FHEREESND LB %
HNTWVD,

T SR L TN D FTREMED & B & MR 1T, TR oG 2SN
fabtta bEl s LHMr S 2 58I 0RkbET 52 L, RElOH
=7 AP BRI - lRRFE AT T 5 ERICEW T, AUCkH
e CREPRIRER BRI A S 3 2 FEh DUl E M ORSE L 25388 &

11. BI¥ER

WORWER RS 5D Z LRHHDT, BEETHIATV,
HENRD ONIGA TG 2P IET 5 7 CiEY) 7o L& 21T

2T &,
1.1, EXGEMER

1150 9o, ARER, BRRE, BROITE) (V3

LB

oo, ARERBHSDLND Z LD D,

o, BRIRRE %

BAITEIN D L, METRAICEDS ZENRH D, FIR, R

=]

nTna
9.6. IR

[9.4%H]

R EOARMER O RIRBOAREEL ZIE L, RAOHE XX
PIEAET A 2L, oA v F—T7 =u AN BNTT v b
THHHF~OBITRREO LN TN D,

9.7. INR

N R L LT BRI S M L Ty,

©

8. EEmE

BHOREZ 7

ABEAERE MR LT %,

10. HHEEA

B LN, HEICEETLHIE, —RIC

XTI E =Ty TNT7-2b (BIETHHEEZ) IZCYPIA2
KORD6DEEREET 5,

10.1. RAZE WALGWLWI L)

AT

WRARAEIR - HEE T

B - fabRA T

INEEERG (Y T
e, 7 T v T
LG, TA 27N
LEWIG X R )
22%M]

oA F—T7
KT, HEMEMR R
Hobhd I &ENWE
ShTna,

VERREFF IR TH 5
A, VR PERZ O FEH
BNZIT/INERRTS & D BF
LI AT AT

%2, R B WEME BRSNS Db AT
HaiET 5728 BHkEO I OWCHEEICRFT 5 2
L, Flo. IRLOERPRD bREAICE, BEKTHD
BREMGTHZENEELY,  [1.2, 82, 9.1.12MK]
11.1.2, Balkless, Jomp, RMakRRE, =, S TAE, 85
Bl K5, RAEVERSER (FRlommmE) (Wb BEAH)
11.1. 3. BURARBERERE
FORARBEEE L (0.1%KR0) UMK T (2.6%) H3SHEHE 3R
JETDHZ LD D, FIRIMEREOEHENH LWEA T, #5
DOHIEEERTSHZ L, [84. 9.1.3%8H]
1A BEIRIE (BEEERHA)
FEIRFE DB ESOIRIET D22 ENH Y, BERFE VT2 F—
VA, BRECEDLZ ENRDH D, [8.5, 9.1.55H]
11,15, Dk (BEEER)
DFRE, DARAE, DR, BE, REIR (DEME), L=
MRS 8B obNDZ 05, [8.6, 9.1.65H]
1.6, MVEMEAG S (BEEERE)
FEEN UK, MR R O RRIRERE IR, o, R XA EE
HEbNIHAIIFES 2R L, BIREE R VE CHI O
LEOWYIRNEEZITO 2L, [12, 8.7, 9.1.7&M]
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11,7, iRBEE

HEE (BEARH) F2Rbobihd I &N 0T, Mk, &

P FIBE M OVE PRI RIBURE DI IE R 35 Z &,

1

—_

1.8 JiFgkREREE (23.7%)

(8.8 ]

HHELE LW T VAT I —E D LR/ A5 IR E N H 5 b

NG A IITERLPIT G2 Pk U, B2 0E 217 5

(8.4, 9.3.1&H]

—_
—_

9.2.1%M]

11.1.10. pfEEE (HEETRH)

j—

19 MR (EER)
MR, %7 n—IERRSE D D DG 2 L b S,

&

[8.4,

HhEPER L ESEEASAE  (Toxic Epidermal Necrolysis: TEN) | FZfF kS
JEIRAEB#E (Stevens-JohnsonfEMERE) FOEERLEHEENRH LD

NHZEnd5H,
1111, e GHEERD)

1

—_

PE& 20 BUiE, RERH DD 2 LD D,
120 ILEREE HEERH)

I (i, %) | WSS, BB RERH S

PNHZEND D,

11.1.13. R

j—

B EREGRD (3.2%) | M/MEERD (1.9%) | JLILEREAAE (3
FEARW) | MERRRIERAE GEEEAN) | BmBERBAAE (7.0%) | )

BAME (121%) . Al (64%) SR LDOND T ENH D,

[8.4. 9.1.4%M]
11.1. 14, Hif

M (BEEARE) SFRH6bND I LRH D,

]
1

—_

10150 MARgEReiE (B ANHY)

MHfEZE, MZEREERH LN D Z ENb D,

1

J—

J116. | CRERER (HERR)
HORERRBIC L2 LD DER - &ix Uk, Bhmam, %

[9.1.4, 9.1.9%

FEVEIL/IMRIA PSRBT (ITP) | TG RIBR, BT v~ T,

W, SEMEr Y T~ h—F X, MER, 7+ —2 b
RE] PDHLLNDHZERH D,
1T iR R MRS (HUS) o A i R s 14 SR B

1

—_

(TTP)  (BHEEARH)

[9.1.8% 1]

- /N - S

/D, i, BAEEZEMRETHHUS, TTPRH Lbhvs 2

DD, [89BM]

11.1.18. @#UE

—_

vavy BEAH) ERH6DLNDLTLRHLDT, AHRE, 1

WERE, EAME, e, fE, BT, EETERHLbhche
WZiE G zEHICPIET 5 2

11.2. Z0thoEI1ER

L, [8.10&0]

(9.6%) J%57
(11.5%) . %
o (6.4%)

S5%LL 1~ 5%Ail 1 %A
HER A TN | AR A R
FR¥E R

Rt - At
ES

Koy EhE,
i, VREED E

JEIERIE R,
S, PPRAR

v, R P
JH ik y-GTP L5 iz % )
(9.6%) F AT 7 B —F
5
T B 25 Wi, DR
KT
VH by T (5.8%) M€, UL, | FAEEE. DN
[A (i35S
R Jit A B, WB. AL | 2R, e
(14.1%) | % | BE, ¥R BERR, 25
D FESE M2 D FEIE
(6.4%)
T - ik VUi, AhvEAE B, AEAE R
(8.3%) . il Hayg
ERjEba)
(6.4%)

5%k

1~5%Aji

1%AT

NP E

R, ISR
B, RPN
L

il

FIATA. &
i

FLERAL

TSR
AL Z 5

Z Ot JRAp23 7 1
VA= AINE:

m (20.7%)

1fn. F LR R
RIVE N,
IILIDN LSRN

%

i FPEL AR SR
EESEIEAN, i
PREZHENN, S
RN S

V) [ENE AEER (A19-2013488) 2 QWA AR 38R
(PROUD-PVikBR) YOfEFUC IS EHEZHH LT,

14, BRAELDOEE
14.1. FHAMRBEDOIE

1411, RANIM OB & DIRIEEITDRN &,

14.2. FHERERHOIE

14,21, EEHBALTMEAET U, [[l—EAL~0 KEES3T D72

WwZék,

15. ZOHDEE
15.1. BRERGEAICED CE#R

HRFRIER I I T, AR T D HUROEA N #E ST

8

16. E#ME)RE
16.1. mMARE
16.1. 1. EEKRE

HANERER A F5 1840 12AF100, 200K U300 pg: Hlml A
TG LB Mg R O BIE T A — 5 | TN
M PR E OHER 2 LU ISR

EYENHE T A —F
&5‘% Cmax AUCO—inf Tmaxﬁ—) t1,2
(ng/mL) (ng-h/mL) (h) (h)
110.73
100 pg 68.95 +
8.421+2.980 | 1927 + 1046 (95-
(N=6) 4491
170.73)
108.07
200 pg 67.11 +
3521+ 11.19 | 6517 +2251 (36-
(N=6) 51.46
168.28)
108.08
300 pg 66.52 +
41.40£15.47 | 7843 +1345 (36-
(N=6) 48.75
239.77)
P A HE AR 7
) I iE (e IME— K AE)
50.000 —8—100pg
—a— 200 pg

—&—300ug

B[ (hrs)




17. BRERALIE

17.1. AERUVEEMEIZET 55

17.1.1. ERE] 18582
TEUER) 2R IR PR SR EE /R B ME R E D Xt L Lz, EEMIE
KERERIC BN T, AFN00pg (B ReF a3 B (HU) 12k
HIRE FOLAIIS0 ng) ZHGBAELE LCQEICIRE RS L, £
DOBITIMIEF 522850 (CHR) ™2 &K+ 5 &L 950 ~500 pg?®>
FIHTLEICIE R PS5 L En™ | kK2 AHEST5S
rkanrk,
TEGHMEEE & SN2 ARAE 59K N2 A Ol sz ¢
HIEIC L DCHRZEM L7 BEOES [95%E#EXM] (%) 1%
27.6 [12.7, 47.2] (8/29f) Th -7,
BIERR B X, 100% (29291) CTh o7z, EREIEAIX, Bt
FIE 55.2% (16/295) . JEI7 27.6% (8/29%)) . A > 7L PhE
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JAN (3% 44) : Ropeginterferon Alfa-2b (Genetical Recombination)
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Ropeginterferon Alfa-2b is Interferon Alfa-2b (Genetical Recombination) analog in which Pro is attached to N-
terminus, to which two methoxy polyethylene glycol polymers (molecular weight: ca. 43,000) are bound via a linker
(pegylation site: Prol residue). Ropeginterferon Alfa-2b is a pegylated protein (molecular weight: ca. 61,000)

consisting of 166 amino acid residues.
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4-(methoxymethyl)pyrrolidin-3-yl]-5-(trifluoromethyl)phenyl}piperidine-4-carboxylic acid monophosphoric acid
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Rozanolixizumab is a recombinant humanized and chimeric anti-human neonatal Fc receptor (FCRn) monoclonal
antibody in which the H-chains are composed of complementarity-determining regions derived from rat anti-FcRn
monoclonal antibody, human framework regions and a human IgG4 constant regions and the L-chains are composed
of variable regions derived from rat anti-FcRn antibody and human IgG constant regions. The amino acid residue at
position 225 in the H-chain is substituted by Pro. Rozanolixizumab is produced in Chinese hamster ovary cells.
Rozanolixizumab is a glycoprotein (molecular weight: ca. 148,000) composed of 2 H-chains (y4-chains) consisting of

444 amino acid residues each and 2 L-chains (k-chains) consisting of 219 amino acid residues each.
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Feladilimab is a recombinant anti-human inducible T-cell costimulator (ICOS) monoclonal antibody, the
complementarity-determining regions of which are derived from mouse antibody and other regions are derived from
human IgG4. In the H-chain, the amino acid residues at positions 229 and 236 are substituted by Pro and Glu,
respectively. Feladilimab is produced in Chinese hamster ovary cells. Feladilimab is a glycoprotein (molecular weight:
ca. 148,000) composed of 2 H-chains (y4-chains) consisting of 448 amino acid residues each and 2 L-chains (k-chains)

consisting of 213 amino acid residues each.
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Lecanemab is a recombinant anti-human amyloid beta peptide monoclonal antibody, the complementarity-determining
regions of which are derived from mouse antibody and other regions are derived from human IgG1. Lecanemab is
produced in Chinese hamster ovary cells. Lecanemab is a glycoprotein (molecular weight: ca. 150,000) composed of
2 H-chains (y1-chains) consisting of 454 amino acid residues each and 2 L-chains (kx-chains) consisting of 219 amino

acid residues each.



Bk s 302-5-B9
JAN (RA4L) T a—r v F=7
JAN (3£ 4) : Deucravacitinib

2H,c” N=\
N = /N\CH3
NT N
[
N~
Z&WrNH
(0]
C20H19°H3NgO3

6-(> 7 a7/ VR FTT I R)4-[2-A FFTB3-(L-ATFNW-1H-124- R U TV —A3-A )7 =V /]-
N-CH) A F LB Y XV -3-TLRFT T 2 R
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3-carboxamide
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Sabatolimab is a recombinant anti-human T-cell immunoglobulin mucin family member 3 (TIM-3) monoclonal
antibody, the complementarity-determining regions of which are derived from mouse antibody and other regions are
derived from human IgG4. In the H-chain, the amino acid residue at position 226 is substituted by Pro, and Lys at the
C-terminus is deleted. Sabatolimab is produced in Chinese hamster ovary cells. Sabatolimab is a glycoprotein
(molecular weight: ca. 149,000) composed of 2 H-chains (y4-chains) consisting of 444 amino acid residues each and 2

L-chains (k-chains) consisting of 218 amino acid residues each.
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WHO Drug Information, Vol. 28, No. 1, 2014 Recommended INN: List 71

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 71

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 (1-109) and Recommended (1-70) International Nonproprietary Names can be found in Cumulative List
No. 15, 2013 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 71

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 'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d’'une dénomination dans les listes de DCI recommandées n’implique 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 (1-109) et recommandées (1-70) dans
la Liste récapitulative No. 15, 2013 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 71

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuacién se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacioén 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 (1-109) y Recomendadas (1-70) se encuentran
reunidas en Cumulative List No. 15, 2013 (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
DCIl Recomendada Nombre quimico o descripcion; Férmula molecular; Férmula desarrollada

abaloparatidum

abaloparatide synthetic human parathyroid hormone (37-70) analogue:
C**-methyl[22-L-glutamic acid(F>E),23-L-leucine(F>L),25-L-glutamic
acid(H>E),26-L-lysine(H>K),28-L-leucine(I>L),30-L-lysine(E>K),
31-L-leucine(I>L)]human parathyroid hormone-related protein-(1-34)-
proteinamide

abaloparatide analogue de I'hormone parathyroidienne humaine (37-70)
synthétique:
C*®-méthyl[22-L-acide glutamique(F>E),23-L-leucine(F>L),
25-L-acide glutamique(H>E),26-L-lysine(H>K),28-L-leucine(I>L),
30-L-lysine(E>K),31-L-leucine(I>L)]protéine apparentée a 'hormone
parathyroidienne humaine-(1-34)-protéinamide

abaloparatida andlogo sintético de la hormona paratiroidea humana (37-70):
C**-metil[22-L-acido glutamico(F>E),23-L-leucina(F>L),25-L-acido
glutamico(H>E),26-L-lisina(H>K),28-L-leucina(l>L),
30-L-lisina(E>K),31-L-leucina(I>L)]proteina relacionada con la
hormona paratiroidea humana-(1-34)-proteinamida

C174H300N56049

Sequence / Séquence / Secuencia
AVSEHQLLHD KGKSIQDLRR RELLEKLLXK LHTA 34

Modified residues / Résidus modifiés / Restos modificados

X HsC_ CHs A H CH,
29 X 34 L _NH,
2-methylAla H,N” COH Ala-NH2 H,N
0

abecomotidum

abecomotide human insulin-like growth factor 2 mRNA-binding protein 3 (IMP-3,
hKOC)-(508-513)-peptide (part of the KH4 domain):
L-lysyl-L-threonyl-L-valyl-L-asparaginyl-L-a-glutamyl-L-leucyl-
L-glutaminyl-L-asparaginyl-L-leucine

abécomotide protéine 3, se liant a 'ARN messager, du facteur 2 de croissance
humain analogue de l'insuline (IMP-3, hKOC)-(508-513)-peptide
(partie du domaine KH4):
L-lysyl-L-thréonyl-L-valyl-L-asparaginyl-L-a-glutamyl-L-leucyl-
L-glutaminyl-L-asparaginyl-L-leucine

abecomotida proteina 3, que se une al ARN mensajero del factor 2 de crecimiento
humano analogo de la insulina (IMP-3, hKOC)-(508-513)-péptido
(parte del dominio KH4) :
L-lisil-L-treonil-L-valil-L-asparaginil-L-a-glutamil-L-leucil-L-glutaminil-
L-asparaginil-L-leucina

CiysH79N13046

Sequence / Séquence / Secuencia
KTVNELQONL 9
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abituzumabum #
abituzumab

abituzumab

abituzumab

immunoglobulin G2-kappa, anti-[Homo sapiens ITGAV (integrin
alphaV, CD51)], humanized monoclonal antibody;

gamma2 heavy chain (1-447) with IGHG1 hinge region [humanized
VH (Homo sapiens IGHV1-46*01 (77.30%) -(IGHD)-IGHJ6*01)
[8.8.11] (1-118) -Homo sapiens IGHG (IGHG2*03 CH1 (119-216),
IGHG1 hinge C5>S (221) (217-231), IGHG2*03 CH2 F84.3>A (296),
N84.4>Q (297) (232-340), CH3 (341-445), CHS (446-447)) (119-
447)], (132-214")-disulfide with kappa light chain (1'-214') [humanized
V-KAPPA (Homo sapiens IGKV1-33*01 (86.30%) -IGKJ2*01) [6.3.9]
(1'-107') -Homo sapiens IGKC*01 (108'-214")]; dimer (227-227":230-
230")-bisdisulfide

immunoglobuline G2-kappa, anti-[Homo sapiens ITGAV (intégrine
alphaV, CD51)], anticorps monoclonal humanisé;

chaine lourde gamma2 (1-447) avec une région charniére IGHG1
[VH humanisé (Homo sapiens IGHV1-46*01 (77.30%) -(IGHD)-
IGHJ6*01) [8.8.11] (1-118) -Homo sapiens IGHG (IGHG2*03 CH1
(119-216), IGHG1 charniére C5>S (221) (217-231), IGHG2*03 CH2
F84.3>A (296), N84.4>Q (297) (232-340), CH3 (341-445), CHS
(446-447)) (119-447)], (132-214")-disulfure avec la chaine Iégére
kappa (1'-214") [V-KAPPA humanisé (Homo sapiens IGKV1-33*01
(86.30%) -IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-
214")]; dimére (227-227":230-230")-bisdisulfure

inmunoglobulina G2-kappa, anti-[ ITGAV (integrina alfaV, CD51) de
Homo sapiens], anticuerpo monoclonal humanizado; cadena pesada
gammaz2 (1-447) con una region bisagra GHG1 [VH humanizada
(Homo sapiens IGHV1-46*01 (77.30%) -(IGHD)-IGHJ6*01) [8.8.11]
(1-118) -Homo sapiens IGHG (IGHG2*03 CH1 (119-216), IGHG1
bisagra C5>S (221) (217-231), IGHG2*03 CH2 F84.3>A (296),
N84.4>Q (297) (232-340), CH3 (341-445), CHS (446-447)) (119-
447)], (132-214")-disulfuro con la cadena ligera kappa (1'-214")
[V-KAPPA humanizada (Homo sapiens IGKV1-33*01 (86.30%) -
IGKJ2*01) [6.3.9] (1'-107') -Homo sapiens IGKC*01 (108'-214")];
dimero (227-227":230-230")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLQQSGGE LAKPGASVKV SCKASGYTFS SFWMHWVRQA PGQGLEWIGY 50
INPRSGYTEY NEIFRDKATM TTDTSTSTAY MELSSLRSED TAVYYCASFL 100
GRGAMDYWGQ GTTVTVSSAS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSNEGTQTYT 200
CNVDHKPSNT KVDKTVEPKS SDKTHTCPPC PAPPVAGPSV FLEFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVQFNWYVD GVEVHNAKTK PREEQAQSTF 300
RVVSVLTVVH QDWLNGKEYK CKVSNKGLPA PIEKTISKTK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPMLDS 400
DGSFFLYSKL TVDKSRWQQG NVEFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQDIS NYLAWYQQKP GKAPKLLIYY 50
TSKIHSGVPS RFSGSGSGTD YTFTISSLQP EDIATYYCQQ GNTFPYTFGQ 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 (C23-C104) 22-96  145-201  261-321  367-425
22"-96" 145"-201" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-88' 134'-194'
23M.88M  134"-194™
Inter-H-L (CHI 10-CL 126) 132-214' 132"-214™
Inter-H-H (h 11, h 14) 227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
None (owing to amino acid change: H CH2 N84.4>Q (297)), aucun (dii au changement
d'acide aminé), ninguno (a causa del cambio de acido amino)
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acalisibum
acalisib

acalisib

acalisib

aftobetinum
aftobetin

aftobétine

aftobetina

alicdamotidum
alicdamotide

alicdamotide

alicdamotida

6-fluoro-3-phenyl-2-[(1S)-1-(7H-purin-6-ylamino)ethyl]quinazolin-
4(3H)-one

6-fluoro-3-phényl-2-[(1S)-1-(7H-purin-6-ylamino)éthyl]quinazolin-
4(3H)-one

6-fluoro-3-fenil-2-[(1S)-1-(7 H-purin-6-ilamino)etil]quinazolin-
4(3H)-ona

C21H16FN7O

2-[2-(2-methoxyethoxy)ethoxylethyl (2E)-2-cyano-3-[6-(piperidin-
1-yl)naphthalen-2-yl]prop-2-enoate

(2E)-2-cyano-3-[6-(pipéridin-1-yl)naphtalén-2-yllprop-2-énoate de
2-[2-(2-méthoxyéthoxy)éthoxyléthyle

(2E)-2-ciano-3-[6-(piperidin-1-il)naftalen-2-iljprop-2-enoato de
2-[2-(2-metoxietoxi)etoxi]etilo

Ca2sH32N205 1208971-05-4

(0]

OO CN oL
O\l CHs

human kinetochore protein Nuf2 (cell division cycle-associated
protein 1)-(55-64)-peptide

protéine cinétochore Nuf2 humaine (protéine 1 associée au cycle de
la division cellulaire)-(55-64)-peptide

proteina humana de cinetocoro Nuf2 (proteina 1 asociada al ciclo de
division celular)-(55-64)-péptido

Cs4HgoN14013

Sequence / Séquence / Secuencia
VYGIRLEHF 9
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anetumabum ravtansinum #
anetumab ravtansine

anétumab ravtansine

anetumab ravtansina

immunoglobulin G1-lambda2, anti-[Homo sapiens MSLN
(mesothelin, pre-pro-megakaryocyte-potentiating factor,
megakaryocyte potentiating factor, MPF, CAK1)], Homo sapiens
monoclonal antibody conjugated to maytansinoid DM4;

gamma heavy chain (1-450) [Homo sapiens VH (IGHV5-51*01
(94.90%) -(IGHD)-IGHJ4*01) [8.8.13] (1-120) -IGHG1*01 (CH1 (121-
218), hinge (219-233), CH2 (234-343), CH3 (344-448), CHS (449-
450)) (121-450)], (223-216")-disulfide with lambda light chain (1'-
217") [Homo sapiens V-LAMBDA (IGLV2-14*01 (95.60%) -IGLJ2*01)
[9.3.11] (1'-111") -IGLC2*01 A43>G (155) (112'-217")]; dimer (229-
229":232-232")-bisdisulfide; conjugated, on an average of 3 lysyl, to
maytansinoid DM4 [N*-deacetyl-N*-(4-mercapto-4-methyl-
1-oxopentyl)-maytansine] via the reducible SPDB linker
[N-succinimidyl 4-(2-pyridyldithio)butanoate]

