AL 5 HE100mg

ALYy 5 8E150mg

AL % 5 §200mg
ICR9 5 &H

AERHIRB SN ERIRIEF R ONEDOEEIF ST Y « A3
274 VHRESHICREBT A2 LD THY ., UHHEEH 2B EMSH SN
DEFBRIZRIATHZ LIZTEERA,

599« AR 54 okKX&Ht
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1.5. BEXIEROBERUVHREOREE

1.51. ERXIIHROESR

EAnF=T7HEBEKMY (LLF, EARrF=7) I%, Cytopia Research (2 k- THIHY
ENFETYXAFFT—E (JAK) 1 KFORTAK2 WNCT 7 F B A ZR K 15 (ACVRL) /7
7 FEUZEREX T —E 2 (ALK2) ZENICET 2K LA Ths, D%, YM
BioSciences £:, Gilead Sciences ft:, Sierra Oncology L% i U C, "HHAHELE (MF) B3t
T HIEHIEE U TR NHED i, 2022 4F 7 HIZ GlaxoSmithKline (GSK) #ha3afitifizis
JHEATTF =T ORFE MK LT,

MF OJEK & LT JAK-STAT > 7 AR EERR I O TE & A 72 TE AL S B 2 B & e fe 3 &
Z 2 BTV S [Greenfield, 2021], JAK1 X TONJAK2 [TV TN IEZHAEAOT 1 v ) —
TTHY ., JAKI LWNIJAK2 #9175 JAK-STAT o 7 F /AR ZERR I IS, AIREEFE R OV 1 |k
HA v, SRMER, I/ IMRPEA % SS9 5 [Seif, 2017; da Costa Reis Monte-Moér, 2009; Walz,
2006], MF BEFIZEB W CERHEFEMEEE (MPN) (275575 JAK-STAT #&# OB {5 128 1
& LT, JAK2 12/ %, CALR }OXMPL DB FEREN/NHEINTEY, WTIhbERIC
£ 0 JAK-STAT & % 1% M4 9~ 5 [Kleppe, 2015; Kralovics, 2005], JFUFEME BESRAEE (PMF)
B ClE, JAK2 V617F ZE 3K 60%, CALR A HEA3) 20%~35%, MPL 22734 5%~8%
\Z# 8 B L5 [Gerds, 2022, 2022; Vannucchi, 2015], &M MF 2% TlX, Post PV-MF T
JAK2 25473 100%, Post ET-MF T JAK2 28 573 50%~60%, CALR 2 %73 20%~30%, MPL
ZEHDN 5%~10%Z 78D 51 5 [Bose, 2020; Mora, 2022],

JAK-STAT ¥ 7 F )V RERESEFBITIEM L S 5 & | BEiUNREEIZRB W T, B2
BRI N ONRIEAFMEY A N A ORI otéTTL B RIEDRFHEI S
[O'Sullivan, 2018], ‘B #f##HE(L, MLERS (b & O Bk RE . A ONT R 72 R H PERIE
M| & = &% [Leimkuhler, 2019; Zambetti, 2016; Cokié, 2015; Schepers 2013],

ACVRI1 (ALK2) 138, Dfifi. MM OV OO DR ZEA 5 RV THEET 5 1
BB A 77 E (BMP) K T& U [Rooney, 2021], BMP |14k~ 72 RJEMEZR BIZ BT
Zo;ﬁ%écpﬂﬁﬁl%é: L CO®BE ZHH 5 Z & BN STV B [Lowery, 2018], i@FEIZ 41 ~

AV DFEAIZL Y ACVRI & 7 FIRENEMALT 5 & 8k~ 2 &2 — IR Th D~
TV UL, RN OEOME FMEICEEE 2N E 2 5 [Steinbicker,2011; Theurl,2011;
Nemeth,2004], ~7' >V OEINZ LY | BENO OEHRINOIK T, v7/ua 77 —INA~D
FROEY IABZOTLHE, K OIRMERTE 1D 7= 8 O EFIFHBE DK T 23 E U % [Ganz, 2013;
Steinbicker, 2011],