For the ravtansine part, please refer to the document "INN for
pharmaceutical substances: Names for radicals, groups and others™
immunoglobuline G1-lambda2, anti-[Homo sapiens MSLN
(mésothéline, facteur de potentialisation du pré-pro-mégacaryocyte,
facteur de potentialisation des mégacaryocytes, MPF, CAK1)], Homo
sapiens anticorps monoclonal conjugué au maytansinoide DM4;
chaine lourde gamma1 (1-450) [Homo sapiens VH (IGHV5-51*01
(94.90%) -(IGHD)-IGHJ4*01) [8.8.13] (1-120) -IGHG1*01 (CH1 (121-
218), charniere (219-233), CH2 (234-343), CH3 (344-448), CHS
(449-450)) (121-450)], (223-216'")-disulfure avec la chaine légere
lambda (1'-217') [Homo sapiens V-LAMBDA (IGLV2-14*01 (95.60%)
-IGLJ2*01) [9.3.11] (1-111") -IGLC2*01 A43>G (155) (112'-217")];
dimeére 229-229":232-232")-bisdisulfure; conjugué, sur 3 lysyl en
moyenne, au maytansinoide DM4 [Nz-déacétyl-l\lz-(4-mercapto-
4-méthyl-1-oxopentyl)-maytansine] via le linker SPDB réductible
[4-(2-pyridyldithio)butanoate de N-succinimidyle]

Pour la partie ravtansine, veuillez-vous référer au document "INN for
pharmaceutical substances: Names for radicals, groups and

"

others™.

inmunoglobulina G1-lambda2, anti-[MSLN de Homo sapiens
(mesotelina, factor de potenciacién del pre-pro-megacariocito, factor
de potenciacién de megacariocitos, MPF, CAK1)], anticuerpo
monoclonal de Homo sapiens conjugado con el maitansinoide DM4;
cadena pesada gamma1 (1-450) [Homo sapiens VH (IGHV5-51*01
(94.90%) -(IGHD)-IGHJ4*01) [8.8.13] (1-120) -IGHG1*01 (CH1 (121-
218), bisagra (219-233), CH2 (234-343), CH3 (344-448), CHS (449-
450)) (121-450)], (223-216")-disulfuro con la cadena ligera lambda
(1'-217') [Homo sapiens V-LAMBDA (IGLV2-14*01 (95.60%) -
IGLJ2*01) [9.3.11] (1-111") -IGLC2*01 A43>G (155) (112'-217")];
dimere 229-229":232-232")-bisdisulfuro; conjugado, en tres restos
lisil por término medio, con el maitansinoide DM4 [N?*-desacetil-
-(4-mercapto-4-metil-1-oxopentil)-maitansina] mediante el
conector SPDB reducible [4-(2-piridilditio)butanoato de
N-succinimidilo]
La informacién sobre la ravtansina, la encontraran en el documento
"INN for pharmaceutical substances: Names for radicals, groups and

"

others™.
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anifrolumabum #
anifrolumab

anifrolumab

anifrolumab

Heavy chain / Chaine lourde / Cadena pesada

QVELVQSGAE VKKPGESLKI SCKGSGYSFT SYWIGWVRQA PGKGLEWMGI 50
IDPGDSRTRY SPSFQGQVTI SADKSISTAY LQWSSLKASD TAMYYCARGQ 100
LYGGTYMDGW GQGTLVTVSS ASTKGPSVEFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légére / Cadena ligera

DIALTQPASV SGSPGQSITI SCTGTSSDIG GYNSVSWYQQ HPGKAPKLMI 50
YGVNNRPSGV SNRFSGSKSG NTASLTISGL QAEDEADYYC SSYDIESATP 100
VFGGGTKLTV LGQPKAAPSV TLFPPSSEEL QANKATLVCL ISDFYPGAVT 150
VAWKGDSSPV KAGVETTTPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV 200
THEGSTVEKT VAPTECS 217

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 22'-90' 139'-198'
22"-90™ 139™-198™
Inter-H-L (h 5-CL 126) 223-216' 223"-216"
Inter-H-H (h 11, h 14)  229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:

300, 300"

For the ravtansine part, please refer to the d "INN for pha ! : Names for radicals,
groups and others"

Pour la partie ravtansine, veuillez vous référer au d "INN for ph i b Names for
radicals, groups and others"*.

Para la fraccion ravtansina, se pueden dirigir al ds "INN for phar i b es: Names for

radicals, groups and others"*.

immunoglobulin G1-kappa, anti-[Homo sapiens IFNAR1 (interferon
alpha, beta and omega receptor 1, interferon alpha/beta receptor 1)],
Homo sapiens monoclonal antibody;

gamma1 heavy chain (1-447) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ2*01) [8.8.10] (1-117) -IGHG1*01 (CH1 (118-
215), hinge (216-230), CH2 L1.3>F (234), L1.2>E (235), P116>S
(331) (231-340), CH3 (341-445), CHS (446-447)) (118-447)], (220-
215")-disulfide with kappa light chain (1'-215") [Homo sapiens
V-KAPPA (IGKV3-20*01 (94.70%) -IGKJ5*01) [7.3.9] (1'-108'") -
IGKC*01 (109'-215")]; dimer (226-226":229-229")-bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens IFNAR1 (récepteur
1 de l'interféron alpha, béta and oméga, récepteur de l'interféron
alpha/béta)], Homo sapiens anticorps monoclonal;

chaine lourde gamma1 (1-447) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ2*01) [8.8.10] (1-117) -IGHG1*01 (CH1 (118-
215), charniere (216-230), CH2 L1.3>F (234), L1.2>E (235), P116>S
(331) (231-340), CH3 (341-445), CHS (446-447)) (118-447)], (220-
215'")-disulfure avec la chaine légere kappa (1'-215') [Homo sapiens
V- KAPPA (IGKV3-20*01 (94.70%) -IGKJ5*01) [7.3.9] (1'-108') -
IGKC*01 (109'-215")]; dimére (226-226":229-229")-bisdisulfure

inmunoglobulina G1-kappa, anti-[IFNAR1 de Homo sapiens
(receptor 1 de interferén alfa, beta and omega, receptor de interferén
alfa/beta)], anticuerpo monoclonal de Homo sapiens ;

cadena pesada gamma1 (1-447) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ2*01) [8.8.10] (1-117) -IGHG1*01 (CH1 (118-
215), bisagra (216-230), CH2 L1.3>F (234), L1.2>E (235), P116>S
(331) (231-340), CH3 (341-445), CHS (446-447)) (118-447)], (220-
215")-disulfuro con la cadena ligera kappa (1'-215') [Homo sapiens
V- KAPPA (IGKV3-20*01 (94.70%) -IGKJ5*01) [7.3.9] (1'-108") -
IGKC*01 (109'-215")]; dimero (226-226":229-229")-bisdisulfuro
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artefenomelum
artefenomel

artéfénomel

artefenomel

asapiprantum
asapiprant

asapiprant

asapiprant

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGAE VKKPGESLKI SCKGSGYIFT NYWIAWVRQM PGKGLESMGI 50
IYPGDSDIRY SPSFQGQVTI SADKSITTAY LQWSSLKASD TAMYYCARHD 100
IEGFDYWGRG TLVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 200
NVNHKPSNTK VDKRVEPKSC DKTHTCPPCP APEFEGGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVKEFNWYVD GVEVHNAKTK PREEQYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA SIEKTISKAK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légére / Cadena ligera

EIVLTQSPGT LSLSPGERAT LSCRASQSVS SSFFAWYQQK PGQAPRLLIY 50
GASSRATGIP DRLSGSGSGT DFTLTITRLE PEDFAVYYCQ QYDSSAITFG 100
QGTRLEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSFEF NRGEC 215

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  144-200  261-321  367-425
22"-96" 144"-200" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-89' 135'-195'
23M.89"  35M.195™
Inter-H-L (h 5-CL 126) 220-215' 220"-215™
Inter-H-H (h 11, h 14)  226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:
297,297"

4-{2-{4-(cis-dispiro[adamantane-2,3'-[1,2,4]trioxolane-
5',1"-cyclohexane]-4"-yl)phenoxylethyl}morpholine

4-{2-{4-(cis-dispiro[adamantane-2,3'-[1,2,4]trioxolane-
5',1"-cyclohexane]-4"-yl)phénoxy]éthyl}morpholine

4-{2-{4-(cis-diespiro[adamantano-2,3'-[1,2,4]trioxolano-
5',1"-ciclohexano]-4"-il)fenoxiletil}morfolina

CagH39NOs

2-[2-(oxazol-2-yl)-5-(4-{4-[(propan-
2-yl)oxy]benzenesulfonyl}piperazin-1-yl)phenoxylacetic acid

acide 2-[2-(oxazol-2-yl)-5-(4-{4-[(propan-
2-yl)oxy]benzénesulfonyl}pipérazin-1-yl)phénoxylacétique

acido 2-[2-(oxazol-2-il)-5-(4-{4-[(propan-
2-il)oxi]bencenosulfonil}piperazin-1-il)fenoxilacético

C24H27N307S

V&

S
CHs \N/ﬁ
N (0] CO,H
Hsc)\o K/ \©i(\/ 2
N
~
O\/>
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axelopranum
axelopran

axélopran

axelopran

basimglurantum
basimglurant

basimglurant

basimglurant

binimetinibum
binimetinib

binimétinib

binimetinib

3-{(1R,3r,5S)-8-(2-{cyclohexylmethyl[(2S)-2,3-
dihydroxypropanoyllamino}ethyl)-8-azabicyclo[3.2.1]octan-
3-yl}benzamide

3-[(1R,3r,5S)-8-(2-{(cyclohexylméthyl)[(2S)-2,3-
dihydroxypropanoyllamino}éthyl)-8-azabicyclo[3.2.1]octan-
3-yllbenzamide

3-{(1R,3r,5S)-8-(2-{ciclohexilmetil[(2S)-2,3-

dihidroxipropanoillamino}etil)-8-azabiciclo[3.2.1]octan-3-il}benzamida

C26H39N304

HoN

2-chloro-4-{2-[1-(4-fluorophenyl)-2,5-dimethyl-1H-imidazol-
4-yllethynyl}pyridine

2-chloro-4-{2-[1-(4-fluorophényl)-2,5-diméthyl-1H-imidazol-
4-ylléthynyl}pyridine

2-cloro-4-{2-[1-(4-fluorofenil)-2,5-dimetil-1H-imidazol-4-il]etin-
1-il}piridina

C1gH13CIFN;
Cl
NZ |
N CHj
% = F
N
N><

CH3

5-[(4-bromo-2-fluorophenyl)amino]-4-fluoro-N-(2-hydroxyethoxy)-

1-methyl-1H-benzimidazole-6-carboxamide

5-[(4-bromo-2-fluorophényl)amino]-4-fluoro-N-(2-hydroxyéthoxy)-

1-méthyl-1H-benzimidazole-6-carboxamide

5-[(4-bromo-2-fluorofenil)amino]-4-fluoro-N-(2-hidroxietoxi)-1-metil-

1H-benzoimidazol-6-carboxamida
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ceralifimodum
ceralifimod

céralifimod

ceralifimod

ceritinibum
ceritinib

céritinib

ceritinib

codrituzumabum #
codrituzumab

Ci7H15BrF2N4O3

H
E 0, N\O/\/OH
H
N
Br F N—CHs
N=/

1-({6-[(2-methoxy-4-propylphenyl)methoxy]-1-methyl-
3,4-dihydronaphthalen-2-yl}methyl)azetidine-3-carboxylic acid

acide 1-({6-[(2-méthoxy-4-propylphényl)méthoxy]-1-méthyl-
3,4-dihydronaphtalén-2-yl}méthyl)azétidine-3-carboxylique

acido 1-({1-metil-6-[(2-metoxi-4-propilfenil)metoxi]-
3,4-dihidronaftalen-2-il}metil)azetidina-3-carboxilico

CZ7H33N04

/\/©f\o
H3C OCHg

5-chloro-N*-{5-methyl-4-(piperidin-4-yl)-2-[(propan-2-yl)oxylphenyl}-
N*-[2-(propane-2-sulfonyl)phenyl]pyrimidine-2,4-diamine

LT T
COH

5-chloro-N*-{5-méthyl-4-(pipéridin-4-yl)-2-[(propan-2-ylJoxy]phényl}-
N-[2-(propane-2-sulfonyl)phényl]pyrimidine-2,4-diamine

5-cloro-N?-{5-metil-4-(piperidin-4-il)-2-[(propan-2-il)oxilfenil}-
N"-[Z-(propano-Z-suIfonil)fenil]pirimidina-2,4-diamina

C2H36CINsO3S

CHg

.

immunoglobulin G1-kappa, anti-[Homo sapiens GPC3 (glypican 3)],
humanized monoclonal antibody;

gamma heavy chain (1-445) [humanized VH (Homo sapiens
IGHV1-46*01 (82.70%) -(IGHD)-IGHJ5*02) [8.8.8] (1-115) -Homo
sapiens IGHG1*01 (CH1 (116-213, hinge (214-228), CH2 (229-338),
CH3 (339-443), CHS (444-445)) (116-445)], (218-219")-disulfide with
kappa light chain (1'-219') [humanized V-KAPPA (Homo sapiens
IGKV2-28*01 (86.00%) -IGKJ2*01) [11.3.9] (1-112") -Homo sapiens
IGKC*01 (113'-219")]; dimer (224-224":227-227")-bisdisulfide

79



Recommended INN: List 71

WHO Drug Information, Vol. 28, No. 1, 2014

codrituzumab

codrituzumab

coltuximabum ravtansinum #
coltuximab ravtansine

immunoglobuline G1-kappa, anti-[Homo sapiens GPC3 (glypicane
3)], anticorps monoclonal humanisé;

chaine lourde gamma1 (1-445) [VH humanisé (Homo sapiens
(Homo sapiens IGHV1-46*01 (82.70%) -(IGHD)-IGHJ5*02) [8.8.8]
(1-115) -Homo sapiens IGHG1*01 (CH1 (116-213, charniére (214-
228), CH2 (229-338), CH3 (339-443), CHS (444-445)) (116-445)],
(218-219")-disulfure avec la chaine légére kappa (1'-219') [V-KAPPA
humanisé (Homo sapiens IGKV2-28*01 (86.00%) -IGKJ2*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimére (224-
224":227-227")-bisdisulfure

inmunoglobulina G1-kappa, anti-[GPC3 (glipicano 3) de Homo
sapiens], anticuerpo monoclonal humanizado;

cadena pesada gamma1 (1-445) [VH humanizado (Homo sapiens
(Homo sapiens IGHV1-46*01 (82.70%) -(IGHD)-IGHJ5*02) [8.8.8]
(1-115) -Homo sapiens IGHG1*01 (CH1 (116-213, bisagra (214-
228), CH2 (229-338), CH3 (339-443), CHS (444-445)) (116-445)],
(218-219'")-disulfuro con la cadena ligera kappa (1'-219') [V-KAPPA
humanizado (Homo sapiens IGKV2-28*01 (86.00%) -IGKJ2*01)
[11.3.9] (1"-112') -Homo sapiens IGKC*01 (113'-219")];dimero (224-
224":227-227")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT DYEMHWVRQA PGQGLEWMGA 50
LDPKTGDTAY SQKFKGRVTL TADKSTSTAY MELSSLTSED TAVYYCTRFY 100
SYTYWGQGTL VTVSSASTKG PSVFPLAPSS KSTSGGTAAL GCLVKDYFPE 150
PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS LGTQTYICNV 200
NHKPSNTKVD KKVEPKSCDK THTCPPCPAP ELLGGPSVFL FPPKPKDTLM 250
ISRTPEVTCV VVDVSHEDPE VKENWYVDGV EVHNAKTKPR EEQYNSTYRV 300
VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKGQ PREPQVYTLP 350
PSRDELTKNQ VSLTCLVKGF YPSDIAVEWE SNGQPENNYK TTPPVLDSDG 400
SFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS LSPGK 445

Light chain / Chaine légere / Cadena ligera

DVVMTQSPLS LPVTPGEPAS ISCRSSQSLV HSNRNTYLHW YLQKPGQSPQ 50
LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCSQNTHVP 100
PTFGQGTKLE 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 (C23-C104) 22-96  142-198  259-319  365-423
22"-96" 142"-198" 259"-319" 365"-423"
Intra-L (C23-C104) 23'-93'  139'-199'
23".03"  139".199"
Inter-H-L (h 5-CL 126) 218-219' 218"-219"
Inter-H-H (h 11, h 14)  224-224" 227-227"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:
295, 295"

immunoglobulin G1-kappa, anti-[Homo sapiens CD19 (B lymphocyte
surface antigen B4, Leu-12)], chimeric monoclonal antibody
conjugated to maytansinoid DM4;

gamma heavy chain (1-450) [Mus musculus VH (IGHV1-69*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) -Homo sapiens IGHG1*01 (CH1
(121-218), hinge (219-233), CH2 (234-343), CH3 (344-448), CHS
(449-450)) (121-450)], (223-211")-disulfide with kappa light chain (1'-
211") [Mus musculus V-KAPPA (IGKV4-70*01 -IGKJ1*01) [5.3.7] (1'-
104") -Homo sapiens IGKC*01 (105'-211")]; dimer (229-229":232-
232")-bisdisulfide; conjugated, on an average of 3 to 4 lysyl, to
maytansinoid DM4 [N*-deacetyl-N?-(4-mercapto-4-methyl-
1-oxopentyl)-maytansine] via the reducible SPDB linker [N-
succinimidyl 4-(2-pyridyldithio)butanoate]

For the ravtansine part, please refer to the document "INN for
pharmaceutical substances: Names for radicals, groups and others"*
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coltuximab ravtansine

coltuximab ravtansina

immunoglobuline G1-kappa, anti-[Homo sapiens CD19 (antigéne de
surface B4 des lymphocytes B, Leu-12)], anticorps monoclonal
chimérique conjugué au maytansinoide DM4;

chaine lourde gamma1 (1-450) [Mus musculus VH (IGHV1-69*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) -Homo sapiens IGHG1*01 (CH1
(121-218), charniere (219-233), CH2 (234-343), CH3 (344-448),
CHS (449-450)) (121-450)], (223-211")-disulfure avec la chaine
Iégére kappa (1'-211") [Mus musculus V-KAPPA (IGKV4-70*01 -
IGKJ1*01) [5.3.7] (1'-104') -Homo sapiens IGKC*01 (105'-211")];
dimere (229-229":232-232")-bisdisulfure; conjugué, sur 3 a 4 lysyl en
moyenne, au maytansinoide DM4 [N?-déacétyl-N*-(4-mercapto-
4-méthyl-1-oxopentyl)-maytansine] via le linker SPDB réductible [4-
(2-pyridyldithio)butanoate de N-succinimidyle]

Pour la partie ravtansine, veuillez-vous référer au document "INN for
pharmaceutical substances: Names for radicals, groups and

"

others™.

inmunoglobulina G1-kappa, anti-[CD19 de Homo sapiens (antigeno
de superficie B4 de los linfocitos B, Leu-12)], anticuerpo monoclonal
quimérico conjugado con el maitansinoide DM4;

cadena pesada gamma1 (1-450) [Mus musculus VH (IGHV1-69*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) -Homo sapiens IGHG1*01 (CH1
(121-218), bisagra (219-233), CH2 (234-343), CH3 (344-448), CHS
(449-450)) (121-450)], (223-211")-disulfuro con la cadena ligera
kappa (1'-211') [Mus musculus V-KAPPA (IGKV4-70*01 -IGKJ1*01)
[5.3.7] (1'-104') -Homo sapiens IGKC*01 (105'-211")]; dimero (229-
229":232-232")-bisdisulfuro;conjugado en 3 -4 restos lisil por término
medio, con el maitansinoide DM4 [Nz-desacetiI-NZ-(4-mercapto-
4-metil-1-oxopentil)-maitansina] mediante un conector SPDB
reducible [4-(2-piridilditio)butanoato de N-succinimidilo]

La informacion sobre la ravtansina, la encontraran en el documento
"INN for pharmaceutical substances: Names for radicals, groups and

"

others™.

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQPGAE VVKPGASVKL SCKTSGYTFT SNWMHWVKQA PGQGLEWIGE 50
IDPSDSYTNY NQNFQGKAKL TVDKSTSTAY MEVSSLRSDD TAVYYCARGS 100
NPYYYAMDYW GQGTSVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine 1égere / Cadena ligera

EIVLTQSPAI MSASPGERVT MTCSASSGVN YMHWYQQKPG TSPRRWIYDT 50
SKLASGVPAR FSGSGSGTDY SLTISSMEPE DAATYYCHQR GSYTFGGGTK 100
LEIKRTVAAP SVFIFPPSDE QLKSGTASVV CLLNNFYPRE AKVQWKVDNA 150
LQOSGNSQESV TEQDSKDSTY SLSSTLTLSK ADYEKHKVYA CEVTHQGLSS 200
PVTKSFNRGE C 211

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-87' 131'-191'
23M.87" 131".191™
Inter-H-L (h 5-CL 126) 223-211' 223"-211"
Inter-H-H (h 11, h 14)  229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84.4:

300, 300"

For the ravtansine part, please refer to the document "INN for pharmaceutical substances:
Names for radicals, groups and others"*

Pour la partie ravtansine, veuillez vous référer au document "INN for pharmaceutical
substances: Names for radicals, groups and others"*.

Para la fraccion ravtansina, se pueden dirigir al documento "INN for pharmaceutical
substances: Names for radicals, groups and others"*.
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damoctocogum alfa pegolum #
damoctocog alfa pegol

damoctocog alfa pégol

damoctocog alfa pegol

recombinant DNA derived pegylated B domain deleted human blood
coagulation factor VIII (single protein chain) analogue, produced in

BHK21 cells (glycoform alfa):
des-(743-1636)-[1804-[S-(1-{3-[(3-{2,3-bis[w-
methoxypoly(oxyethylene)]propoxy}propyl)amino]-3-oxopropyl}-
2,5-dioxopyrrolidin-3-yl)-L-cysteine](K>C)lhuman coagulation factor

Vil

analogue du facteur de coagulation sanguine VIII humain amputé du
domaine B (une seule chaine protéique), produit par des cellules
BHK21 a partir d'’ADN recombinant (glycoforme alfa) :
dés-(743-1636)-[1804-[S-(1-{3-[(3-{2,3-bis[w-

méthoxypoly(oxyéthylene)]propoxy}propyl)amino]-3-oxopropyl}-
2,5-dioxopyrrolidin-3-yl)-L-cystéine](K>C)]facteur VIII de coagulation

humain

analogo del factor VIII de coagulacion humano privado del domanio
B (una sola cadena proteica), producido por células BHK21 a partir

de ADN recombinante (glicoforma alfa) :

des-(743-1636)-[1804-[S-(1-{3-[(3-{2,3-bis[w-
metoxipoli(oxietileno)]propoxi}propil)amino]-3-oxopropil}-
2,5-dioxopirrolidin-3-il)-L-cisteina](K>C)]factor VIII de coagulacion

humano

Single chain protein / Protéine monocaténaire / Proteina monocatenaria (1438 AA)
LGELPVDARF PPRVPKSFPF NTSVVYKKTL
LLGPTIQAEV YDTVVITLKN MASHPVSLHA
REKEDDKVFP GGSHTYVWQV LKENGPMASD
GLIGALLVCR EGSLAKEKTQ TLHKFILLFA
DAASARAWPK MHTVNGYVNR SLPGLIGCHR
LEGHTFLVRN HRQASLEISP ITFLTAQTLL
EAYVKVDSCP EEPQLRMKNN EEAEDYDDDL
IRSVAKKHPK TWVHYIAAEE EDWDYAPLVL
RKYKKVRFMA YTDETFKTRE AIQHESGILG
RPYNIYPHGI TDVRPLYSRR LPKGVKHLKD
PTKSDPRCLT RYYSSFVNME RDLASGLIGP
RNVILFSVFD ENRSWYLTEN IQRFLPNPAG
VFDSLQLSVC LHEVAYWYIL SIGAQTDFLS
FPFSGETVFM SMENPGLWIL GCHNSDFRNR
DSYEDISAYL LSKNNAIEPR SF

SQNP PVLKRHQREI
EMKKEDFDIY DEDENQSPRS FQKKTRHYFI
RAQSGSVPQF KKVVFQEFTD GSFTQPLYRG
IMVTFRNQAS RPYSFYSSLI SYEEDQRQGA
HHMAPTKDEF DCKAWAYFSD VDLEKDVHSG
VTVQEFALFF TIFDETKSWY FTENMERNCR
INGYIMDTLP GLVMAQDQRI RWYLLSMGSN
YKMALYNLYP GVFETVEMLP SKAGIWRVEC
CQTPLGMASG HIRDFQITAS GQYGQWAPKL
IKVDLLAPMI THGIKTQGAR QKFSSLYISQ
GTLMVFFGNV DSSGIKHNIF NPPIIARYIR
LNSCSMPLGM ESKAISDAQI TASSYFTNMF
PQVNNPKEWL QVDFQKTMKV TGVTTQGVKS
WTLFFQONGKV KVFQGNQDSF TPVVNSLDPP

ATRRYYLGAV
FVEFTDHLEN
VGVSYWKASE
PLCLTYSYLS
VFDEGKSWHS
KSVYWHVIGM
MDLGQFLLFC
TDSEMDVVRF
APDDRSYKSQ
PLLYGEVGDT
FPILPGEIFK
LLICYKESVD
VQLEDPEFQA
VFFSGYTFKH
GMTALLKVSS

TRTTLOSDQE
AAVERLWDYG
ELNEHLGLLG
EPRCNFVKPN
LIGPLLVCHT
APCNIQMEDP
ENIHSIHFSG
LIGEHLHAGM
ARLHYSGSIN
FIIMYSLDGK
LHPTHYSIRS
ATWSPSKARL
LLTSMYVKEF
LLTRYLRIHP

ELSWDYMQSD
IAKPRPPWMG
GREYDDQTSQ
HVDLVKDLNS
ETKNSLMQDR
GTTPEVHSIF
HISSHOHDGM
DDDNSPSFIQ
YLNNGPQRIG
LLIIFKNQAS
YKWTVTVEDG
ORGNQIMSDK
SNIMHSINGY
KMVYEDTLTL
CDKNTGDYYE

EIDYDDTISV
MSSSPHVLRN
PYIRAEVEDN
ETKTYFWKVQ
NTLNPAHGRQ
TFKENYRFHA
HVFTVRKKEE
STLFLVYSNK
AWSTKEPFSW
KWQTYRGNST
TLRMELMGCD
HLQGRSNAWR
LISSSQDGHQ
OSWVHQIALR

MEVLGCEAQD LY

50
100
150
200
250
300
350
400
450
500
550
600
650
700
742
1650
1700
1750
1800
1850
1900
1950
2000
2050
2100
2150
2200
2250
2300
2332

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
153-179 248-329 528-554 630-711 1832-1858 1899-1903 2021-2169 2174-2326

Modified residues / Résidus modifiés / Restos modificados

Y HOL_.O
346, 718,719,723, 1664 , 1680 P H NH,
oo 2
COH

O-sulfoTyr

o
S-(pegol)Cys cho{/\/ »

c
1804

HyN

Glycosylation sites / Sites de glycosylation / Posiciones de glicosilacion
Asn-41 Asn-239 Asn-1810 Asn-2118

H
S,
"

CO,H
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dasabuvirum
dasabuvir

dasabuvir

dasabuvir

decoglurantum
decoglurant

décoglurant

decoglurant

dianexinum #
dianexin

dianexine

N-(6-{3-tert-butyl-5-[2,4-dioxo-3,4-dihydropyrimidin-1(2H)-yl]-
2-methoxyphenyl}naphthalen-2-yl)methanesulfonamide

N-(6-{3-tert-butyl-5-[2,4-dioxo-3,4-dihydropyrimidin-1(2H)-yl]-
2-méthoxyphényl}naphtalén-2-yl)méthanesulfonamide

N-(6-{3-terc-butil-5-[2,4-dioxo-3,4-dihidropirimidin-1(2H)-il]-
2-metoxifenil}naftalen-2-il)metanosulfonamida

CZGH27NSOSS

H
N

O AN \S/CHS
2\
HN\n/N (She
g
OCHj3

CHgy

HC Teom,

5-[2-[7-(trifluoromethyl)-5-[4-(trifluoromethyl)phenyllpyrazolo[1,5-
a]pyrimidin-3-yllethynyl]pyridin-2-amine

5-(2-{7-(trifluorométhyl)-5-[4-(trifluorométhyl)phényllpyrazolo[1,5-
a)pyrimidin-3-yl}ethynyl)pyridin-2-amine

5-(2-{7-(trifluorometil)-5-[4-(trifluorometil)fenil]pirazolo[1,5-a]pirimidin-
3-il}etinil)piridin-2-amina

Cz1H14FsNs o
3
HoN N
|
N A N=
% _ /
N
=y CF

recombinant DNA derived annexin A5 dimer covalently linked by a
14 residues peptide linker, produced in Escherichia coli
(nonglycosylated):

L-methionyl-human annexin A5 fusion protein with glycyl-L-seryl-
L-leucyl-L-a-glutamyl-L-valyl-L-leucyl-L-phenylalanyl-
L-glutaminylglycyl-L-prolyl-L-serylglycyl-L-lysyl-L-leucyl-human
annexin A5

dimeére de I'annexine A5 liées de fagon covalente par une chaine
peptidique de 14 acides aminés, produit par Escherichia coli a partir
d'ADN recombinant (non glycosylé) :

L-méthionyl-annexine A5 humaine protéine de fusion avec la glycyl-
L-séryl-L-leucyl-L-a-glutamyl-L-valyl-L-leucyl-L-phénylalanyl-
L-glutaminylglycyl-L-prolyl-L-sérylglycyl-L-lysyl-L-leucyl-annexine A5
humaine
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dianexina

dinutuximabum #
dinutuximab

dinutuximab

dinutuximab

dimero de la anexina A5 covalentemente unido por una cadena
peptidica de 14 aminoacidos, producido por Escherichia coli a partir
de ADN recombinante (no glicosilado) :

L-metionil-anexina A5 humana proteina de fusion con la glicil-L-seril-
L-leucil-L-a-glutamil-L-valil-L-leucil-L-fenilalanil-L-glutaminilglicil-
L-prolil-L-serilglicil-L-lisil-L-leucil-anexina A5 humana

Sequence / Séquence / Secuencia

MAQVLRGTVT DFPGFDERAD AETLRKAMKG LGTDEESILT LLTSRSNAQR 50
QEISAAFKTL FGRDLLDDLK SELTGKFEKL IVALMKPSRL YDAYELKHAL 100
KGAGTNEKVL TEIIASRTPE ELRAIKQVYE EEYGSSLEDD VVGDTSGYYQ 150
RMLVVLLQOAN RDPDAGIDEA QVEQDAQALF QAGELKWGTD EEKFITIFGT 200
RSVSHLRKVF DKYMTISGFQ IEETIDRETS GNLEQLLLAV VKSIRSIPAY 250
LAETLYYAMK GAGTDDHTLI RVMVSRSEID LENIRKEFRK NFATSLYSMI 300
KGDTSGDYKK ALLLLCGEDD GSLEVLFQGP SGKLAQVLRG TVTDFPGFDE 350
RADAETLRKA MKGLGTDEES ILTLLTSRSN AQRQEISAAF KTLFGRDLLD 400
DLKSELTGKF EKLIVALMKP SRLYDAYELK HALKGAGTNE KVLTEITASR 450
TPEELRAIKQ VYEEEYGSSL EDDVVGDTSG YYQRMLVVLL QANRDPDAGI 500
DEAQVEQDAQ ALFQAGELKW GTDEEKFITI FGTRSVSHLR KVEFDKYMTIS 550
GFQIEETIDR ETSGNLEQLL LAVVKSIRSI PAYLAETLYY AMKGAGTDDH 600
TLIRVMVSRS EIDLFNIRKE FRKNFATSLY SMIKGDTSGD YKKALLLLCG 650
EDD 653

Modified residues / Résidus modifiés / Restos modificados

K_= NP-acetylLys Y = phosphoTyr
70-76-79-97-101-403-409-412-430-434 94-427

O,
I N, ATRY
nd N o=p

HoN CO,H | "OH HoN CO,H

immunoglobulin G1-kappa, anti-ganglioside GD2, chimeric
monoclonal antibody;

gamma1 heavy chain (1-443) [Mus musculus VH (IGHV1S135*01 -
(IGHD)-IGHJ4*01) [8.8.6] (1-113) -Homo sapiens IGHG1*03 (CH1
(114-211), hinge (212-226), CH2 (227-336), CH3 (337-441), CHS
(442-443)) (114-443)], (216-220")-disulfide with kappa light chain (1'-
220") [Mus musculus V-KAPPA (IGKV1-110*01 -IGKJ5*01) 11.3.10]
(1-113') -Homo sapiens IGKC*01 (114'-220")]; dimer (222-222":225-
225")-bisdisulfide

immunoglobuline G1-kappa, anti-ganglioside GD2, anticorps
monoclonal chimérique;

chaine lourde gamma1 (1-443) [Mus musculus VH (IGHV1S135*01 -
(IGHD)-IGHJ4*01) [8.8.6] (1-113) -Homo sapiens IGHG1*03 (CH1
(114-222), charniére (223-237), CH2 (238-347), CH3 (348-452),
CHS (453-454)) (125-454)], (216-220")-disulfure avec la chaine
légére kappa (1'-220') [Mus musculus V-KAPPA (IGKV1-110*01 -
IGKJ5*01) 11.3.10] (1'-113") -Homo sapiens IGKC*01 (114'-220")];
dimeére (222-222":225-225")-bisdisulfure

inmunoglobulina G1-kappa, anti-gangliésido GD2, anticuerpo
monoclonal quimérico;

cadena pesada gamma1 (1-443) [Mus musculus VH
(IGHV1S135*01 -(IGHD)-IGHJ4*01) [8.8.6] (1-113) -Homo sapiens
IGHG1*03 (CH1 (114-222), bisagra (223-237), CH2 (238-347), CH3
(348-452), CHS (453-454)) (125-454)], (216-220')-disulfuro con la
cadena ligera kappa (1'-220') [Mus musculus V-KAPPA (IGKV1-
110*01 -IGKJ5*01) 11.3.10] (1'-113') -Homo sapiens IGKC*01 (114'-
220")]; dimero(222-222":225-225")-bisdisulfuro
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doravirinum
doravirine

doravirine

doravirina

eldelumabum #
eldelumab

Heavy chain / Chaine lourde / Cadena pesada

EVQLLQSGPE LEKPGASVMI SCKASGSSFT GYNMNWVRQN IGKSLEWIGA 50
IDPYYGGTSY NQKFKGRATL TVDKSSSTAY MHLKSLTSED SAVYYCVSGM 100
EYWGQGTSVT VSSASTKGPS VFPLAPSSKS TSGGTAALGC LVKDYFPEPV 150
TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG TQTYICNVNH 200
KPSNTKVDKR VEPKSCDKTH TCPPCPAPEL LGGPSVFLFP PKPKDTLMIS 250
RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE QYNSTYRVVS 300
VLTVLHQDWL NGKEYKCKVS NKALPAPIEK TISKAKGQPR EPQVYTLPPS 350
REEMTKNQVS LTCLVKGFYP SDIAVEWESN GQPENNYKTT PPVLDSDGSFE 400
FLYSKLTVDK SRWQQGNVFEFS CSVMHEALHN HYTQKSLSLS PGK 443

Light chain / Chaine légére / Cadena ligera

EIVMTQSPAT LSVSPGERAT LSCRSSQSLV HRNGNTYLHW YLQKPGQSPK 50
LLIHKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDLGV YFCSQSTHVP 100
PLTFGAGTKL ELKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200
EVTHQGLSSP VTKSEFNRGEC 220

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  140-196  257-317  363-421
22"-96" 140"-196" 257"-317" 363"-421"
Intra-L (C23-C104) 23'-93'  140'-200'
23™-93" 140™-200"
Inter-H-L (h 5-CL 126) 216-220' 216"-220™
Inter-H-H (h 11-h 14) ~ 222-222" 225-225"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
293,293"

3-chloro-5-({1-[(4-methyl-5-0x0-4,5-dihydro-1H-1,2,4-triazol-
3-yl)methyl]-2-oxo-4-(trifluoromethyl)-1,2-dihydropyridin-
3-yljoxy)benzonitrile

3-chloro-5-({1-[(4-méthyl-5-ox0-4,5-dihydro-1H-1,2,4-triazol-
3-yl)méthyl]-2-oxo-4-(trifluorométhyl)-1,2-dihydropyridin-
3-yl}oxy)benzonitrile

3-cloro-5-({1-[(4-metil-5-ox0-4,5-dihidro-1H-1,2,4-triazol-3-il)metil]-
2-ox0-4-(trifluorometil)-1,2-dihidropiridin-3-ilJoxi)benzonitrilo

[e]
N (0] CN
HN Y\N |
N X
N\
CH CF;
o) 3

immunoglobulin G1-kappa, anti-[Homo sapiens CXCL10 (chemokine
C-X-C motif ligand 10, 10 kDa interferon gamma-induced protein
gamma-IP10, IP-10, INP10, small inducible cytokine B10, SCYB10)],
Homo sapiens monoclonal antibody;gamma1 heavy chain (1-454)
[Homo sapiens VH (IGHV3-33*01 (89.80%) -(IGHD)-IGHJ6*01)
[8.8.17] (1-124) -IGHG1*01 (CH1 (125-222), hinge (223-237), CH2
(238-347), CH3 (348-452), CHS (453-454)) (125-454)], (227-216')-
disulfide with kappa light chain (1'-216') [Homo sapiens V-KAPPA
(IGKV3-20*01 (100.00%) -IGKJ3*01) [7.3.10] (1'-109'") -IGKC*01
(110'-216")]; dimer (233-233":236-236")-bisdisulfide

85



Recommended INN: List 71

WHO Drug Information, Vol. 28, No. 1, 2014

eldélumab

eldelumab

eluxadolinum
eluxadoline

éluxadoline

eluxadolina

immunoglobuline G1-kappa, anti-[Homo sapiens CXCL10
(chémokine C-X-C motif ligand 10, protéine gamma-IP10 de 10 kDa
induite par l'interféron gamma, I1P-10, INP10, petite cytokine
inductible B10, SCYB10)], Homo sapiens anticorps monoclonal;
chaine lourde gamma1 (1-454) [Homo sapiens VH (IGHV3-33*01
(89.80%) -(IGHD)-IGHJ6*01) [8.8.17] (1-124) -IGHG1*01 (CH1 (125-
222), charniére (223-237), CH2 (238-347), CH3 (348-452), CHS
(453-454)) (125-454)], (227-216'")-disulfure avec la chaine légére
kappa (1'-216") [Homo sapiens V- KAPPA (IGKV3-20*01 (100.00%) -
IGKJ3*01) [7.3.10] (1'-109") -IGKC*01 (110'-216")]; dimére (233-
233":236-236")-bisdisulfure

inmunoglobulina G1-kappa, anti-[CXCL10 de Homo sapiens
(quimioquina C-X-C motivo ligando 10, proteina gamma-1P10 de 10
kDa inducida por el interferén gamma, 1P-10, INP10, pequefia
citoquina inducible B10, SCYB10)], anticuerpo monoclonal de Homo
sapiens;

cadena pesada gamma1 (1-454) [Homo sapiens VH (IGHV3-33*01
(89.80%) -(IGHD)-IGHJ6*01) [8.8.17] (1-124) -IGHG1*01 (CH1 (125-
222), bisagra (223-237), CH2 (238-347), CH3 (348-452), CHS (453-
454)) (125-454)], (227-216")-disulfuro con la cadena ligera kappa (1'-
216") [Homo sapiens V-KAPPA (IGKV3-20*01 (100.00%) -IGKJ3*01)
[7.3.10] (1'-109') -IGKC*01 (110-216")]; dimero (233-233":236-236")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QMQLVESGGG VVQPGRSLRL SCTASGFTFS NNGMHWVRQA PGKGLEWVAV 50
IWFDGMNKFY VDSVKGRFTI SRDNSKNTLY LEMNSLRAED TAIYYCAREG 100
DGSGIYYYYG MDVWGQGTTV TVSSASTKGP SVFPLAPSSK STSGGTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL 200
GTQTYICNVN HKPSNTKVDK RVEPKSCDKT HTCPPCPAPE LLGGPSVFLF 250
PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV KFNWYVDGVE VHNAKTKPRE 300
EQYNSTYRVV SVLTVLHQDW LNGKEYKCKV SNKALPAPIE KTISKAKGQP 350
REPQVYTLPP SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGS FFLYSKLTVD KSRWQOGNVF SCSVMHEALH NHYTQKSLSL 450
SPGK 454

Light chain / Chaine légére / Cadena ligera

EIVLTQSPGT LSLSPGERAT LSCRASQSVS SSYLAWYQQK PGQAPRLLIY 50
GASSRATGIP DRFSGSGSGT DFTLTISRLE PEDFAVYYCQ QYGSSPIFTF 100
GPGTKVDIKR TVAAPSVFIF PPSDEQLKSG TASVVCLLNN FYPREAKVQW 150
KVDNALQSGN SQESVTEQDS KDSTYSLSST LTLSKADYEK HKVYACEVTH 200
QGLSSPVTKS FNRGEC 216

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  151-207  268-328  374-432
22"-96" 151"-207" 268"-328" 374"-432"
Intra-L (C23-C104) 23'-89'  136'-196'
23"-89™ 136"-196"
Inter-H-L (h 5-CL 126) 227-216' 227"-216"
Inter-H-H (h 11, h 14)  233-233" 236-236"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
304, 304"

5-({[(2S)-2-amino-3-(4-carbamoyl-
2,6-dimethylphenyl)propanoyl][(1S)-1-(4-phenyl-1H-imidazol-
2-yl)ethyllamino}methyl)-2-methoxybenzoic acid

acide 5-({[(2S)-2-amino-3-(4-carbamoyl-
2,6-diméthylphényl)propanoyl][(1S)-1-(4-phényl-1H-imidazol-
2-yl)éthyllamino}méthyl)-2-méthoxybenzoique

acido 5-({[(2S)-2-amino-3-(4-carbamoil-
2,6-dimetilfenil)propanoil][(1S)-1-(4-fenil-1H-imidazol-
2-il)etillamino}metil)-2-metoxibenzoico
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encorafenibum
encorafenib

encorafénib

encorafenib

enfortumabum vedotinum #
enfortumab vedotin

Cs32H35N505

Na.NH

--CHj
N
HoN H NH, CO,H
CHs
o]
OCHjs

methyl N-{(2S)-1-[(4-{3-[5-chloro-2-fluoro-
3-(methanesulfonamido)phenyl]}-1-(propan-2-yl)-1H-pyrazol-
4-yl}pyrimidin-2-yl)amino]propan-2-yl}carbamate

N-{(2S)-1-[(4-{3-[5-chloro-2-fluoro-3-(méthanesulfonamido)phényl]}-
1-(propan-2-yl)-1H-pyrazol-4-yl}pyrimidin-2-yl)Jamino]propan-
2-yl}carbamate de méthyle

N-{(2S)-1-[(4-{3-[5-cloro-2-fluoro-3-(metanosulfonamido)fenil]}-
1-(propan-2-il)-1H-pirazol-4-il}pirimidin-2-il)amino]propan-
2-il}carbamato de metilo

C2H27CIFN;O4S

_N
%P
YN \
HaC™ N {
F N—N
CHs
HaC

immunoglobulin G1-kappa, anti-[Homo sapiens PVRL4 (poliovirus
receptor-related 4, nectin-4, nectin 4, PPR4, LNIR], Homo sapiens
monoclonal antibody conjugated to auristatin E;

gamma1 heavy chain (1-447) [Homo sapiens VH (IGHV3-48*02
(98.00%) -(IGHD)-IGHJ6*01) [8.8.10] (1-117) -IGHG1*03 (CH1 (118-
215), hinge (216-230), CH2 (231-340), CH3 (341-445), CHS (446-
447)) (118-447)], (220-214")-disulfide with kappa light chain (1'-214")
[Homo sapiens V-KAPPA (IGKV1-12*01 (96.80%) -IGKJ4*01) [6.3.9]
(1'-107") -IGKC*01 (108'-214")]; dimer (226-226":229-229")-
bisdisulfide; conjugated, on an average of 3 to 4 cysteinyl, to
monomethylauristatin E (MMAE), via a cleavable maleimidecaproyl-
valyl-citrullinyl-p-aminobenzylcarbamate (mc-val-cit-PABC) linker
For the vedotin part, please refer to the document "INN for
pharmaceutical substances: Names for radicals, groups and

"

others™.
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enfortumab védotine

enfortumab vedotina

immunoglobuline G1-kappa, anti-[Homo sapiens PVRL4 (membre 4 de
la famille du récepteur du poliovirus, nectine-4, nectine 4, PPR4,
LNIR], Homo sapiens anticorps monoclonal conjugué a I'auristatine E;
chaine lourde gamma1 (1-447) [Homo sapiens VH (IGHV3-48*02
(98.00%) -(IGHD)-IGHJ6*01) [8.8.10] (1-117) -IGHG1*03 (CH1 (118-
215), charniére (216-230), CH2 (231-340), CH3 (341-445), CHS (446-
447)) (118-447)], (220-214')-disulfure avec la chaine Iégére kappa (1'-
214") [Homo sapiens V- KAPPA (IGKV1-12*01 (96.80%) -IGKJ4*01)
[6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimére (226-226":229-229")-
bisdisulfure; conjugué, sur 3 a 4 cystéinyl en moyenne, au
monométhylauristatine E (MMAE), via un linker clivable
maléimidecaproyl-valyl-citrullinyl-p-aminobenzylcarbamate (mc-val-cit-
PABC)

Pour la partie védotine, veuillez-vous référer au document "INN for

"%

pharmaceutical substances: Names for radicals, groups and others"*.

inmunoglobulina G1-kappa, anti-[PVRL4 de Homo sapiens (miembro 4
de la familia del receptor de poliovirus, nectina-4, nectina 4, PPR4,
LNIR], anticuerpo monoclonal de Homo sapiens conjugado con
auristatina E;

cadena pesada gamma1 (1-447) [Homo sapiens VH (IGHV3-48*02
(98.00%) -(IGHD)-IGHJ6*01) [8.8.10] (1-117) -IGHG1*03 (CH1 (118-
215), bisagra(216-230), CH2 (231-340), CH3 (341-445), CHS (446-
447)) (118-447)], (220-214')-disulfuro con la cadena ligera kappa (1'-
214'") [Homo sapiens V-KAPPA (IGKV1-12*01 (96.80%) -IGKJ4*01)
[6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero (226-226":229-229")-
bisdisulfuro; conjugado, en 3- 4 restos cisteinil por término medio, con
monometilauristatinea E (MMAE), mediante un conector escindible
maleimidocaproil-valil-citrulinil-p-aminobencilcarbamato (mc-val-cit-
PABC)

La informacion sobre la vedotina, la encontraran en el documento
"INN for pharmaceutical substances: Names for radicals, groups and

"

others™.

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS SYNMNWVRQA PGKGLEWVSY 50
ISSSSSTIYY ADSVKGRFTI SRDNAKNSLS LOMNSLRDED TAVYYCARAY 100
YYGMDVWGQG TTVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 200
NVNHKPSNTK VDKRVEPKSC DKTHTCPPCP APELLGGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVKFNWYVD GVEVHNAKTK PREEQYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS VSASVGDRVT ITCRASQGIS GWLAWYQQKP GKAPKFLIYA 50
ASTLQSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ ANSFPPTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  144-200  261-321  367-425

22"-96" 144"-200" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-88'  134'-194'

23m.g8™ 134" 194™
Inter-H-L (h 5-CL 126) * 220-214' 220"-214"
Inter-H-H (h 11, h 14) * 226-226" 229-229"
*Two or three of the inter-chain disulfide bridges are not present, an average of 3 to 4
cysteinyl being conjugated each to a drug linker.
*Deux ou trois des ponts disulfures inter-chaines ne sont pas présents, 3 a 4 cystéinyl en
moyenne étant chacun conjugué a un linker-principe actif.
*Faltan dos o tres puentes disulfuro inter-catenarios, una media de 3 a 4 cisteinil esta
conjugada a conectores de principio activo.

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
297, 297"

For the vedotin part, please refer to the document "INN for pharmaceutical substances:
Names for radicals, groups and others"*

Pour la partic védotine, veuillez vous référer au document "INN for pharmaceutical
substances: Names for radicals, groups and others™.

Para la fraccion vedotina, sc pucden dirigir al documento "INN for pharmaceutical

substances: Names for radicals, groups and others"* .
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fevipiprantum
fevipiprant

févipiprant

fevipiprant

filanesibum
filanesib

filanésib

filanesib

galunisertibum
galunisertib

galunisertib

galunisertib

2-(1-{[4-methanesulfonyl-2-(trifluoromethyl)phenyllmethyl}-2-methyl-
1H-pyrrolo[2,3-b]pyridin-3-yl)acetic acid

acide 2-(1-{[4-méthanesulfonyl-2-(trifluorométhyl)phényljméthyl}-
2-méthyl-1H-pyrrolo[2,3-b]pyridin-3-yl)acétique

acido 2-(1-{[4-metanosulfonil-2-(trifluorometil)fenilmetil}-2-metil-
1H-pirrolo[2,3-b]piridin-3-il)acético

C19H17F3NZOAS

CO.H
Z
| N CHs
\N N
CHs
EQb
F3C o

(2S)-2-(3-aminopropyl)-5-(2,5-difluorophenyl)-N-methoxy-N-methyl-
2-phenyl-1,3,4-thiadiazole-3(2H)-carboxamide

(2S)-2-(3-aminopropyl)-5-(2,5-difluorophényl)-N-méthoxy-N-méthyl-
2-phényl-1,3,4-thiadiazole-3(2H)-carboxamide

(28S)-2-(3-aminopropil)-5-(2,5-difluorofenil)-2-fenil-N-metil-N-metoxi-
1,3,4-tiadiazol-3(2H)-carboxamida

CaoH22F2N4O,S
F
HsCo O
SYSNTTCH,
N\ A

4-[2-(6-methylpyridin-2-yl)-5,6-dihydro-4H-pyrrolo[1,2-b]pyrazol-
3-yllquinoline-6-carboxamide

4-[2-(6-méthylpyridin-2-yl)-5,6-dihydro-4H-pyrrolo[1,2-b]pyrazol-
3-yllquinoléine-6-carboxamide

4-[2-(6-metilpiridin-2-il)-5,6-dihidro-4H-pirrolo[1,2-b]pirazol-
3-ilJquinolina-6-carboxamida

CZZH19NSO

HoN
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guselkumabum #
guselkumab

guselkumab

guselkumab

idarucizumabum #
idarucizumab

immunoglobulin G1-lambda2, anti-[Homo sapiens IL23 (interleukin
23, IL-23)], Homo sapiens monoclonal antibody;

gamma heavy chain (1-446) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ3*01 M123>L (112)) [8.8.10] (1-117) -
IGHG1*01 (CH1 (118-215), hinge (216-230), CH2 (231-340), CH3
(341-444), CHS (445-446)) (118-446)], (220-216")-disulfide with
lambda light chain (1'-217') [Homo sapiens V-LAMBDA (IGLV1-
40*01 (91.80%) -IGLJ2*01) [9.3.11] (1'-111") -IGLC2*01 (112'-217")];
dimer (226-226":229-229")-bisdisulfide

immunoglobuline G1-lambda2, anti-[Homo sapiens IL23 (interleukine
23, 1L-23)], Homo sapiens anticorps monoclonal;

chaine lourde gamma1 (1-446) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ3*01 M123>L (112)) [8.8.10] (1-117) -
IGHG1*01 (CH1 (118-215), charniére (216-230), CH2 (231-340),
CHS3 (341-444), CHS (445-446)) (118-446)], (220-216")-disulfure
avec la chaine légere lambda (1'-217') [Homo sapiens V-LAMBDA
(IGLV1-40*01 (91.80%) -IGLJ2*01) [9.3.11] (1"-111") -IGLC2*01
(112'-217")]; dimére (226-226":229-229")-bisdisulfure

inmunoglobulina G1-lambda2, anti-[IL23 (interleukina 23, IL-23) de
Homo sapiens], anticuerpo monoclonal de Homo sapiens;

cadena pesada gamma1 (1-446) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ3*01 M123>L (112)) [8.8.10] (1-117) -
IGHG1*01 (CH1 (118-215), bisagra (216-230), CH2 (231-340), CH3
(341-444), CHS (445-446)) (118-446)], (220-216")-disulfuro con la
cadena ligera lambda (1'-217') [Homo sapiens V-LAMBDA (IGLV1-
40*01 (91.80%) -IGLJ2*01) [9.3.11] (1"-111") -IGLC2*01 (112'-217")];
dimero (226-226":229-229")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGAE VKKPGESLKI SCKGSGYSFS NYWIGWVRQM PGKGLEWMGI 50
IDPSNSYTRY SPSFQGQVTI SADKSISTAY LQWSSLKASD TAMYYCARWY 100
YKPFDVWGQG TLVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 200
NVNHKPSNTK VDKKVEPKSC DKTHTCPPCP APELLGGPSV FLEFPPKPKDT 250
LMISRTPEVT C DVSHED PEVKFNWYVD GVEVHNAKTK PREEQYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT 350
LPPSRDELTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPG 446

Light chain / Chaine légere / Cadena ligera

QSVLTQPPSV SGAPGQRVTI SCTGSSSNIG SGYDVHWYQQ LPGTAPKLLI 50
YGNSKRPSGV PDRFSGSKSG TSASLAITGL QSEDEADYYC ASWTDGLSLV 100
VFGGGTKLTV LGQPKAAPSV TLFPPSSEEL QANKATLVCL ISDFYPGAVT 150
VAWKADSSPV KAGVETTTPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV 200
THEGSTVEKT VAPTECS 217

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  144-200  261-321  367-425
22"-96" 144"-200" 261"-321" 367"-425"
Intra-L (C23-C104) 22'-90'  139'-198'
22M90"  139™-198"
Inter-H-L (h 5-CL 126) 220-216' 220"-216"
Inter-H-H (h 11, h 14)  226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
297, 297"

immunoglobulin Fab G1-kappa, anti-[dagibatran], humanized
monoclonal antibody;

VH-(CH1-hinge) gamma1 heavy chain (1-225) [humanized VH
(Homo sapiens IGHV4-59*01 (82.30%) -(IGHD)-IGHJ4*01) [8.7.16]
(1-122) -Homo sapiens IGHG1*01 (CH1 (123-220), hinge 1-5 (221-
225)) (123-225)], (225-219")-disulfide with kappa light chain (1'-219")
[humanized V-KAPPA (Homo sapiens IGKV2-30*01 (88.00%) -
IGKJ4*01) [11.3.9] (1'-112') -Homo sapiens IGKC*01 (113'-219")]
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idarucizumab

idarucizumab

ipafriceptum #
ipafricept

ipafricept

immunoglobuline Fab G1-kappa, anti-[dagibatran], anticorps
monoclonal humanisé;

chaine lourde VH-(CH1-charniere) gamma1 (1-225) [VH humanisé
(Homo sapiens IGHV4-59*01 (82.30%) -(IGHD)-IGHJ4*01) [8.7.16]
(1-122) -Homo sapiens IGHG1*01 (CH1 (123-220), charniére 1-5
(221-225)) (123-225)], (225-219'")-disulfure avec la chaine légere
kappa (1'-219'") [V-KAPPA humanisé (Homo sapiens IGKV2-30*01
(88.00%) -IGKJ4*01) [11.3.9] (1'-112") -Homo sapiens IGKC*01
(113'-219")]

inmunoglobulina Fab G1-kappa, anti-[dagibatran], anticuerpo
monoclonal humanizado;

cadena pesada VH-(CH1-bisagra) gamma1 (1-225) [VH humanizado
(Homo sapiens IGHV4-59*01 (82.30%) -(IGHD)-IGHJ4*01) [8.7.16]
(1-122) -Homo sapiens IGHG1*01 (CH1 (123-220), bisagra 1-5 (221-
225)) (123-225)], (225-219')-disulfuro con la cadena ligera kappa
(1'-219") [V-KAPPA humanizado (Homo sapiens IGKV2-30*01
(88.00%) -IGKJ4*01) [11.3.9] (1'-112") -Homo sapiens IGKC*01
(113'-219")]

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPG LVKPSETLSL TCTVSGFSLT SYIVDWIRQP PGKGLEWIGV 50
IWAGGSTGYN SALRSRVSIT KDTSKNQFSL KLSSVTAADT AVYYCASAAY 100
YSYYNYDGFA YWGQGTLVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
QTYICNVNHK PSNTKVDKKV EPKSC 225

Light chain / Chaine légére / Cadena ligera

DVVMTQSPLS LPVTLGQPAS ISCKSSQSLL YTDGKTYLYW FLQRPGQSPR 50
RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCLQSTHFP 100
HTFGGGTKVE 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 (C23-C104) 22-95 149-205

Intra-L (C23-C104) 23'-93' 139'-199'

Inter-H-L (h 5-CL 126) 225-219'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
None - Aucun - Ninguno

fusion protein for immune applications (FPIA) comprising Homo
sapiens FZD8 (frizzled family receptor 8, Frizzled-8) extracellular
domain, fused with Homo sapiens immunoglobulin G1 Fc fragment;
Homo sapiens FZD8 precursor fragment 28-158 (1-131) -Homo
sapiens IGHG1*01 H-CH2-CH3 fragment (hinge 1-15 C5>S (136)
(132-146), CH2 (147-256), CH3 (257-361), CHS (362-363)) (132-
363); dimer (142-142":145-145'")-bisdisulfide

protéine de fusion pour applications immunitaires (FPIA) comprenant
le domaine extracellulaire d'Homo sapiens FZD8 (membre 8 de la
famille de récepteurs frizzled, Frizzled-8), fusionné au fragment Fc
de I'Homo sapiens immunoglobuline G1;

Homo sapiens FZD8 fragment 28-158 du précurseur (1-131) -Homo
sapiens IGHG1*01 fragment H-CH2-CH3 (charniére 1-15 C5>S
(136) (132-146), CH2 (147-256), CH3 (257-361), CHS (362-363))
(132-363); dimére (142-142":145-145'")-bisdisulfure
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ipafricept

ledipasvirum
ledipasvir

|édipasvir

ledipasvir

proteina de fusién para aplicaciones inmunitarias (que comprende el
dominio extracelular de FZD8 de Homo sapiens (miembro 8 de la
familia de receptores frizzled, Frizzled-8), fusionado con el
fragmento Fc de inmunoglobulina G1 de Homo sapiens;

fragmento precursor 28-158 (1-131) de FZD8 de Homo sapiens -
Homo sapiens IGHG1*01 fragmento H-CH2-CH3 (bisagra 1-15
C5>S (136) (132-146), CH2 (147-256), CH3 (257-361), CHS (362-
363)) (132-363); dimero(142-142":145-145'")-bisdisulfuro

Fused chain / chaine fusionnée / cadena fusionada

ASAKELACQE ITVPLCKGIG YNYTYMPNQF NHDTQDEAGL EVHQFWPLVE 50
IQCSPDLKFF LCSMYTPICL EDYKKPLPPC RSVCERAKAG CAPLMRQYGF 100
AWPDRMRCDR LPEQGNPDTL CMDYNRTDLT TEPKSSDKTH TCPPCPAPEL 150
LGGPSVFLFP PKPKDTLMIS RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV 200
HNAKTKPREE QYNSTYRVVS VLTVLHQDWL NGKEYKCKVS NKALPAPIEK 250
TISKAKGQPR EPQVYTLPPS RDELTKNQVS LTCLVKGFYP SDIAVEWESN 300
GQPENNYKTT PPVLDSDGSF FLYSKLTVDK SRWQQGNVFS CSVMHEALHN 350
HYTQKSLSLS PGK 363

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intrachain  FZD8 8-69 16-62 53-91 80-121 84-108
8-69' 16'-62" 53'-91' 80'-121' 84'-108'
C23-C104 177-237 283-341
177'-237" 283'-341"
Interchain h 11,h 14 142-142' 145-145'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
22,125,22', 125" bi-, tri- and tetra-antennary oligosaccharides containing up to 4 sialic acids
213,213' (CH2 N84.4): complex biantennary oligosaccharide

Post-translational modifications/ modifications post-traductionnelles / modificaciones post-traduccionales
363, 363": C-terminal K processed by carboxypeptidase-like activity

methyl [(1S)-1-{(1R,3S,4S)-3-[5-(9,9-difluoro-7-{2-[(6 S)-5-{(2S)-2-
[(methoxycarbonyl)amino]-3-methylbutanoyl}-5-azaspiro[2.4]hept-
6-yl]-1H-imidazol-4-yl}-9H-fluoren-2-yl)-1H-benzimidazol-2-yl]-

2-azabicyclo[2.2.1]heptane-2-carbonyl}-2-methylpropyl]carbamate

[(1S)-1-{(1R,3S,4S)-3-[5-(9,9-difluoro-7-{2-[(6 S)-5-{(2S)-2-
[(méthoxycarbonyl)amino]-3-méthylbutanoyl}-5-azaspiro[2.4]hept-
6-yl]-1H-imidazol-4-yl}-9H-fluorén-2-yl)-1H-benzimidazol-2-yl]-
2-azabicyclo[2.2.1]heptane-2-carbonyl}-2-méthylpropyljcarbamate
de méthyle

[(1S)-1-{(1R,3S,4S)-3-[5-(9,9-difluoro-7-{2-[(6 S)-5-{(2S)-2-
[(metoxicarbonil)amino]-3-metilbutanoil}-5-azaespiro[2.4]hept-6-il]-
1H-imidazol-4-yl}-9H-fluoren-2-il)-1H-benzimidazol-2-il]-
2-azabiciclo[2.2.1]heptano-2-carbonil}-2-metilpropillcarbamato de
metilo

C49H54F2N806

CHy

92



WHO Drug Information, Vol. 28, No. 1, 2014

Recommended INN: List 71

lexanopadolum
lexanopadol

lexanopadol

lexanopadol

liafensinum
liafensine

liafensine

liafensina

margetuximabum #
margetuximab

trans-6'-fluoro-N-methyl-4-phenyl-4',9'-dihydro-
3'H-spiro[cyclohexane-1,1'-pyrano[3,4-b]indol]-4-amine

trans-6'-fluoro-N-méthyl-4-phényl-4',9'-dihydro-
3'H-spiro[cyclohexane-1,1'-pyrano[3,4-bJindol]-4-amine

trans-6'-fluoro-N-metil-4-fenil-4',9'-dihidro-3'H-espiro[ciclohexano-
1,1'-pirano[3,4-b]indol]-4-amina

C23H25FN20

6-[(4S)-2-methyl-4-(naphthalen-2-yl)-1,2,3,4-tetrahydroisoquinolin-
7-yl]pyridazin-3-amine

6-[(4S)-2-méthyl-4-(naphtalén-2-yl)-1,2,3,4-tétrahydroisoquinolin-
7-yllpyridazin-3-amine

6-[(4S)-2-metil-4-(naftalen-2-il)-1,2,3,4-tetrahidroisoquinolin-
7-il]piridazin-3-amina

CZ4H 22N4

HoN

immunoglobulin G1-kappa, anti-[Homo sapiens ERBB2 (epidermal
growth factor receptor 2, HER-2, p185c-erbB2, NEU, EGFR2)],
chimeric monoclonal antibody;

gamma heavy chain (1-450) [Mus musculus VH (IGHV14-3*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) - Homo sapiens IGHG1*01 (CH1
K120>R (217) (121-218), hinge (219-233), CH2 L1.2>V (238), F7>L
(246), R83>P (295), Y85.2>L (303) (234-343), CH3 P83>L (399)
(344-448), CHS (449-450)) (121-450)], (223-214")-disulfide with
kappa light chain (1'-214") [Mus musculus V-KAPPA (IGKV6-17*01 -
IGKJ1*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-214")];
dimer (229-229":232-232")-bisdisulfide
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margétuximab

margetuximab

mavatrepum
mavatrep

mavatrep

mavatrep

immunoglobuline G1-kappa, anti-[Homo sapiens ERBB2 (récepteur
2 du facteur de croissance épidermique, HER-2, p185c-erbB2, NEU,
EGFRZ2)], anticorps monoclonal chimérique;

chaine lourde gamma1 (1-450) [Mus musculus VH (IGHV14-3*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) - Homo sapiens IGHG1*01 (CH1
K120>R (217) (121-218), charniére (219-233), CH2 L1.2>V (238),
F7>L (246), R83>P (295), Y85.2>L (303) (234-343), CH3 P83>L
(399) (344-448), CHS (449-450)) (121-450)], (223-214")-disulfure
avec la chaine légere kappa (1'-214") [Mus musculus V-KAPPA
(IGKV6-17*01 -IGKJ1*01) [6.3.9] (1'-107') -Homo sapiens IGKC*01
(108'-214")]; dimeére (229-229":232-232")-bisdisulfure

inmunoglobulina G1-kappa, anti-[ERBB2 de Homo sapiens (receptor
2 del factor de crecimiento epidérmico, HER-2, p185c-erbB2, NEU,
EGFR2)], anticuerpo monoclonal quimérico;

cadena pesada gamma1 (1-450) [Mus musculus VH (IGHV14-3*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) - Homo sapiens IGHG1*01 (CH1
K120>R (217) (121-218),bisagra (219-233), CH2 L1.2>V (238),
F7>L (246), R83>P (295), Y85.2>L (303) (234-343), CH3 P83>L
(399) (344-448), CHS (449-450)) (121-450)], (223-214")-disulfuro
con la cadena ligera kappa (1'-214') [Mus musculus V-KAPPA
(IGKV6-17*01 -IGKJ1*01) [6.3.9] (1'-107') -Homo sapiens IGKC*01
(108'-214")]; dimero (229-229":232-232")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLQQSGPE LVKPGASLKL SCTASGFNIK DTYIHWVKQR PEQGLEWIGR 50
IYPTNGYTRY DPKFQDKATI TADTSSNTAY LQVSRLTSED TAVYYCSRWG 100
GDGFYAMDYW GQGASVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKRVEP KSCDKTHTCP PCPAPELVGG PSVFLLPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPPEEQYN 300
STLRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPLV 400
LDSDGSFFLY SKLTVDKSRW QQGNVEFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légere / Cadena ligera

DIVMTQSHKF MSTSVGDRVS ITCKASQDVN TAVAWYQQKP GHSPKLLIYS 50
ASFRYTGVPD RFTGSRSGTD FTFTISSVQA EDLAVYYCQQ HYTTPPTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203 264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-88' 134'-194'
23788 134"M-194"
Inter-H-L (h 5-CL 126) 223-214' 223"-214"
Inter-H-H (h 11, h 14)  229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
300, 300"

2-[2-(2-{(1E)-2-(trifluoromethyl)phenyl]lethenyl}-1H-benzimidazol-
5-yl)phenyl]propan-2-ol

2-[2-(2-{(1E)-2-(trifluorométhyl)phényl]éthényl}-1H-benzimidazol-
5-yl)phényl]propan-2-ol

2-[2-(2-{(1E)-2~(trifluorometil)fenilletenil}-1H-benzoimidazol-
5-il)fenillpropan-2-ol
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methylsamidorphani chloridum
methylsamidorphan chloride

chlorure de méthylsamidorphan

cloruro de metilsamidorfano

mirogabalinum
mirogabalin

mirogabaline

mirogabalina

neboterminum #
nebotermin

nébotermine

nebotermina

CasH21F3N20

HsC,

H
OH
HsC N
/
O NN CF,

(17R)-3-carbamoyl-17-(cyclopropylmethyl)-4,14-dihydroxy-
17-methyl-6-oxomorphinan-17-ium chloride

chlorure de (17R)-3-carbamoyl-17-(cyclopropylméthyl)-
4,14-dihydroxy-17-méthyl-6-oxomorphinanium

cloruro de (17R)-3-carbamoil-17-(ciclopropilmetil)-4,14-dihidroxi-
17-metil-6-oxomorfinanio

C22H26CIN2O,4
HSC\ +

cr

HoN

[(1R,5S,6S)-6-(aminomethyl)-3-ethylbicyclo[3.2.0]hept-3-en-
6-yllacetic acid

acide [(1R,5S,6S)-6-(aminométhyl)-3-éthylbicyclo[3.2.0]hept-3-én-
6-yllacétique

acido 2-[(1R,5S,6S)-6-(aminometil)-3-etilbiciclo[3.2.0]hept-3-en-
6-illacético
C12H19N02

g N

HaC

recombinant DNA derived L-methionyl-human bone morphogenetic
protein 2 (BMP-2 or BMP-2A), produced in Escherichia coli
(nonglycosylated)

T---

L-méthionyl-protéine 2 morphogénétique de I'os humaine (BMP-2 ou

BMP-2A), produite par Escherichia coli (non glycosylée) a partir
d'ADN recombinant

L-metionil-proteina 2 morfogenética humana de hueso (BMP-2 o
BMP-2A), producida por Escherichia coli (no glicosilada) a partir de
ADN recombinante
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nobiprostolanum
nobiprostolan

nobiprostolan

nobiprostolan

ombitasvirum
ombitasvir

ombitasvir

ombitasvir

Ci152H1776N 3220330520

Monomer / Monomere / Monomero

M
QAKHKQRKRL KSSCKRHPLY VDFSDVGWND WIVAPPGYHA FYCHGECPFP 50
LADHLNSTNH AIVQTLVNSV NSKIPKACCV PTELSAISML YLDENEKVVL 100
KNYQDMVVEG CGCR 114

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
14-79 14-79' 43-111 43-111' 47-113 47-113' 78-78'

propan-2-yl (5E)-7-{(1R,2R,3R,5S)-2-[2-(2-heptyl-1,3-dioxolan-
2-yl)ethyl]-3,5-dihydroxycyclopentyl}hept-5-enoate

(5E)-7-{(1R,2R,3R,5S)-2-[2-(2-heptyl-1,3-dioxolan-2-yl)éthyl]-
3,5-dihydroxycyclopentyl}hept-5-énoate de propan-2-yle

(5E)-7-{(1R,2R,3R,5S)-2-[2-(2-heptil-1,3-dioxolan-2-il)etil]-
3,5-dihidroxiciclopentilthept-5-enoato de propan-2-ilo

C27H4806

dimethyl N,N-{[(2S,5S)-1-(4-tert-butylphenyl)pyrrolidene-2,5-diyl]-
bis-{[(4,1-phenyleneazanediyl)carbonyl][(2S)-pyrrolidine-
2,1-diyl]}[(2S)-3-methyl-1-oxobutane-1,2-diyl])}biscarbamate

N,N-{[(2S,5S)-1-(4-tert-butylphényl)pyrrolidine-2,5-diyl]-bis-{[(4,1-
phényleneazanediyl)carbonyl][(2S)-pyrrolidine-2,1-diyl]}[(2S)-3-
méthyl-1-oxobutane-1,2-diyl])}biscarbamate de diméthyle

N,N-{[(2S,5S)-1-(4-terc-butilfenil)pirrolideno-2,5-diil]-bis-{[(4,1-
fenilenoazanodiil)carbonil][(2S)-pirrolidina-2, 1-diil]}[(2S)-3-metil-
1-oxobutano-1,2-diil])}biscarbamato de dimetilo

CsoHe7N7Og
0s__O
CHy CHy HyC” CHy
HC)\‘ NH O HN o
H H YK
3 Hi N NN o
Y H H N o
CH,
HaC oy
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ontuxizumabum #
ontuxizumab

ontuxizumab

ontuxizumab

immunoglobulin G1-kappa, anti-[Homo sapiens CD248 (endosialin,
tumor endothelial marker 1, TEM1), humanized/chimeric monoclonal
antibody;

gamma1 heavy chain (1-454) [chimeric VH (Homo sapiens IGHV4-
59*04 (68.00%) -(IGHD)-IGHJ4*01) [8.8.17] (1-124) -Homo sapiens
IGHG1*01 (CH1 (125-222), hinge (223-237), CH2 (238-347), CH3
S85.3>F (410) (348-452), CHS (453-454)) (125-454)], (227-215")-
disulfide with kappa light chain (1'-215') [humanized V-KAPPA
(Homo sapiens IGKV1-33*01 (83.20%) -IGKJ1*01) [6.3.10] (1'-108")
-Homo sapiens IGKC*01 (109'-215')]; dimer (233-233":236-236")-
bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens CD248
(endosialine, marqueur endothélial tumoral 1, TEM1)], anticorps
monoclonal humanisé/chimérique;

chaine lourde gamma1 (1-454) [VH chimérique (Homo sapiens
IGHV4-59*04 (68.00%) -(IGHD)-IGHJ4*01) [8.8.17] (1-124) -Homo
sapiens IGHG1*01 (CH1 (125-222), charniére (223-237), CH2 (238-
347), CH3 S85.3>F (410) (348-452), CHS (453-454)) (125-454)],
(227-215")-disulfure avec la chaine Iégére kappa (1'-215") [V-KAPPA
humanisé (Homo sapiens IGKV1-33*01 (83.20%) -IGKJ1*01)
[6.3.10] (1'-108') -Homo sapiens IGKC*01 (109'-215")]; dimére (233-
233":236-236")-bisdisulfure

inmunoglobulina G1-kappa, anti-[CD248 de Homo sapiens
(endosialina, marcador endotelial tumoral 1, TEM1)], anticuerpo
monoclonal humanizado/quimérico;

cadena pesada gamma1 (1-454) [VH quimérico (Homo sapiens
IGHV4-59*04 (68.00%) -(IGHD)-IGHJ4*01) [8.8.17] (1-124) -Homo
sapiens IGHG1*01 (CH1 (125-222), bisagra (223-237), CH2 (238-
347), CH3 S85.3>F (410) (348-452), CHS (453-454)) (125-454)],
(227-215")-disulfuro con la cadena ligera kappa (1'-215') [V-KAPPA
humanizada (Homo sapiens IGKV1-33*01 (83.20%) -IGKJ1*01)
[6.3.10] (1'-108') -Homo sapiens IGKC*01 (109'-215")]; dimero (233-
233":236-236")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPG LVRPSQTLSL TCTASGYTFT DYVIHWVKQP PGRGLEWIGY 50
INPYDDDTTY NQKFKGRVTM LVDTSSNTAY LRLSSVTAED TAVYYCARRG 100
NSYDGYFDYS MDYWGSGTPV TVSSASTKGP SVFPLAPSSK STSGGTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL 200
GTQTYICNVN HKPSNTKVDK KVEPKSCDKT HTCPPCPAPE LLGGPSVFLFE 250
PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV KFNWYVDGVE VHNAKTKPRE 300
EQYNSTYRVV SVLTVLHQDW LNGKEYKCKV SNKALPAPIE KTISKAKGQP 350
REPQVYTLPP SRDELTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGF FFLYSKLTVD KSRWQQGNVFE SCSVMHEALH NHYTQKSLSL 450
SPGK 454

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQNVG TAVAWLQQTP GKAPKLLIYS 50
ASNRYTGVPS RFSGSGSGTD YTFTISSLQP EDIATYYCQQ YTNYPMYTFG 100
QGTKVQIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSF NRGEC 215

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  151-207  268-328  374-432
22"-96" 151"-207" 268"-328" 374"-432"
Intra-L (C23-C104) 23'-88'  135'-195'
23M_88"  135M.195™
Inter-H-L (h 5-CL 126) 227-215' 227"-215"
Inter-H-H (h 11, h 14)  233-233" 236-236"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
304, 304"
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oreptacogum alfa (activatum) #

oreptacog alfa (activated)

oreptacog alfa (activé)

oreptacog alfa (activado)

paclitaxelum trevatidum
paclitaxel trevatide

paclitaxel trévatide

recombinant DNA derived human blood coagulation factor Vlla (two
protein chains) analogue, produced in CHO cells (glycoform alfa):
[10-L-glutamine(P>Q),32-L-glutamic acid(K>E),34-L-glutamic
acid(A>E),36-L-glutamic acid(R>E),106-L-asparagine(T>N),
253-L-asparagine(V>N)]activated human coagulation factor VII
(proconvertine, SPCA)

analogue du facteur de coagulation sanguine Vlla (deux chaines
protéiques) humain, produit par des cellules ovariennes de hamster
chinois (CHO) a partir d'/ADN recombinant (glycoforme alfa) :
[10-L-glutamine(P>Q),32-L-acide glutamique(K>E),34-L-acide
glutamique(A>E),36-L-acide glutamique(R>E),
106-L-asparagine(T>N),253-L-asparagine(V>N)]facteur de
coagulation VII humain activé (proconvertine, SPCA)

andlogo del factor Vlla de coagulacion (dos cadenas proteicas )
humano, producido por células ovaricas de hamster chino (CHO) a
partir de ADN recombinante (glicoforma alfa) :
[10-L-glutamina(P>Q),32-L-acido glutamico(K>E),34-L-acido
glutamico (A>E),36-L-acido glutamico(R>E),
106-L-asparagina(T>N),253-L-asparagina(V>N)]factor de
coagulacién VII humano activado (proconvertina, SPCA)

Light chain / Chaine légére / Cadedena ligera

ANAFLEELRQ GSLERECKEE QCSFEEAREI FEDEEETKLF WISYSDGDQC 50
ASSPCQNGGS CKDQLQSYIC FCLPAFEGRN CETHKDDQLI CVNENGGCEQ 100
YCSDHNGTKR SCRCHEGYSL LADGVSCTPT VEYPCGKIPI LEKRNASKPQ 150
GR 152

Heavy chain / Chaine lourde / Cadena pesada

IVGGKVCP KGECPWQVLL LVNGAQLCGG TLINTIWVVS AAHCFDKIKN 200
WRNLIAVLGE HDLSEHDGDE QSRRVAQVII PSTYVPGTTN HDIALLRLHQ 250
PVNLTDHVVP LCLPERTFSE RTLAFVRFSL VSGWGQLLDR GATALELMVL 300
NVPRLMTQDC LQQSRKVGDS PNITEYMFCA GYSDGSKDSC KGDSGGPHAT 350
HYRGTWYLTG IVSWGQGCAT VGHFGVYTRV SQYIEWLQKL MRSEPRPGVL 400
LRAPFP 406

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
17-22 50-61  55-70  72-81  91-102 98-112
114-127 135-262 159-164 178-194 310-329 340-368
Modified residues / Résidus modifiés / Restos modificados

E HOC  H NH,
6-7-14-16-19-20-25-26-29-32-34-35-36 {
4-carboxyGlu HO,C COH

Glycosylation sites (S or N) / Sites de glycosylation (S ou N) / Posiciones de glicosilacién (S o N)
Ser-52 Ser-60 Asn-106 Asn-145 Asn-253 Asn-322

short modified fragment of human amyloid beta A4 protein covalently
linked to three molecules of paclitaxel through succinyl linkers:

N NB10 NP-tris{4-[(1S,2R)-1-benzamido-3-{[(2S,5R,7S,10R,13S)-
10,12- bls(acetyloxy) 2-benzoyl-1,7-dihydroxy-9-oxo-5,20-epoxytax-
11-en-13-ylJloxy}-3- oxo 1-phenylpropan-2- yl oxy]-4-oxobutanoyl}
([318-L- threonlne(P>T ),324-L-serine(C>S"),325-L-
arginine(G>R®),327-L-lysine(N>K'?),332-L- IyS|ne(N>K15)] human
amyloid beta A4 protein precursor-(318-336)-peptide)

fragment court et modifié de la protéine béta A4 amyloide humaine
lié de fagon covalente a trois molécules de paclitaxel par autant de
succinyles :

N NE10 . NPtris{4-[(1S,2R)-1-benzamido-3-{[(2S,5R,7S,10R,13S)-
10,12-bis(acétyloxy)-2-benzoyl-1,7-dihydroxy-9-oxo-5,20-époxytax-
11-en-13-ylJoxy}-3- oxo 1-phénylpropan-2- yl oxy]-4-oxobutanoyl}
([318-L- threonlne(P>T ),324- L-serlne(C>S ),325-L-
arginine(G>R®),327-L-lysine(N>K®),332-L-lysine(N>K"?)] précurseur
de la protéine amyloide béta A4 humaine-(318-336)-peptide)
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paclitaxel trevatida

palbociclibum
palbociclib

palbociclib

palbociclib

panulisibum
panulisib

panulisib

panulisib

fragmento corto y modificado de la proteina beta A4 amiloide
humana unido covalentemente a tres moléculas de paclitaxel
mediante succinilos :

N*' NE10 N tris{4-[(1S,2R)-1-benzamido-3-{[(2S,5R, 7S,10R,13S)-
10,12-bis(acetiloxi)-2-benzoil-1,7-dihidroxi-9-oxo-5,20-epoxitax-11-
en-13-ilJoxi}-3-oxo-1-fenilpropan-2-il)oxi]-4-oxobutanoil} ([318-L-
treonina(P>T"),324-L-serina(C>S"),325-L-arginina(G>R®%),327-L-
lisina(N>K'%),332-L-lisina(N>K®)] precursor de la proteina amiloide
beta A4 humana-(318-336)-péptido

C257H308N32079

Peptide / Peptide / Péptido
TFFYGGSRGK RNNFKTEEY 19

Modified residues / Résidus modifiés / Restos modificados

K10, 15 /

H,NT SCOpH

R—NH H
HsCo
~ TCOH

6-acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-
2-yllamino}pyrido[2,3-d]pyrimidin-7(8H)-one

6-acétyl-8-cyclopentyl-5-méthyl-2-{[5-(pipérazin-1-yl)pyridin-
2-yllamino}pyrido[2,3-d]pyrimidin-7(8H)-one

6-acetil-8-ciclopentil-5-metil-2-{[5-(piperazin-1-il)piridin-
2-ilJlamino}pirido[2,3-d]pirimidin-7(8H)-ona

CZ4H29N7O2

S

HN\) N | CH,
TTY

5-{(2EZ)-8-[6-amino-5-(trifluoromethyl)pyridin-3-yl]-

2-(
2-(cyanoimino)-3-methyl-2,3-dihydro-1H-imidazo[4,5-c]quinolin-
1-yl}pyridin-2-yl)-2-methylpropanenitrile

5-{(2EZ)-8-[6-amino-5-(trifluorométhyl)pyridin-3-yl]-
cyanoimino)-3-méthyl-2,3-dihydro-1H-imidazo[4,5-c]quinoléin-
-yl}pyridin-2-yl)-2-methylpropanenitrile

2-(
2-(
1

2-(5-{(2EZ)-8-[6-amino-5-(trifluorometil)pyridin-3-il]-2-(cianoimino)-

3-metil-2,3-dihidro-1H-imidazo[4,5-c]quinolin-1-il}piridin-2-il)-
2-metilpropanonitrilo
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patisiranum
patisiran

patisiran

patisiran

CarH20F3Ng
CN
HsC
HsC
8 TN CN
N N’
HN_ N = __{
X N
N~cH
FsC & 3
—
N

small interfering RNA (siRNA);

RNA duplex of guanylyl-(3'—5')-2'-O-methyluridylyl-(3'—5')-adenylyl-
(3'>5")-adenylyl-(3'>5')-2'-O-methylcytidylyl-(3'-5')-2'-O-
methylcytidylyl-(3'—5')-adenylyl-(3'—5')-adenylyl-(3'—>5')-guanylyl-
(3'—>5")-adenylyl-(3'>5")-guanylyl-(3'—5')-2'-O-methyluridylyl-
(3'—>5")-adenylyl-(3'>5")-2'-O-methyluridylyl-(3'—5')-2"-O-
methyluridylyl-(3'—5')-2'-O-methylcytidylyl-(3'—5')-2'-O-
methylcytidylyl-(3'—5')-adenylyl-(3'—5")-2'-O-methyluridylyl-(3'—5')-
thymidylyl-(3'—5")-thymidine with thymidylyl-(5'—3')-thymidylyl-
(5'—>3'")-cytidylyl-(5'—3")-adenylyl-(5'—3")-2'-O-methyluridylyl-(5'—3')-
uridylyl-(5'—3')-guanylyl-(5'—3')-guanylyl-(5'—3")-uridylyl-(5'—3')-
uridylyl-(5'—3")-cytidylyl-(5'—3')-uridylyl-(5'—3')-cytidylyl-(5'—3')-
adenylyl-(5'—3')-2'-O-methyluridylyl-(5'—3')-adenylyl-(5'—3')-
adenylyl-(5'—3")-guanylyl-(5'—3')-guanylyl-(5'—3")-uridylyl-(5'—3')-
adenosine

petit ARN interférant (siRNA);

duplex ARN du brin guanylyl-(3'—5')-2'-O-méthyluridylyl-(3'—5')-
adénylyl-(3'—>5')-adénylyl-(3'—5")-2'-O-méthylcytidylyl-(3'—>5')-2'-O-
méthylcytidylyl-(3'—5')-adénylyl-(3'—5')-adénylyl-(3'—>5")-guanylyl-
(3'>5")-adénylyl-(3'—>5')-guanylyl-(3'—5')-2'-O-méthyluridylyl-
(3'—>5")-adénylyl-(3'>5")-2'-O-méthyluridylyl-(3'—5')-2'-O-
méthyluridylyl-(3'—5')-2'-O-méthylcytidylyl-(3'—5')-2'-O-
méthylcytidylyl-(3'—5')-adénylyl-(3'—5')-2'-O-méthyluridylyl-(3'—5')-
thymidylyl-(3'—5")-thymidine avec le brin anti-sens thymidylyl-
(5'—>3")-thymidylyl-(5'—3")-cytidylyl-(5'—>3')-adénylyl-(5'>3')-2"-O-
méthyluridylyl-(5'—3")-uridylyl-(5'—3')-guanylyl-(5'—3')-guanylyl-
(5'—>3")-uridylyl-(5'—3")-uridylyl-(5'—3")-cytidylyl-(5'—3")-uridylyl-
(5'—>3")-cytidylyl-(5'—3'")-adénylyl-(5'—3")-2'-O-méthyluridylyl-(5'—3')-
adénylyl-(5'—3")-adénylyl-(5'—3')-guanylyl-(5'—3')-guanylyl-(5'—3')-
uridylyl-(5'—3')-adénosine

ARN interferente pequefio (siRNA);

ARN duplex de la cadena guanilil-(3'—5')-2'-O-metiluridilil-(3'—>5')-
adenilil-(3'>5')-adenilil-(3'>5')-2'-O-metilcitidilil-(3'>5')-2'-O-
metilcitidilil-(3'>5')-adenilil-(3'>5')-adenilil-(3'>5')-guanilil-(3'>5')-
adenilil-(3'>5'")-guanilil-(3'>5')-2'-O-metiluridilil-(3'—5')-adenilil-
(3'—>5")-2"-O-metiluridilil-(3'—5')-2'-O-metiluridilil-(3'—>5')-2'-O-
metilcitidilil-(3'»5')-2"-O-metilcitidilil-(3'>5")-adenilil-(3'»5')-2'-O-
metiluridilil-(3'—5")-timidilil-(3'>5")-timidina con la cadena antisentido
timidilil-(5'—3")-timidilil-(5'—>3'")-citidilil-(5'—3")-adenilil-(5'—3")-2'-O-
metiluridilil-(5'—3')-uridilil-(5'—3")-guanilil-(5'—3")-guanilil-(5'—3')-
uridilil-(5'—3")-uridilil-(5'—3")-citidilil-(5'—3")-uridilil-(5'—3")-citidilil-
(5'—3")-adenilil-(5'—>3")-2'-O-metiluridilil-(5'—3')-adenilil-(5'—>3')-
adenilil-(5'—>3")-guanilil-(5'—>3')-guanilil-(5'—>3")-uridilil-(5'—3')-
adenosina
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pegbovigrastimum #
pegbovigrastim

pegbovigrastim

pegbovigrastim

Ca12H480N1480200P 40

Modified nucleosides (C and U) / Nucléosides modifiés (C et U) / Nucledsidos modificados (C y U)

= O Ne_NH = H
C=mC Y N 2 U=mu o N o
o N QT/
T =

HO ~ OCH; /

recombinant DNA derived bovine granulocyte colony-stimulating
factor (G-CSF) analogue, produced in Escherichia coli
(nonglycosylated), covalently bonded to methoxy polyethylene
glycol:

L-methionyl-[133-{4-(1-{[2-({[w-
methoxypoly(oxyethylene)]carbonyl}amino)ethoxy]imino}ethyl)-
L-phenylalanine(T>F)}]bovine granulocyte colony-stimulating factor
(G-CSF)

analogue du facteur de stimulation de colonies de granulocytes
bovin, produit par Escherichia coli a partir d'ADN recombinant (non
glycosylé), auquel est liée de fagon covalente une chaine
méthoxypolyéthyléneglycol :

L-méthionyl-[133-{4-(1-{[2-({[w-
méthoxypoly(oxyéthyléne)]carbonyl}amino)éthoxylimino}éthyl)-
L-phénylalanine(T>F)}|facteur de stimulation des colonies de
granulocytes (G-CSF) bovin

analogo del factor bovino estimulante de colonias de granulocitos,
producido por Escherichia coli a partir de ADN recombinante (no
glicosilado), al cual se une covalentemente una cadena
metoxipolietilenglicol :

L-metionil-[133-{4-(1-{[2-({[w-
metoxipoli(oxietileno)]carbonil}amino)etoxilimino}etil)-
L-fenilalanina(T>F)}]factor estimulante de colonias de granulocitos
(G-CSF) bovino

Cags9H1370N2360248Sg . [C2H40],

Sequence / Séquence / Secuencia

M
TPLGPARSLP QSFLLKCLEQ VRKIQADGAE LQERLCAAHK LCHPEELMLL 50
RHSLGIPQAP LSSCSSQSLQ LTSCLNQLHG GLFLYQGLLQ ALAGISPELA 100
PTLDTLQLDV TDFATNIWLQ MEDLGAAPAV QPFQGAMPTF TSAFQRRAGG 150
VLVASQLHRF LELAYRGLRY LAEP 174

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
36-42 64-74

Modified residue / Résidu modifi¢ / Resto modificado
CHs

0
H3CO{\/\ AIJI\ /\/0\
ol N N H_NH,
COH

E 133
4-(methoxyPEGcarbonylaminoethoxyiminoethyl)Phe
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pegteograstimum #
pegteograstim

pegtéograstim

pegteograstim

pevonedistatum
pevonedistat

pévonédistat

pevonedistat

recombinant DNA derived human granulocyte colony-stimulating
factor (G-CSF) analogue, produced in Escherichia coli
(nonglycosylated), covalently bonded to methoxy polyethylene
glycol:

endo-139a-S-{(3RS)-1-[3-({3-[w-
methoxypoly(oxyethylene)]propyl}amino)-3-oxopropyl]-
2,5-dioxopyrrolidin-3-yl}-L-cysteine (->C'*")-des-(37-39)-
[1-L-methionine(A>M),18-L-serine(C>S)]human granulocyte colony
stimulating factor (G-CSF, pluripoietin)

analogue du facteur humain de stimulation de colonies de
granulocytes, produit par Escherichia coli a partir d'ADN
recombinant (non glycosylé), auquel est lié de fagon covalente une
chaine méthoxypolyéthyléneglycol :
endo-139a-S-{(3RS)-1-[3-({3-[w-
méthoxypoly(oxyéthyléne)]propyl}amino)-3-oxopropyl]-
2,5-dioxopyrrolidin-3-yl}-L-cystéine(->C"*")-dés-(37-39)-
[1-L-méthionine(A>M),18-L-sérine(C>S)]facteur humain de
stimulation de colonies de granulocytes (G-CSF, pluripoiétine)

analogo del factor humano estimulante de colonias de granulocitos,
producido por Escherichia coli a partir de ADN recombinante (no
glicosilado), al que se une covalentemente una cadena
metoxipolietilenglicol:
endo-139a-S-{(3RS)-1-[3-({3-[w-metoxipoli(oxietileno)]propil}amino)-
3-oxopropil]-2,5-dioxopirrolidin-3-il}-L-cisteina(->C'*")-des-(37-39)-
[1-L-metionina(A>M),18-L-serina(C>S)]factor humano estimulante de
colonias de granulocitos (G-CSF, pluripoyetina)

C859H1360NZZGC)24989 - [CZH4O]n

Sequence / Séquence / Secuencia

MTPLGPASSL PQSFLLKSLE QVRKIQGDGA ALQEKLCATY KLCHPEELVL 50
LGHSLGIPWA PLSSCPSQAL QLAGCLSQLH SGLFLYQGLL QALEGISPEL 100
GPTLDTLQLD VADFATTIWQ QMEELGMAPA LQPTQGCAMP AFASAFQRRA 150
GGVLVASHLQ SFLEVSYRVL RHLAQP 176

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
37-43 65-75

Modified residue / Résidu modifié¢ / Resto modificado O o)
H
c HN N s
137(139a) o
PEG-linker- H
G-linker-Cys HaC” ‘PAO h d /Z
H,NT CO,H

[(1S,2S,4R)-4-(4-{[(1S)-2,3-dihydro-1H-inden-1-ylJamino}-
7H-pyrrolo[2,3-d]pyrimidin-7-yl)-2-hydroxycyclopentyllmethyl
sulfamate

sulfamate de [(1S,2S,4R)-4-(4-{[(1S)-2,3-dihydro-1H-indén-
1-yllamino}-7H-pyrrolo[2,3-d]pyrimidin-7-yl)-
2-hydroxycyclopentyllméthyle

sulfamato de (1S,2S,4R)-4-(4-{[(1S)-2,3-dihidro-1H-inden-
1-illamino}-7 H-pirrolo[2,3-d]pirimidin-7-il)-2-hidroxiciclopentillmetilo
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ralimetinibum
ralimetinib

ralimétinib

ralimetinib

remeglurantum
remeglurant

réméglurant

remeglurant

ricolinostatum
ricolinostat

ricolinostat

ricolinostat

C21H25N504S
¥ B H o\\S//o
A 07" NH
“H N Q\/H\ :
NN 4 oH

5-[2-tert-butyl-5-(4-fluorophenyl)-1H-imidazol-4-yl]-
3-(2,2-dimethylpropyl)-3H-imidazo[4,5-b]pyridin-2-amine

5-[2-tert-butyl-5-(4-fluorophényl)-1H-imidazol-4-yl]-
3-(2,2-diméthylpropyl)-3H-imidazo[4,5-b]pyridin-2-amine

5-[2-terc-butil-5-(4-fluorofenil)-1H-imidazol-4-il]-3-(2,2-dimetilpropil)-

3H-imidazol[4,5-b]piridin-2-amina
Ca4H20FNs

=z

N
| S—NH,
HaC \j<

CH; N
3 H HaC CHg

F

(6-bromopyrazolo[1,5-a]pyrimidin-2-yl)[(1R)-1-methyl-
3,4-dihydroisoquinolin-2(1H)-yllmethanone

(6-bromopyrazolo[1,5-a]pyrimidin-2-yl)[(1R)-1-méthyl-
3,4-dihydroisoquinoléin-2(1H)-yllméthanone

(6-bromopirazolo[1,5-a]pirimidin-2-il)[(1R)-1-metil-
3,4-dihidroisoquinolin-2(1H)-iljmetanona

C17H1sBrN4O

H CH; O

Br

2-(diphenylamino)-N-[7-(hydroxyamino)-7-oxoheptyl]pyrimidine-
5-carboxamide

2-(diphénylamino)-N-[7-(hydroxyamino)-7-oxoheptyl]pyrimidine-
5-carboxamide

2-(difenilamino)-N-[7-(hidroxiamino)-7-oxoheptil]pirimidina-
5-carboxamida
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Ca24H27N503

rimegepantum

rimegepant (5S,6S,9R)-5-amino-6-(2,3-difluorophenyl)-6,7,8,9-tetrahydro-
5H-cyclohepta[b]pyridin-9-yl 4-(2-oxo-2,3-dihydro-1H-imidazo[4,5-
b]pyridin-1-yl)piperidine-1-carboxylate

rimégépant 4-(2-ox0-2,3-dihydro-1H-imidazo[4,5-b]pyridin-1-yl)pipéridine-
1-carboxylate de (5S,6S,9R)-5-amino-6-(2,3-difluorophényl)-
6,7,8,9-tétrahydro-5H-cyclohepta[b]pyridin-9-yle

rimegepant 4-(2-ox0-2,3-dihidro-1H-imidazo[4,5-b]piridin-1-il)piperidina-
1-carboxilato de (5S,6S,9R)-5-amino-6-(2,3-difluorofenil)-
6,7,8,9-tetrahidro-5H-ciclohepta[b]piridin-9-ilo

CZBH28F2N603
NH
N
7\
—
ripasudilum
ripasudil 4-fluoro-5-{[(2S)-2-methyl-1,4-diazepan-1-yl]sulfonyl}isoquinoline
ripasudil 4-fluoro-5-{[(2S)-2-méthyl-1,4-diazépan-1-yl]sulfonyl}isoquinoléine
ripasudil 4-fluoro-5-{[(2S)-2-metil-1,4-diazepan-1-il]sulfonil}isoquinolina
C15H13FN3OZS
F
N“XY" o0 OH CHs,
| Y A
Y
KJNH
riviciclibum
riviciclib 2-(2-chlorophenyl)-5,7-dihydroxy-8-[(2R,3S)-2-(hydroxymethyl)-
1-methylpyrrolidin-3-yl]-4H-1-benzopyran-4-one
riviciclib 2-(2-chlorophényl)-5,7-dihydroxy-8-[(2R,3S)-2-(hydroxyméthyl)-
1-méthylpyrrolidin-3-yl]-4H-1-benzopyran-4-one
riviciclib 2-(2-clorofenil)-5,7-dihidroxi-8-[(2R,3S)-2-(hidroximetil )-

1-metilpirrolidin-3-il]-4 H-1-benzopiran-4-ona
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rivipanselum
rivipansel

rivipansel

rivipansel

C21H20CINOs

(2S)-3-cyclohexyl-2-([(1R,2R,3S,5R)-2-[(6-deoxy-
a-L-galactopyranosyl)oxy]-3-(2,6-dioxo-1,2,3,6-tetrahydropyrimidin-
4-carboxamido)-5-{13-[(3,6,8-trisulfonatonaphthalene-1-yl)amino]-
6,13-dioxo-2,5-diaza-8,11-dioxatridecanoyl}cyclohexyl]
{2-O-benzoyl-B-D-galactopyranosid-3-O-yl})propanoic acid

acide (2S)-3-cyclohexyl-2-([(1R,2R,3S,5R)-2-[(6-déoxy-
a-L-galactopyranosyl)oxy]-3-(2,6-dioxo-1,2,3,6-tétrahydropyrimidin-
4-carboxamido)-5-{13-[(3,6,8-trisulfonatonaphtalén-1-yl)amino]-
6,13-dioxo-2,5-diaza-8,11-dioxatridécanoyl}cyclohexyl]
{2-O-benzoyl-B-D-galactopyranosid-3-O-yl})propanoique

acido (2S)-3-ciclohexil-2-([(1R,2R,3S,5R)-2-[(6-desoxi-
a-L-galactopiranosil)oxi]-3-(2,6-dioxo-1,2,3,6-tetrahidropirimidin-
4-carboxamido)-5-{13-[(3,6,8-trisulfonatonaftalen-1-il)amino]-
6,13-dioxo-2,5-diaza-8,11-dioxatridecanoil}ciclohexil] {2-O-benzoil-
B-D-galactopiranosid-3-O-il})propanoico

CsgH74N6031S3

O

HO3S ' i SO3H
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roniciclibum
roniciclib

roniciclib

roniciclib

ropeginterferonum alfa-2b #
ropeginterferon alfa-2b

ropéginterféron alfa-2b

ropeginterferon alfa-2b

cyclopropyl(4-{[4-{[(2R,3R)-3-hydroxybutan-2-ylJoxy}-
5-(trifluoromethyl)pyrimidin-2-yllamino}phenyl)imino-A°-sulfanone

cyclopropyl(4-{[4-{[(2R,3R)-3-hydroxybutan-2-ylJoxy}-
5-(trifluorométhyl)pyrimidin-2-ylJamino}phényl)imino-A’-sulfanone

ciclopropil(4-{[4-{[(2R,3R)-3-hidroxibutan-2-ilJoxi}-
5-(trifluorometil)pirimidin-2-ilJamino}fenil)imino-A"-sulfanona

C18H21 F3N4OSS

\\ //

g&fxﬂj v

recombinant DNA derived human interferon alfa-2b with an added
pegylated proline at its N-terminal, produced in Escherichia coli
(nonglycosylated):

{1-[(3RS)-3,7-bis{[(w-
methoxypoly(oxyethylene)carbonyllamino}heptyl]-L-prolyl}human
interferon alpha-2B

interféron alfa-2b humain auquel une proline pégylée a été rajoutée
du coté N-terminal, produit par Escherichia coli (non glycosylé) a
partir d'ADN recombinant :

{1-[(3RS)-3,7-bis{[(w-
méthoxypoly(oxyéthylene)carbonyllamino}heptyl]-L-prolyl}interféron
alpha-2B humain

interferon alfa-2b humano con una prolina pegilada unida al extremo
N-terminal, producido por Escherichia coli (no glicosilado) a partir de
ADN recombinante :
{1-[(3RS)-3,7-bis{[(w-metoxipoli(oxietilen)carbonillamino}heptil]-
L-prolil}interferon alfa-2B humano

Ca76H1376N2320260S9[C2H4O] 20

Sequence / Séquence / Secuencia

PO
CDLPQTHSLG SRRTLMLLAQ MRRISLFSCL KDRHDFGFPQ EEFGNQFQKX 50
ETIPVLHEMI QQIFNLFSTK DSSAAWDETL LDKFYTELYQ QLNDLEACVI 100
QGVGVTETPL MKEDSILAVR KYFQRITLYL KEKKYSPCAW EVVRAEIMRS 150
FSLSTNLQES LRSKE 165

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
1-98 29-138

Modified residue / Résidu modifié / Resto modificado o

O,

-0 N
P HaC MO%NH HC—
1-[(MPEG)2link]Prolyl HN/\/\/K/\N\E
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sacubitrilum
sacubitril

sacubitril

sacubitrilo

sarecyclinum
sarecycline

sarécycline

sareciclina

sarsageninum
sarsagenin

sarsagénine

sarsagenina

4-{[(2S,4R)-1-([1,1'-biphenyl]-4-yl)-5-ethoxy-4-methyl-5-oxopentan-
2-yllamino}-4-oxobutanoic acid

acide 4-{[(2S,4R)-1-([1,1'-biphényl]-4-yl)-5-éthoxy-4-méthyl-
5-oxopentan-2-yllamino}-4-oxobutanoique

acido 4-{[(2S,4R)-1-([1,1"-bifenil]-4-il)-5-etoxi-4-metil-5-oxopentan-
2-illJamino}-4-oxobutanoico

C24‘1H29N05
o]
N COH
H3c/\o C \n/\/ 2
H:C HH ) o

(4S,4aS,5aR,12aS)-4-(dimethylamino)-3,10,12,12a-tetrahydroxy-
7-{[methoxy(methyl)amino]methyl}-1,11-dioxo-1,4,4a,5,5a,6,11,12a-
octahydrotetracene-2-carboxamide

(4S,4aS,5aR,12aS)-4-(diméthylamino)-3,10,12,12a-tétrahydroxy-
7-{[méthoxy(méthyl)amino]méthyl}-1,11-dioxo-1,4,4a,5,5a,6,11,12a-
octahydrotétracéne-2-carboxamide

(4S,4aS,5aR,12aS)-4-(dimetilamino)-3,10,12,12a-tetrahidroxi-
7-{[metoxi(metil)amino]metil}-1,11-dioxo-1,4,4a,5,5a,6,11,12a-
octahidrotetraceno-2-carboxamida

Ca4H29N305

(25S)-5B-spirostan-3p-ol
(25S)-5B-spirostan-3p-ol

(25S)-5B-espirostan-3p-ol
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sisapronilum
sisapronil

sisapronil

sisapronilo

smilageninum
smilagenin

smilagénine

esmilagenina

tanurmotidum
tanurmotide

tanurmotide

tanurmotida

Ca7H403

5-amino-1-[2,6-dichloro-4-(trifluoromethyl)phenyl]-4-[(1RS)-2,2-
difluoro-1-(trifluoromethyl)cyclopropyl]-1H-pyrazole-3-carbonitrile

5-amino-1-[2,6-dichloro-4-(trifluorométhyl)phényl]-4-[(1RS)-2,2-
difluoro-1-(trifluorométhyl)cyclopropyl]-1H-pyrazole-3-carbonitrile

5-amino-1-[2,6-dicloro-4-(trifluorometil)fenil]-4-[(1RS)-2,2-difluoro-
1-(trifluorometil)ciclopropil]-1H-pirazol-3-carbonitrilo

C15HgCl2FgN,4

CN
CF3
cl '}l/ 4 F and enantiomer
N / et énantiomére
F yenantiémero
NH,

FsC cl

(25R)-5B-spirostan-33-ol
(25R)-5B-spirostan-33-ol
(25R)-5B-espirostan-33-ol

C27H4403

human lymphocyte antigen 6K-(101-111)-peptide
antigéne 6K lymphocytaire humain-(101-111)-peptide
antigeno 6K linfocitario humano-(101-111)-péptido
Cs1HgoN14015S

Sequence / Séquence / Secuencia
RYCNLEGPPI 10
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tarextumabum #
tarextumab

tarextumab

tarextumab

immunoglobulin G2-kappa, anti-[Homo sapiens NOTCH2 and
NOTCH3], Homo sapiens monoclonal antibody;

gammaz2 heavy chain (1-441) [Homo sapiens VH (IGHV3-66*01
(93.90%) -(IGHD)-IGHJ6*01 T123>L (110)) [8.8.8] (1-115) -
IGHG2*01 (CH1 (116-213), hinge (214-225), CH2 (226-334), CH3
(335-439), CHS (440-441)) (116-441)], (129-215")-disulfide with
kappa light chain (1'-215") [Homo sapiens V-KAPPA (IGKV3-20*02
(94.40%) -IGKJ1*01) [7.3.9] (1'-108") -IGKC*01 (109'-215")]; dimer
(217-217":218-218":221-221":224-224")-tetrakisdisulfide

immunoglobuline G2-kappa, anti-[Homo sapiens NOTCH2 et
NOTCHS3], Homo sapiens anticorps monoclonal;

chaine lourde gammaz2 (1-441) [Homo sapiens (IGHV3-66*01
(93.90%) -(IGHD)-IGHJ6*01 T123>L (110)) [8.8.8] (1-115) -
IGHG2*01 (CH1 (116-213), charniere (214-225), CH2 (226-334),
CH3 (335-439), CHS (440-441)) (116-441)], (129-215")-disulfure
avec la chaine légere kappa (1'-215") [Homo sapiens V-KAPPA
(IGKV3-20*02 (94.40%) -IGKJ1*01) [7.3.9] (1'-108') -IGKC*01 (109'-
215")]; dimére (217-217":218-218":221-221":224-224")-
tétrakisdisulfure

inmunoglobulina G2-kappa, anti-INOTCH2 y NOTCH3 de Homo
sapiens], anticuerpo monoclonal de Homo sapiens;

cadena pesada gammaz2 (1-441) [Homo sapiens (IGHV3-66*01
(93.90%) -(IGHD)-IGHJ6*01 T123>L (110)) [8.8.8] (1-115) -
IGHG2*01 (CH1 (116-213), bisagra (214-225), CH2 (226-334), CH3
(335-439), CHS (440-441)) (116-441)], (129-215")-disulfuro con la
cadena ligera kappa (1'-215") [Homo sapiens V-KAPPA (IGKV3-
20*02 (94.40%) -IGKJ1*01) [7.3.9] (1'-108") -IGKC*01 (109'-215")];
dimero (217-217":218-218":221-221":224-224")-tetrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS SSGMSWVRQA PGKGLEWVSV 50
IASSGSNTYY ADSVKGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCARSI 100
FYTTWGQGTL VTVSSASTKG PSVFPLAPCS RSTSESTAAL GCLVKDYFPE 150
PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSN FGTQTYTCNV 200
DHKPSNTKVD KTVERKCCVE CPPCPAPPVA GPSVFLFPPK PKDTLMISRT 250
PEVTCVVVDV SHEDPEVQFN WYVDGVEVHN AKTKPREEQF NSTFRVVSVL 300
TVVHQDWLNG KEYKCKVSNK GLPAPIEKTI SKTKGQPREP QVYTLPPSRE 350
EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP MLDSDGSFFL 400
YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K 441

Light chain / Chaine légére / Cadena ligera

DIVLTQSPAT LSLSPGERAT LSCRASQSVR SNYLAWYQQK PGQAPRLLIY 50
GASSRATGVP ARFSGSGSGT DFTLTISSLE PEDFAVYYCQ QYSNFPITFG 100
QGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSF NRGEC 215

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 142-198  255-315  361-419
22"-96" 142"-198" 255"-315" 361"-419"
Intra-L (C23-C104) 23'-89' 135'-195'
23".89" 135M-195"
Inter-H-L (CH1 10-CL 126) 129-215'  129"-215"
Inter-H-H (h 4, h 5,h 8, h 11) 217-217" 218-218" 221-221" 224-224"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
291, 291"
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taselisibum
taselisib

tasélisib

taselisib

technetii (**"Tc) trofolastati chloridum

technetium (*"Tc) trofolastat chloride

chlorure de technétium (*"Tc) trofolastat

cloruro de tecnecio (*™Tc) trofolastat

2-methyl-2-(4-{2-[3-methyl-1-(propan-2-yl)-1H-1,2,4-triazol-5-yl]-
5,6-dihydroimidazo[1,2-d][1,4]benzoxazepin-9-yl}-1H-pyrazol-
1-yl)propanamide

2-méthyl-2-(4-{2-[3-méthyl-1-(propan-2-yl)-1H-1,2,4-triazol-5-yl]-
5,6-dihydroimidazo[1,2-d][1,4]benzoxazépin-9-yl}-1H-pyrazol-
1-yl)propanamide

2-metil-2-(4-{2-[3-metil-1-(propan-2-il)-1H-1,2,4-triazol-5-yl]-
5,6-dihidroimidazo[1,2-d][1,4]benzoxazepin-9-il}-1H-pirazol-
1-il)propanamida

C24H28N802

/~ N\

B!
HsC\«N\)/q z
N—N>/CH3

0}
_ NH,
</ DcH
H3C N CH, 3

(OC-6-33)-tricarbonyl{(2S)-2-[({(1S)-1-carboxy-4-{[(1S)-1-carboxy-
5-(bis{[1-(2-{[bis(carboxymethyl)Jamino}-2-oxoethyl)-1H-imidazol-
2-yI-KN3]methyI}amino-KN)pentyI]amino}-
4-oxobutyl]carbamoyl}amino)pentanedioic acid}(**"Tc)technetium
chloride

chlorure de (*"Tc)technétium acide (OC-6-33)-tricarbonyl{(2S)-2-
[({(1S)-1-carboxy-4-{[(1S)-1-carboxy-5-(bis{[1-(2-
{[bis(carboxyméthyl)]Jamino}-2-oxoéthyl)-1H-imidazol-
2-yl-kN®Jméthyl}amino-kN)pentyllamino}-
4-oxobutyllcarbamoyl}amino)pentanedioique}

cloruro de acido (OC-6-33)-tricarbonil{(2S)-2-[({(1S)-1-carboxi-
4-{[(1S)-1-carboxi-5-(bis{[1-(2-{[bis(carboximetil)Jamino}-2-oxoetil -
1H-imidazol-2-il-k N*Jmetil}amino-k N)pentillamino}-
4-oxobutiljcarbamoil}amino)pentanedioico }(**"Tc)tecnecio

CuoHs0CIN1oO23TC

gng'EAN— O COH or
0C™ 1™\
N N CO,H
L3
N H NH
Kfo o) CO,H
HO,C.__N._COH (H @ H/§
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topsalysinum #
topsalysin

topsalysine

topsalisina

tosatoxumabum #
tosatoxumab

tosatoxumab

recombinant DNA derived proaerolysin, pore-forming protein, from
Aeromonas hydrophila, with the furin site substituted with a prostate
specific antigen (PSA), fusion protein with 6 histidines, produced in
Escherichia coli (nonglycosylated):
[427-L-histidine(K>H),428-L-serine(V>S),429-L-serine(R>S),430-L-
lysine(R>K),431-L-leucine(A>L),432-L-glutamine(R>Q)]proaerolysin
Aeromonas hydrophila fusion protein with hexa-L-histidine

proaérolysine, protéine formant des pores, d'’Aeromonas hydrophila
dont le site furine est substitué par un antigéne prostatique
spécifique, protéine de fusion avec 6 histidines, produit par
Escherichia coli a partir d'ADN recombinant (non glycosylé) :
[427-L-histidine(K>H),428-L-sérine(V>S),429-L-sérine(R>S),430-L-
lysine(R>K),431-L-leucine(A>L),432-L-glutamine(R>Q)]proaérolysine
d'Aeromonas hydrophila protéine de fusion avec I'hexa-L-histidine

proaerolisina, proteina formadora de poros, d'Aeromonas hydrophila
cuyo sitio furina esta substituido por un antigeno prostatico
especifico, proteina de fusion con 6 histidinas, producida por
Escherichia coli a partir de ADN recombinante (no glicosilado) :
[427-L-histidina(K>H),428-L-serina(V>S),429-L-serina (R>S),430-L-
lisina(R>K),431-L-leucina(A>L),432-L-glutamina(R>Q)]proaerolisina
d'Aeromonas hydrophila proteina de fusién con hexa-L-histidina

Sequence / Séquence / Secuencia

AEPVYPDQLR LFSLGQGVCG DKYRPVNREE AQSVKSNIVG MMGQWQISGL 50

ANGWVIMGPG YNGEIKPGTA SNTWCYPTNP VTGEIPTLSA LDIPDGDEVD 100
VQWRLVHDSA NFIKPTSYLA HYLGYAWVGG NHSQYVGEDM DVTRDGDGWV 150
IRGNNDGGCD GYRCGDKTAI KVSNFAYNLD PDSFKHGDVT QSDRQLVKTV 200
VGWAVNDSDT PQSGYDVTLR YDTATNWSKT NTYGLSEKVT TKNKFKWPLV 250
GETELSIEIA ANQSWASQNG GSTTTSLSQS VRPTVPARSK IPVKIELYKA 300
DISYPYEFKA DVSYDLTLSG FLRWGGNAWY THPDNRPNWN HTFVIGPYKD 350
KASSIRYQWD KRYIPGEVKW WDWNWTIQQON GLSTMQNNLA RVLRPVRAGI 400
TGDFSAESQF AGNIEIGAPV PLAADSHSSK LQSVDGAGQG LRLEIPLDAQ 450
ELSGLGFNNV SLSVTPAANQ HHHHHH 476

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
19-75 159-164

immunoglobulin G1-lambda2, anti-[Staphylococcus aureus alpha-
toxin (alpha-hemolysin, alpha-HL, hly, hla)], Homo sapiens
monoclonal antibody;gamma1 heavy chain (1-451) [Homo sapiens
VH (IGHV5-51*01 (81.60%) -(IGHD)-IGHJ1*01 L123>M (116))
[8.8.14] (1-121) -IGHG1*01 (CH1 (122-219), hinge (220-234), CH2
(235-344), CH3 (345-449), CHS (450-451)) (122-451)], (224-216')-
disulfide with lambda light chain (1'-217') [Homo sapiens V-LAMBDA
(IGLV1-44*01 (93.90%) -IGLJ1*01) [8.3.12] (1'-111") -IGLC1*01
(112'-217")]; dimer (230-230":233-233")-bisdisulfide

immunoglobuline G1-lambda2, anti-[Staphylococcus aureus toxine
alpha (hémolysine alpha, HL-alpha, hly, hla)], Homo sapiens
anticorps monoclonal;

chaine lourde gamma1 (1-451) [Homo sapiens VH (IGHV5-51*01
(81.60%) -(IGHD)-IGHJ1*01 L123>M (116)) [8.8.14] (1-121) -
IGHG1*01 (CH1 (122-219), charniere (220-234), CH2 (235-344),
CH3 (345-449), CHS (450-451)) (122-451)], (224-216")-disulfure
avec la chaine légere lambda (1'-217') [Homo sapiens V-LAMBDA
(IGLV1-44*01 (93.90%) -IGLJ1*01) [8.3.12] (1'-111") -IGLC1*01
(112'-217")]; dimére (230-230":233-233")-bisdisulfure

11
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tosatoxumab

tovetumabum #
tovetumab

tovétumab

inmunoglobulina G1-lambda2, anti-[toxina alfa de Staphylococcus
aureus (hemolisina alfa, HL-alfa, hly, hla)], anticuerpo monoclonal de
Homo sapiens;

gamma (1-451) [Homo sapiens VH (IGHV5-51*01 (81.60%) -
(IGHD)-IGHJ1*01 L123>M (116)) [8.8.14] (1-121) -cadena pesada
(224-216'")-disulfuro con la cadena ligera lambda (1'-217") [Homo
sapiens (IGLV1-44*01 (93.90%) -IGLJ1*01) [8.3.12] (1-111") -
IGLC1*01 (112'-217")]; dimero (230-230":233-233")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQOMVQSGAE VKKPGEPLKI SCKGSGYKFG THWIGWVRQR PGKGLEWMGI 50
IHPADSETKY SPSFQGQVSF SADKSSNTAY LHWSTLRASD TAMYYCARRS 100
GSSSWYALDF WGQGTMVTVS SASTKGPSVFEF 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 légére / Cadena ligera

QSVLTQSPSA SGTPGQRVTI SCSGGSSNIG SNTVNWYQQF PGAAPKLLIY 50
TNNQRPSGVP DRFSGSKSGT SASLAISGLQ SEDEADYYCA TWDDSLNGLY 100
VFGTGTKVTV LGQPKANPTV TLFPPSSEEL QANKATLVCL ISDFYPGAVT 150
VAWKADGSPV KAGVETTKPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV 200
THEGSTVEKT VAPTECS 217

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  148-204  265-325  371-429
22"-96" 148"-204" 265"-325" 371"-429"
Intra-L (C23-C104) 22'-89'  139'-198'
22"-89" 139"-198"
Inter-H-L (h 5-CL 126) 224-216' 224"-216"
Inter-H-H (h 11,h 14)  230-230" 233-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
301,301"

immunoglobulin G2-kappa, anti-[Homo sapiens PDGFRA (platelet-
derived growth factor receptor alpha subunit, PDGFR2, CD140a)],
Homo sapiens monoclonal antibody;

gamma2 heavy chain (1-446) [Homo sapiens VH (IGHV3-11*01
(98.00%) -(IGHD)-IGHJ6*01) [8.8.13] (1-120) -IGHG2*01 (CH1 (121-
218), hinge (219-230), CH2 (231-339), CH3 (340-444), CHS (445-
446)) (121-446)], (134-215")-disulfide with kappa light chain (1'-215'")
[Homo sapiens V-KAPPA (IGKV1-39*01 (89.50%) -IGKJ5*01
1126>M (107)) [6.3.10] (1'-108') -IGKC*01 (109'-215")]; dimer (222-
222":223-223":226-226":229-229")-tetrakisdisulfide

immunoglobuline G2-kappa, anti-[Homo sapiens PDGFRA (sous-
unité alpha du récepteur du facteur de croissance dérivé des
plaquettes, PDGFR2, CD140a)], Homo sapiens anticorps
monoclonal;

chaine lourde gammaz2 (1-446) [Homo sapiens VH (IGHV3-11*01
(98.00%) -(IGHD)-IGHJ6*01) [8.8.13] (1-120) -IGHG2*01 (CH1 (121-
218), charniére (219-230), CH2 (231-339), CH3 (340-444), CHS
(445-446)) (121-446)], (134-215")-disulfure avec la chaine légére
kappa (1'-215") [Homo sapiens V-KAPPA (IGKV1-39*01 (89.50%) -
IGKJ5*01 1126>M (107)) [6.3.10] (1'-108") -IGKC*01 (109'-215")];
dimére (222-222":223-223":226-226":229-229")-tétrakisdisulfure

112
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tovetumab

ubrogepantum
ubrogepant

ubrogépant

ubrogepant

inmunoglobulina G2-kappa, anti-[PDGFRA de Homo sapiens
(subunidad alfa del receptor del factor de crecimiento derivado de
las plaquetas, PDGFR2, CD140a)], anticuerpo monoclonal de Homo
sapiens;

cadena pesada gamma2 (1-446) [Homo sapiens VH (IGHV3-11*01
(98.00%) -(IGHD)-IGHJ6*01) [8.8.13] (1-120) -IGHG2*01 (CH1 (121-
218), bisagra (219-230), CH2 (231-339), CH3 (340-444), CHS (445-
446)) (121-446)], (134-215")-disulfuro con la cadena ligera kappa (1'-
215") [Homo sapiens V-KAPPA (IGKV1-39*01 (89.50%) -IGKJ5*01
1126>M (107)) [6.3.10] (1'-108') -IGKC*01 (109'-215")]; dimero (222-
222":223-223":226-226":229-229")-tetrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVESGGG LVKPGGSLRL SCAASGFTFS DYYMNWIRQA PGKGLEWVSY 50
ISSSGSIIYY ADSVKGRFTI SRDNAKNSLY LQMNSLRAED TAVYYCAREG 100
RIAARGMDVW GQGTTVTVSS ASTKGPSVFP LAPCSRSTSE STAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSNFGTQT 200
YTCNVDHKPS NTKVDKTVER KCCVECPPCP APPVAGPSVF LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVQFNWYVDG VEVHNAKTKP REEQFNSTFR 300
VVSVLTVVHQ DWLNGKEYKC KVSNKGLPAP IEKTISKTKG QPREPQVYTL 350
PPSREEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPMLDSD 400
GSFFLYSKLT VDKSRWQQGN VFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine 1égére / Cadena ligera

DIQMTQSPSS LSASVGDRVS ITCRPSQSFS RYINWYQQKP GKAPKLLIHA 50
ASSLVGGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ TYSNPPITFG 100
QGTRLEMKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSF NRGEC 215

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  260-320 366-424
22"-96" 147"-203" 260"-320" 366"-424"
Intra-L (C23-C104) 23'-88' 135195
23M.88™ 135M.195"
Inter-H-L (CHI 10-CL 126)  134-215' 134"-215"
Inter-H-H (h4,h 5,h 8, h 11) 222-222" 223-223" 226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
296, 296"

(3'S)-N-[(3S,5S,6R)-6-methyl-2-oxo-5-phenyl-
1-(2,2,2-trifluoroethyl)piperidin-3-yl]-2'-oxo-
1',2',5,7-tetrahydrospiro[cyclopenta[b]pyridine-6,3'-pyrrolo[2,3-
b]pyridine]-3-carboxamide

(3'S)-N-[(3S,5S,6R)-6-méthyl-2-oxo-5-phényl-
1-(2,2,2-trifluoroéthyl)pipéridin-3-yl]-2'-oxo-
1',2',5,7-tétrahydrospiro[cyclopenta[b]pyridine-6,3'-pyrrolo[2,3-
b]pyridine]-3-carboxamide

(3'S)-N-[(3S,5S,6R)-6-metil-2-oxo-5-fenil-
1-(2,2,2-trifluoroetil)piperidin-3-il]-2'-oxo-
1',2',5,7-tetrahidrospiro[ciclopenta[b]piridina-6,3'-pirrolo[2,3-
b]piridinal-3-carboxamida

Ca9H26F3N503
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valbenazinum
valbenazine

valbénazine

valbenazina

vantictumabum #
vantictumab

vantictumab

vantictumab

(2R,3R,11bR)-9,10-dimethoxy-3-(2-methylpropyl)-1,3,4,6,7,11b-
hexahydro-2H-pyrido[2,1-a]isoquinolin-2-yl L-valinate

L-valinate de (2R,3R,11bR)-9,10-diméthoxy-3-(2-méthylpropyl)-
1,3,4,6,7,11b-hexahydro-2H-pyrido[2,1-alisoquinoléin-2-yle

L-valinato de (2R,3R,11bR)-9,10-dimetoxi-3-(2-metilpropil)-
1,3,4,6,7,11b-hexahidro-2H-pirido[2,1-a]isoquinolein-2-ylo

C24H38N2O4

immunoglobulin G2-lambda, anti-[Homo sapiens frizzled family
receptor (FZD), including FZD1, FZD2, FZD5, FZD7 and FZD8)],
Homo sapiens monoclonal antibody;

gamma2 heavy chain (1-443) [Homo sapiens VH (IGHV3-23*04
(90.80%) -(IGHD)-IGHJ6*01 T123>L (113)) [8.8.11] (1-118) -
IGHG2*01 (CH1 (119-216), hinge (217-228), CH2 (229-337), CH3
(338-441), CHS (442-443)) (119-443)], (132-212")-disulfide with
lambda light chain (1'-213') [Homo sapiens V-LAMBDA (IGLV3-
25*02 (81.60%) -IGLJ2*01) [6.3.10] (1'-107") -IGLC2*01 (108'-213")];
dimer (220-220":221-221":224-224":227-227")-tetrakisdisulfide

immunoglobuline G2-lambda, anti-[Homo sapiens récepteur de la
famille frizzled (FZD), incluant FZD1, FZD2, FZD5, FZD7 et FZD8)],
Homo sapiens anticorps monoclonal;

chaine lourde gammaz2 (1-443) [Homo sapiens VH (IGHV3-23*04
(90.80%) -(IGHD)-IGHJ6*01 T123>L (113)) [8.8.11] (1-118) -
IGHG2*01 (CH1 (119-216), charniére (217-228), CH2 (229-337),
CH3 (338-441), CHS (442-443)) (119-443)], (132-212")-disulfure
avec la chaine légere lambda (1'-213') [Homo sapiens V-LAMBDA
(IGLV3-25*02 (81.60%) -IGLJ2*01) [6.3.10] (1'-107") -IGLC2*01
(108'-213")]; dimeére (220-220":221-221":224-224":227-227")-
tétrakisdisulfure

inmunoglobulina G2-lambda, anti-[receptor de la familia frizzled
(FZD) de Homo sapiens, incluyendo FZD1, FZD2, FZD5, FZD7 et
FZD8)], anticuerpo monoclonal de Homo sapiens ;

cadena pesada gammaz2 (1-443) [Homo sapiens VH (IGHV3-23*04
(90.80%) -(IGHD)-IGHJ6*01 T123>L (113)) [8.8.11] (1-118) -
IGHG2*01 (CH1 (119-216), bisagra (217-228), CH2 (229-337), CH3
(338-441), CHS (442-443)) (119-443)], (132-212")-disulfuro con la
cadena ligera lambda (1'-213') [Homo sapiens V-LAMBDA (IGLV3-
25*02 (81.60%) -IGLJ2*01) [6.3.10] (1'-107") -IGLC2*01 (108'-213")];
dimero (220-220":221-221":224-224":227-227")-tetrakisdisulfuro
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vatiquinonum
vatiquinone

vatiquinone

vatiquinona

vedroprevirum
vedroprevir

védroprévir

vedroprevir

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTEFS HYTLSWVRQA PGKGLEWVSV 50
ISGDGSYTYY ADSVKGRFTI SSDNSKNTLY LQMNSLRAED TAVYYCARNE 100
IKYVFANWGQ GTLVTVSSAS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSNFGTQTYT 200
CNVDHKPSNT KVDKTVERKC CVECPPCPAP PVAGPSVFLF PPKPKDTLMI 250
SRTPEVTCVV VDVSHEDPEV QFNWYVDGVE VHNAKTKPRE EQFNSTFRVV 300
SVLTVVHQDW LNGKEYKCKV SNKGLPAPIE KTISKTKGQP REPQVYTLPP 350
SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPMLDSDGS 400
FFLYSKLTVD KSRWQQGNVF SCSVMHEALH NHYTQKSLSL SPG 443

Light chain / Chaine légére / Cadena ligera

DIELTQPPSV SVAPGQTARI SCSGDNIGSFEF YVHWYQQKPG QAPVLVIYDK 50
SNRPSGIPER FSGSNSGNTA TLTISGTQAE DEADYYCQSY ANTLSLVFEGG 100
GTKLTVLGQP KAAPSVTLFP PSSEELQANK ATLVCLISDF YPGAVTVAWK 150
ADSSPVKAGV ETTTPSKQSN NKYAASSYLS LTPEQWKSHR SYSCQVTHEG 200
STVEKTVAPT ECS 213

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  145-201  258-318 364-422
22"-96" 145"-201" 258"-318" 364"-422"
Intra-L (C23-C104) 22'-87' 135'-194'
22M_87M  135M-194™
Inter-H-L (CH1 10-CL 126) 132-212' 132"-212"
Inter-H-H (h 4, h 5,h 8, h 11) 220-220" 221-221" 224-224" 227-227"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 .4:
294, 294"

2-[(3R,6E,10E)-3-hydroxy-3,7,11,15-tetramethylhexadeca-
6,10,14-trien-1-ylI]-3,5,6-trimethylcyclohexa-2,5-diene-1,4-dione

2-[(3R,6E,10E)-3-hydroxy-3,7,11,15-tétraméthylhexadéca-
6,10,14-trién-1-ylI]-3,5,6-triméthylcyclohexa-2,5-diéne-1,4-dione

2-[(3R,6E,10E]-3-hidroxi-3,7,11,15-tetrametilhexadeca-6,10,14-trien-
1-il]-3,5,6-trimetilciclohexa-2,5-dieno-1,4-diona

Ca2H4403
(0] HO CHs CH3 CH3 CH3
HaC > oH
3
H5;C CH3
(0]

1<{[(2S,4R)-1-{(2S)-2-[({[(1R,3r,5S)-bicyclo[3.1.0]hexan-
3-ylloxy}carbonyl)amino]-3,3-dimethylbutanoyl}-4-((8-chloro-
7-[2-(morpholin-4-yl)ethoxy]-2-{2-[(propan-2-yl)amino]-1,3-thiazol-
4-yl}quinolin-4-yl)oxy]pyrrolidin-2-ylJcarbonylamino}-
2-ethylcyclopropane-1-carboxylic acid

acide 1-{[(2S,4R)-1-{(2S)-2-[({[(1R,3r,5S)-bicyclo[3.1.0]hexan-
3-ylloxy}carbonyl)amino]-3,3-diméthylbutanoyl}-4-((8-chloro-
7-[2-(morpholin-4-yl)éthoxy]-2-{2-[(propan-2-yl)amino]-1,3-thiazol-
4-yl}quinoléin-4-yl)oxy]pyrrolidin-2-yljcarbonylamino}-
2-éthylcyclopropane-1-carboxylique

acido 1-{[(2S,4R)-1-{(2S)-2-[({[(1R,3r,5S)-biciclo[3.1.0]hexan-
3-ilJoxi}carbonil)amino]-3,3-dimetilbutanoil}-4-((8-cloro-7-[2-(morfolin-
4-il)etoxi]-2-{2-[(propan-2-il)amino]-1,3-tiazol-4-il}quinolin-
4-il)oxi]pirrolidin-2-ilJcarbonilamino}-2-etilciclopropano-1-carboxilico
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vericiguatum
vericiguat

vériciguat

vericiguat

vilaprisanum
vilaprisan

vilaprisan

vilaprisan

C45HgoCIN7OgS

cl
| NH
(\ N/\/O N\ N/>_ >—CH3

g
H 3
o H
£ )J\ < N H
Ne) H N_.-CO2H
H
© 0 A\/C'ﬁ
H

methyl [4,6-diamino-2-{5-fluoro-1-[(2-fluorophenyl)methyl]-
1H-pyrazolo[3,4-b]pyridin-3-yl}pyrimidin-5-ylJcarbamate

[4,6-diamino-2-{5-fluoro-1-[(2-fluorophényl)méthyl]-1H-pyrazolo[3,4-
b]pyridin-3-yl}pyrimidin-5-yljlcarbamate de méthyle

N-{4,6-diamino-2-[5-fluoro-1-[(2-fluorofenil)metil]-1H-pirazolo[3,4-b]-
piridin-3-il]pirimidin-5-il}carbamato de metilo

CigH16F2NgO2

NH
N o
N/| \n/\CH3
F NSy NHZO
N
—
Ng y/
F

20,20,21,21,21-pentafluoro-17-hydroxy-
11B-[4-(methanesulfonyl)phenyl]-19-nor-17a-pregna-4,9-dien-3-one

20,20,21,21,21-pentafluoro-17-hydroxy-
11B-[4-(méthanesulfonyl)phényl]-19-nor-17a-prégna-4,9-dién-3-one

20,20,21,21,21-pentafluoro-17-hidroxi-113-[4-(metanosulfonil)fenil]-
19-nor-17a-pregna-4,9-dien-3-ona

(:27H29FSC)4S

AV
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voruciclibum
voruciclib

voruciclib

voruciclib

2-[2-chloro-4-(trifluoromethyl)phenyl]-5,7-dihydroxy-
8-[(2R,3S)-2-(hydroxymethyl)-1-methylpyrrolidin-3-yl]-
4H-1-benzopyran-4-one

2-[2-chloro-4-(trifluoromethyl)phenyl]-5,7-dihydroxy-
8-[(2R,3S)-2-(hydroxymethyl)-1-methylpyrrolidin-3-yl]-
4H-1-benzopyran-4-one

2-[2-cloro-4-(trifluorometil)fenil]-5,7-dihidroxi-
8-[(2R,3S)-2-(hidroximetil)-1-metilpirrolidin-3-il]-4 H-1-benzopiran-
4-ona

# 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/

* http://www.who.int/entity/medicines/services/inn/Radical Book 2012.pdf
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 1
(Chron. WId Hith Org., Vol. 9, No 6, 1955)

p. 190 delete insert
methacholinii chloridum methacholini chloridum
methacholinium chloride methacholine chloride

Dénominations communes internationales recommandées (DCl rec.): Liste 1
(Chron. Org. mond. Santé, Vol. 9, No 6, 1955)

p. 206 supprimer insérer
methacholinii chloridum methacholini chloridum

chlorure de méthacholinium  chlorure de méthacholine

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 1
(Crén. Org. mund. Salud, Vol. 9, No 6, 1955)

p. 209 suprimése insertese
methacholinii chloridum methacholini chloridum
cloruro de metacolinio cloruro de metacolina

Recommended International Nonproprietary Names (Rec. INN): List 3
(Chron. WId Hith Org., Vol. 13, No. 12, 1959)

p. 463 delete insert
acetylcholinii chloridum acetylcholini chloridum
p. 465 delete insert
cholinii chloridum cholini chloridum
p. 470 delete insert
nitricholinii perchloras nitricholini perchloras
nitricholinium perchlorate nitricholine perchlorate

Dénominations communes internationales recommandées (DCl rec.): Liste 3
(Chron. Org. mond. Santé, Vol. 13, No. 12, 1959)

p. 482 supprimer insérer
acetylcholinii chloridum acetylcholini chloridum
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p. 484 supprimer insérer
cholinii chloridum cholini chloridum
p. 489 Supprimer insérer
nitricholinii perchloras nitricholini perchloras

perchlorate de nitricholinium  perchlorate de nitricholine

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 3
(Crén. Org. mund. Salud, Vol. 13, No. 12, 1959)

p. 496 suprimase insertese
acetylcholinii chloridum acetylcholini chloridum
p. 498 Supriméase insertese
cholinii chloridum cholini chloridum
p. 503 Supriméase insertese
nitricholinii perchloras nitricholini perchloras
perclorato de nitricolinio perclorato de nitrocolina

Recommended International Nonproprietary Names (Rec. INN): List 4
(Chron. WId Hith Org., Vol. 16, No. 3, 1962)

p. 103 delete insert
cholinii gluconas cholini gluconas
cholinium gluconate choline gluconate

Dénominations communes internationales recommandées (DCl rec.): Liste 4
(Chron. Org. mond. Santé, Vol. 16, No. 3, 1962)

p. 114 supprimer insérer
cholinii gluconas cholini gluconas
gluconate de cholinium gluconate de choline

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 4
(Crén. Org. mund. Salud, Vol. 16, No. 3, 1962)

p. 154 suprimase insertese
cholinii gluconas cholini gluconas
gluconato de colinio gluconato de colina
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Recommended International Nonproprietary Names (Rec. INN): List 62
Dénominations communes internationales recommandées (DCI Rec.): Liste 62
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 62
(WHO Drug Information, Vol. 23, No. 3, 2009)

p. 258 &
259

ramucirumabum #
ramucirumab
ramucirumab
ramucirumab

replace the description and the structure by the following ones
remplacer la description et la structure par les suivantes
sustitilyase la descripcion y la estructura por los siguientes

immunoglobulin G1-kappa, anti-[Homo sapiens KDR (kinase insert domain receptor,
vascular endothelial growth factor receptor 2, VEGFR2, VEGF-R2, FLK1, CD309)
extracellular domain], Homo sapiens monoclonal antibody;

gamma heavy chain (1-446) [Homo sapiens VH (IGHV3-21*01(99.00%) -(IGHD)-
IGHJ3*02) [8.8.9] (1-116) - IGHG1*03 (CH1 F5>L (125), hinge (215-229), CH2 (230-
339), CH3 (340-444), CHS (445-446)) (117-446)], (219-214")-disulfide with kappa
light chain (1'-214') [Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -IGKJ4*01
E125>D (105)) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (225-225":228-228")-
bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens KDR (récepteur a domaine insert
kinase, récepteur 2 du facteur de croissance endothélial vasculaire, VEGFR2,
VEGF-R2, FLK1, CD309) domaine extracellulaire], Homo sapiens anticorps
monoclonal;

chaine lourde gamma1 (1-446) [Homo sapiens VH (IGHV3-21*01 (99.00%) -(IGHD)-
IGHJ3*02) [8.8.9] (1-116) -IGHG1*03 (CH1 F5>L (125), charniere (215-229), CH2
(230-339), CH3 (340-444), CHS (445-446)) (117-446)], (219-214")-disulfure avec la
chaine légére kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -
IGKJ4*01 E125>D (105)) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimére (225-
225":228-228")-bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens KDR (receptor con dominio insert-
kinasa, receptor 2 del factor de crecimiento endotelial vascular, VEGFR2, VEGF-R2,
FLK1, CD309) dominio extracelular], Homo sapiens anticuerpo monoclonal;

cadena pesada gamma1 (1-446) [Homo sapiens VH (IGHV3-21*01 (99.00%) -
(IGHD)-IGHJ3*02) [8.8.9] (1-116) -IGHG1*03 (CH1 F5>L (125), bisagra (215-229),
CH2 (230-339), CH3 (340-444), CHS (445-446)) (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 (105)) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero (225-
225":228-228")-bisdisulfuro

Error! Objects cannot be created from editing field codes.

Recommended International Nonproprietary Names (Rec. INN): List 67
Dénominations communes internationales recommandées (DCI Rec.): Liste 67
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 67
(WHO Drug Information, Vol. 26, No. 1, 2012)

p. 91

upamostatum
upamostat
upamostat
upamostat

replace the chemical name by the following one

remplacer le nom chimique par le suivant

sustitiyase el nombre quimico por el siguiente

ethyl 4-{(2S)-3-{3-[(E)-N'-hydroxycarbamimidoyl]phenyl}-
2-[2,4,6-tri(propan-2-yl)benzenesulfonamido]propanoyl}piperazine-
1-carboxylate}

4-{(2S)-3-{3-[(E)-N'-hydroxycarbamimidoyl]phényl}-
2-[2,4,6-tri(propan-2-yl)benzenesulfonamido]propanoyl}pipérazine-
1-carboxylate d'éthyle

4-{(28S)-3-{3-[(E)-N-hidroxicarbamimidoil]fenil}-2-[2,4,6-tri(propan-
2-il)bencenosulfonamido]propanoil}piperazina-1-carboxilato de etilo

Recommended International Nonproprietary Names (Rec. INN): List 69
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Dénominations communes internationales recommandées (DCI Rec.): Liste 69
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 69
(WHO Drug Information, Vol. 27, No. 1, 2013)

p. 82 tenapanorum
tenapanor replace the chemical name by the following one
ténapanor remplacer le nom chimique par le suivant
tenapanor sustitiyase el nombre quimico por el siguiente

N,N'-(10,17-dioxo-3,6,21,24-tetraoxa-9,11,16,18-tetraazahexacosane-
1,26-diyl)bis{3-[(4S)-6,8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinolin-
4-yllbenzenesulfonamide}

N,N'-(10,17-diox0-3,6,21,24-tétraoxa-9,11,16,18-tétraazahexacosane-
1,26-diyl)bis{3-[(4 S)-6,8-dichloro-2-méthyl-1,2,3,4-tétrahydroisoquinoléin-
4-yllbenzénesulfonamide}

N,N'-(10,17-diox0-3,6,21,24-tetraoxa-9,11,16,18-tetraazahexacosano-
1,26-diyl)bis{3-[(4 S)-6,8-dicloro-2-metil-1,2,3,4-tetrahidroisoquinolin-
4-illbencenosulfonamida}

Recommended International Nonproprietary Names (Rec. INN): List 70
Dénominations communes internationales recommandées (DCI Rec.): Liste 70
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 70
(WHO Drug Information, Vol. 27, No. 3, 2013)

p. 306 polatuzumabum vedotinum #
& 307 polatuzumab vedotin replace the description by the following one
polatuzumab védotine remplacer la description par la suivante
polatuzumab vedotina sustitiyase la descripcion por la siguiente

immunoglobulin G1-kappa auristatin E conjugate, anti-[Homo sapiens CD79B
(immunoglobulin-associated CD79 beta)], humanized monoclonal antibody conjugated to
auristatin E;
gamma1 heavy chain (1-447) [humanized VH (Homo sapiens IGHV3-23*04 (76.50%) -
(IGHD)-IGHJ4*01) [8.8.10] (1-117) -Homo sapiens IGHG1*03 (CH1 R120>K (214) (118-
215), hinge (216-230), CH2 (231-340), CH3 (341-445), CHS (446-447)) (118-447)], (220-
218")-disulfide with kappa light chain (1°’-218’) [humanized V-KAPPA (Homo sapiens
IGKV1-39*01 (85.90%) -IGKJ1*01) [10.3.9] (1-111") -Homo sapiens IGKC*01 (112'-218");
dimer (226-226":229-229")-bisdisulfide; conjugated, on an average of 3 to 4 cysteinyl, to
monomethylauristatin E (MMAE), via a cleavable maleimidocaproyl-valyl-citrullinyl-
p-aminobenzyloxycarbonyl (mc-val-cit-PABC) type linker
For the vedotin part, please refer to the document “INN for pharmaceutical substances:
Names for radicals, groups and others™.
immunoglobuline G1-kappa conjuguée a I'auristatine E, anti-[Homo sapiens CD79B
(CD79 béta associé a 'immunoglobuline)], anticorps monoclonal humanisé conjugué
a l'auristatine E;
chaine lourde gamma1 (1-447) [VH humanisé (Homo sapiens IGHV3-23*04 (76.50%)
-(IGHD)-IGHJ4*01) [8.8.10] (1-117) -Homo sapiens IGHG1*03 (CH1 R120>K (214)
(118-215), charniere (216-230), CH2 (231-340), CH3 (341-445), CHS (446-447))
(118-447)], (220-218'")-disulfure avec la chaine légere kappa (1-218’) [V-KAPPA
humanisé (Homo sapiens IGKV1-39*01 (85.90%) -IGKJ1*01) [10.3.9] (1'-111") -Homo
sapiens IGKC*01 (112'-218")]; dimére (226-226":229-229")-bisdisulfure; conjugué, sur
3 a 4 cystéinyl en moyenne, au monométhylauristatine E (MMAE), via un linker
clivable de type maléimidocaproyl-valyl-citrullinyl-p-aminobenzyloxycarbonyl (mc-val-
cit-PABC)
Pour la partie védotine, veuillez vous référer au document “INN for pharmaceutical

s

substances: Names for radicals, groups and others™.

inmunoglobulina G1-kappa conjugada con auristatina E, anti-[Homo sapiens CD79B
(CD79 beta associado a la inmunoglobulina)], anticuerpo monoclonal humanizado
conjugado con auristatina E;

cadena pesada gamma1 (1-447) [VH humanizado (Homo sapiens IGHV3-23*04
(76.50%) -(IGHD)-IGHJ4*01) [8.8.10] (1-117) -Homo sapiens IGHG1*03 (CH1
R120>K (214) (118-215), bisagra (216-230), CH2 (231-340), CH3 (341-445), CHS
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(446-447)) (118-447)], (220-218')-disulfuro con la cadena ligera kappa (1’-218’) [V-
KAPPA humanizado (Homo sapiens IGKV1-39*01 (85.90%) -IGKJ1*01) [10.3.9] (1'-
111") -Homo sapiens IGKC*01 (112'-218'")]; dimero (226-226":229-229")-bisdisulfuro;
conjuguado, en 3 a 4 restos cisteinil por término medio, con monometilauristatina E
(MMAE), mediante un vinculo escindible maleimidocaproil-valil-citrullinil-
p-aminobenziloxicarbonil (mc-val-cit-PABC)

Para la fracciéon vedotina se pueden referir al documento "INN for pharmaceutical

"

substances: Names for radicals, groups and others"*.

replace the structure by the following one
remplacer la structure par la suivante
sustitiyase la estructura por la siguiente

E O
HaC, H O\\P/o . T \/j
ey
H
CH; O o

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 orientacién para formar denominaciones comunes internacionales para

sustancias farmacéuticas aparece solamente en las listas de DCI propuestas.
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3.2.S &% ( Ropeginterferon alfa-2b, PharmaEssentia Corporation)
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32S.1 —#&fE#HR (Ropeginterferon alfa-2b, PharmaEssentia Corporation)
3.2.8.1.1 PharmaE.ssentla Nomenclatrure TSN R GRE(i
Corporation
WHO Drug
328111 NA International Nonpropr.letary Names for Pharmaceutical Substances (INN) Information, s
Recommended INN: List 71 Vol.28, No. In
2014
3.2.8.1.1.2 NA 3 O— R R HOWT A3 A 17H - ﬁﬁﬁﬁf‘%% S
08175517
3.2.8.1.2 PharmaEssentia Structure s+ FENE R AT
Corporation
325513 PharmaBssentia o oral Properties st e AT
Corporation
3.2.8.2 #& ( Ropeginterferon alfa-2b, PharmaEssentia Corporation)
3.2.8.2.1 PharmaE.ssentla Manufacturer - g B STAIG
Corporation
3.2.8.2.2 PharmaE.ssenUa Description of Manufacturing Process and Process Controls s+ HNE R A
Corporation
32823 PharmaE.ssentla Control of Materials s N R A
Corporation
32524 PharmaE.ssenUa Control of Critical Steps and Intermediates o+ HNEE LA
Corporation
3.2.8.2.5 PharmaE.ssentla Process Validation and/or Evaluation o+ HNEE A
Corporation
3.2.8.2.6.1 PharmaE.ssentla manuf-process-development s+ tHNE R A
Corporation
PharmaEssentia Critical Quality Attribute (CQA) and Critical Process Parameter (CPP) e - -
3282611 Corporation Identification for P1101 Drug Substance and Process (STR-17-041) 5 FEPIEORE aF i
PharmaEssentia Identification and Critical Assessment of Quaility Attributes in e - -
3252612 Corporation *PEG (P1100) (PEC-CHEM-SR-026-01) i FEPNER Fil
3.2.8.2.6.2 PharmaEssentia PEC Technical package o+ HNE B ST

Corporation
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3282621 |nammaBssentia by 000 Ghioning Validation Protocol(PEC-P-VP-021) WS R AT
Corporation
3.2.82.622 PharmaE.ssentla CoA of Raw Materials Used in the Manufacturing Process NEZAN tHNEE A
Corporation
PharmaEssentia . 3 L =7
3.2.8.2.62.3 Corporation CoA and Analytical Report of| _ and- TN FENE R A
PharmaEssentia Summary Report of Process Vallidation Protocol N - -
3:2.52.6.2.4 Corporation |- (P1099)(PEC-CHEM-VP-003-01-S) st FEPIETRY AHi
3282625 PharmaE.ssentla Process Vallidation Protocol_ (P1099)(PEC-CHEM-VP- Sk R e
Corporation 003)
3282626 PharmaE.ssentla Cr1t1c.a1 anhty Attribute(CQA)and Critical Process Parameter(CPP) Ak R A
Corporation Identification for *P1099
3282627 PharmaE.ssentla PEC-P—VP-F)06(*Summary Report) Summary of Process Validation: sk R SEA
Corporation Manufacturing *PEG
3282628 PharmaE.ssentla Assessment and Control of Mutagenic Impurities in P1100(PEC-CHEM-SR- st G SEAl
Corporation 025)
PharmaEssentia Summary Report of A.nal}.ltlcal Methpd Yalldatlon for. commercu}l- ‘ . i
3.2.8.2.6.2.9 Corporation - Assay to Quan ti tati ve detennination of Bacterial Endotoxin (PEC-QC- |#F5+ FENE R A
P VP-021-01-D-S-1901)
PharmaEssentia Summary Report of Analytical Method Validation of a Commercial N s -
3:2.826.2.10 Corporation Assay for- Content in PEGs Samples(PEC-QC-VP-032-01-S) i FEPTEEEY AHil
PharmaEssentia Summary Report ofAnalytical Method Verification for Microbial e —_— -
3:2.8.2.62.11 Corporation Enumeration Test(PEC-QC-VP-035-01-S) 5 FEPTEEEY AHili
PharmaEssentia Summary Report of Analytical Method Validation for Residual Organic
3.2.8.2.6.2.12 Corboration Solvents in *PEG (P1100) by GC-FID with Headspace s R A
P Autosampler(PEC-QC-VP-062-01-S)
PharmaEssentia Summary Report of Analytical Method Validation for Identity and Purity of
3.2.8.2.6.2.13 Corporation *PEG (P 1100) by RP-HP LC ELSD(PEC-QC-VP-063-01- |#fF4}+ B &l

S)
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PharmaEssentia Summary Report of Analytical method validation for the analysis of Purity for|,,. s -
32826214 |0 ration I -0 C-V'P-063-02-5-1801) o1 FEANE R w it
PharmaEssentia Summary Report of Analytical Method Validation for Aldehyde Terminal
32826215 | Activityof *PEG (P1100) by RP-HPLC with UV(PEC-QC- |##4} HNE R ERE(ii]
P VP-064-01-S)
. Summary Report of Analytical Method Validation for Molecular Weight and
PharmaEssentia . . ; P =
3.2.8.2.6.2.16 Corporation Polydispersity Index of PEGs Sampleby_ TSN FENE R il
P Chromatography(PEC-QC-VP-068-01-S)
32826217 PharmaE.ssentia iummary Report of Analytical Method Validation for_ of Ak R ST (T
Corporation PEG (PEC-QC-VP-078-01-S)
PharmaEssentia Summary Report of One-Year Stability Study for the Effect of *PEG
3.2.8.2.62.18 Corporation with Elevated Content on the Stability of P1101 (PEC-CHEM-SR-  |#f§4} RN R GRE(i]

020-01)
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3.2.8.3 %% ( Ropeginterferon alfa-2b, PharmaEssentia Corporation)
3.2.8.3.1 PharmaE.ssentla Elucidation of Structure and Other Characteristics YIS &R R i
Corporation
32832 PharmaEssentia 1, ities Wit R ST
Corporation
3284 [FEEDEE (Ropeginterferon alfa-2b, PharmaEssentia Corporation)
328411  |PharmaBssentia g oo tion Wit TR AT
Corporation
328412 PharmaE.ssentia P1040 Intermediate Product Specification and Analitical Report (T W01-QC WSk R e
Corporation -SPF-000060)
3.2.8.4.2.1 PharmaE.ssentla Analytical Procedures TN FENE R G
Corporation
3284211 |ParmaBssentia | .01 e xamination (PEC-QC-AM-019) W4k *EN R AR
Corporation
328421 |Pharmassentia iy por o for PILOT (TWO1-QC-AM-000005) WS FEPR A
Corporation
PharmaEssentia Peptide Mapping by Reversed-Phase Liquid Chromatograpy for N - -
3284213 Corporation Ropeginterferon alfa-2b (P1101) (PEC-QC-AM-006) 51 FEPIETRY AFi
PharmaEssentia . 3 ok =7
3284214 |0 ation SDS-PAGE Analysis with || ] for P1101 (PEC-QC-AM-107) st FEPE R r A
3284215 |PrarmaBssentia e bl c for P1101 (PEC-QC-AM-003) WA RN RE A
Corporation
3254216 |PrarmaBssentia o ol for P1101 (PEC-QC-AM-017) WS FEN R A
Corporation
PharmaEssentia * Oin the P1101 DS by A Colorimetric Method (TW01-QC- |, - .
3.2.8.4.2.1.7 Corporation AM-000094) sk FEPE R Rl
3254218 |PparmaBssentia | Coll Protains in P1040 with ELISA (TW01-QC-AM-000108) WS RN R A
Corporation
3.2.8.42.1.9 g‘i;‘:;iiszmla Residual Host Cell DNA for P1040 (PEC-QC-AM-112) TN P AT
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32542.1.10 PharmaE.ssentla Free PEG related species in P1101 by RP-HPLC-ELSD (TW01-QC-AM- sk G ST

Corporation 000073)

32842111 PharmaE.ssentla Potency Determinaion for P1101 with Cytopathic Effect (CPE) Assay (PEC- WAk P STl

Corporation QC-AM-119)

325421.12 PharmaE.ssentla Protein Concentration Determination of P1101 by UV .nm (PEC-QC-AM- Ak R e

Corporation 026)

PharmaEssentia Limulus Amebocyte Lysate (LAL) Assay for the Detection of Bacterial N - .-
3:2.542.1.13 Corporation Endotoxin (PEC-QC-AM-002) 51 PR Fili
32842114 PharmaElssentla Microbial Enumeration Test of Non-Sterile Products (TW01-QC-AM- Wit LN S

Corporation 000030)

32542115 |Pharmassentia o ement of pH (PEC-QC-AM-057) WSk N R S Aff

Corporation
3.2.84.2.1.16 PharmaElssentla Meaurement of Osmolality (PEC-QC-AM-021) s HNE B A

Corporation

PharmaEssentia Determination of _ (-) in P1101 drug substance/drug e - =

2.8.42.1.1 . ; ok =7
328 7 Corporation procuts by reversed-phase HPLC (PEC-QC-AM-032) L FEPIEORE aF i
32.8.422.1 ?;i;‘;fif;ma Peptide Mapping by RP—HPLC for P1040 (TW01-QC-AM-000072) WS R Al

PharmaEssentia SDS-PAGE for the Analysis of P1040 Intermediate Product ( |, [ -

284222 ; ok =7
328 Corporation TQO01-QC-AM-00078) 4 FEPIRORE ¥l
PharmaEssentia IEF Electrophresis Analysis of P1040 Intermediate Product (T W01-QC - ; - =
2.85.4.2.2. Y B~ N B
328 3 Corporation AM-000009) i FEPYRORE aF il
3284204 PharmaE.ssentla SE-HPLC Assay for Proline-Interferon alfa-2b (P1040 (TW01-QC-AM- sk R ST

Corporation 000018)

PharmaEssentia High Performance Ion-exchange Chromatograpy (IEX-HPLC) Assay for 5 [ -
32854225 Corporation P1040 (TW01-QC-AM-000014) 5 FEPIEORE kil
3284296 PharmaE.ssentla RP-HPLC Assay for Proline-Interferon alfa-2b(P1040) (TW01-QC-AM- WSk R 4

Corporation 000016)
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32842217 Corporation (TW01-QC-AM-000015) s FEPYERY i
PharmaEssentia Determination of * H Residual in P1040 by RP-HPLC ; [ -
...... ; ok
3284228 Corporation (TW01-QC-AM-000010) st FEPIEORY ¥
i i * tent in P1040 with ELISA (TW01-QC-AM- ; e =
3284299 PharmaE.ssentla Residucal I content in P1040 wi SA (TW01-QC WSk R ST
Corporation 000115)
i inati * Residual in P104 RP-HPLC (TW01-QC-AM- . . =
32842910 PharmaE.ssentla Determination of JResidual in P1040 by C (TW01-QC sk G =i
Corporation 000011)
PharmaEssentia Determination of residual *  tin P1040 Intermediate Product by RP-HPLC |, - =
...... 1 g f
3:2.854.2.2.11 Corporation (TW01-QC-AM-000054) st FEPIRRY ¥l
PharmaEssentia Determination of residual * M in P1040 Intermediate Product by |, - =
...... 1 g af
32542212 Corporation RP-HPLC (TWO01-QC-AM-000055) st FEPIETR i
PharmaEssentia Potency Dermination for P1040 with Cyropathic Effect (CPE) Assay (TWO1- |, . -
...... 1 S Al
3.2.84.22.13 Corporation QC-AM-000118) s+ PR il
i i ion D ination of P104 TWO01-QC- |, , -
325422 14 PharmaE.ssentla Protein Concentration Determination of P1040 by UV .nm (TWO01-QC Ak R =71
Corporation AM-000066)
32.8.4.3.1 PharmaE.ssentla Validation of Analytical Procedures Iz FEPE B AA
Corporation
PharmaEssentia Summary Report of Analytical Method Validation for P1101 IEX-HPLC N s -
3284311 |0 o otion (PEC-OC-VP-030) s B R Al
PharmaEssentia Summary Report of Analytical method validation for peptide mapping by
3.2.8.43.1.2 Corporation reversed-phase high-performance liquid chromatography for PEGylated s FEPNE R FEAT
orporane interferon alpha-2b (P1101) (PEC-QC-VP-038)
PharmaEssentia Summary Report of Analytical Method Validation for SDS-PAGE Analysis |, s -
3284313 |0 - ation S of P 10! (PEC-QC-VP-073) s PR Al
PharmaEssentia Summary Report of Analytical Method Validation for P1101 SE-HPLC N s -
3284314 |0 - cation (PEC-OC-VP-020) s PR Al
PharmaEssentia Summary Report of Analytical Method Validation for P1 101 RP-HPLC N s -
3284315 |0 - cation (PEC-OC-VP-029) s PR Al
PharmaEssentia Summary Report of Analytical Method Validation of the Quantitation Test
...... . i * 01 . M T =7
3284316 |0 oration for Residual in P1104 (2.00 mg/ mL) by a || Method |54 TP A

(PEC-QC-VP-067)
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PharmaEssentia Summary Report of Analytical Method Verification for Host Cell Proteins in |, s -
3284317 Corporation P 1040 with ELISA (PEC-QC-VP-076) s FEPEERY AFil

PharmaEssentia Summary Report of Analytical Method Validation for Host Cell DNA with |, s -
3.2543.18 Corporation Real-Time qPCR (PEC-QC-VP-095) A} FEPYETR At il

PharmaEssentia Summary Report of Analytical Method Vahdatllon for the Analysis of] . ‘,4 - i}
3.2.8.43.1.9 Corporation in PEG-P-IFN alfa-2b (P1101) using a Reversed-Phase HPLC |5} FENE R Gl
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