FAnF =7 1%, MF OIFIRIZEED S JAK-STAT ¥ 7 FIUREREE 2 E 5 Z &2
%. ACVRI [HEMERIC X 2 A MdGEO RS Z A3 5 ¥ O ACVRIJAK [HERITH D, £
AnF =71, JAK1 KOV JAK2 IZ%57 5 5 ) e BETEME (JAK1, IC50 26.9 nM; JAK2, IC50
1.4nM) ZHTHESLEWMTH Y . JAK-STAT FEE OEF AIEMAIC 9 5 58 ) 72 BlE
1EME %9 5 [Asshoff, 2017], Iz T, ACVRI (Z%4 A EEEM: (1C508.4nM) ZH L,
ACVRI PEIZ XY . HIRICBIT D ~T v DU EAOIRI & ARIMERTE M1 20 5 72 85F] FH 2h
RBEmbEIEsrZ LT, EinaEESE, BimcEIT/EHT S[Asshoff, 2017], #%ikd & ¥
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D, XY U F=7TIEERICELOEREZH S JAK2 ZHET 5 2 & TAULIHEEEDE
B IS0 M MR SRR E O BB E 72> T D, EA BT =TT Z OREE AT D
7o, XV U F =T LT 2 RSN 7o SEBR )RR & LT, JAK-STAT BRI A/ & 72\
ACVRI1 OEEERIC L & MAEHZHFE L THRBE I TS,

1.52. MFI[ZDW\T

1.5.2.1. MF DRER V&

MF (3Bl D JRE 22 BRAE L & 22U © B M 2 AR RE & T 2SR CTh . £
FR72BEIRFT A 9 2 BUERIRE TH 5,

FREAIER E LT, MEKEDRORIEMEY A N A D EREIZ L2810, T, BT,
FEEN, EIRE. B, T O FRIE. RERAD S, BRI O SEEIEIESOE IR . MRS A D
N 5 [lurlo A,2017; Tefferi A, 2021; #2%],2023], A5 DOEHEIRIC LY . MF B Tldtte
TEECH IRIEEN IR S, QOL 233 L <K T3 5,

MF [Z T %A RRBOERRE TH 5, AT D PMF OEFHIH O P RAEIL 3.9 F£TH
V. MF ORISR TR I E NS ClRIEE T o D[R 7], 2023; Takenaka, 2017; Cervantes,2009;
Verstovsek, 2022; Visser, 2012; Roaldsnes, 2017],

MF OFFRFTRO 95 6, &l & AR MR AT EE R PR ARRKFTH Y . AT
ZWTIRE DK 70%12 1M (Hgb B 10 g/dL A5) 2338 A5 [ARE], 2023], & 1f1.°% O RHE R
YT H B RMERIAIMIC X 0 4 U 5 S0BRIEIL, BE OIREELLAIHEDHRIC RN Y | T
BB OJRIA & 72 % [Naymagon, 2017], Hgb fE 10 g/dL KiitilL, THEA=aT7 U 7T AT L
T % International Prognostic Scoring System (IPSS) . Dynamic International Prognostic
Scoring System (DIPSS) . Dynamic International Prognostic Scoring System-plus (DIPSS-plus)
LW THEAENL Y ZAZEFTH Y, Wl KFETR S A <V HH TV % DIPSS-plus (2
BUFAVAZRFIZEENTNDEZEMND, TO2 KLY A7 ICHEBETHEER & L
TH Z LI TV 5 [Gangat, 2011; Passamonti, 2010; Mesa, 2022], FZB%. &ML i3E OFRE % b
T MF O TPRICHST 2 ZERMESNTHY, FrCHEEDOAM (Hgb & 8 g/dL Al 3 I3
MARAF & EF) (TP EEOE M (Heb fE 8 LA L. 10 g/dL A & &) LB LT, 1L.5/H%%
2 ALY A7 OHINN R S 4072 [Nicolosi, 2018],

MF (RIS A D 7259 T D | FCKTO PMF OFIFIERIT 10 T AM7= D 0.22~2.0
A EHERE &3 T Uy A[Shallis, 2021, Titmarsh, 2014], AFRTiX, B AMEFESHEAHELRZES
DI K D LF[ 150 FlRTH O FTHL PMF FIEFI D BER S TER Y | 2017 F OB
(223 f51) 225, ENOFEFIFEAERIL 10 T AMTZ0 ) 0.18 N L HEE S AL DH [FRFE], 2020 #2555
BifEtR, 2017], AFRIZEIT D PMF B ORIEF#O FIAEIT 66 5 TH YV . FhnfEE = &
DBEEIETIL 60 M (32%) KU 70mR 31%) &L 2hH D, Hictid 2 & Hk
\Z 2\ [IRFE], 2023,

1.5.2.2. MF O & B R
AHITIIT D MF ORI, BEOFH, PHAEE, JER, DIPSS-plus Z A7z Y 2 7 3F
fili UKV A2, W1 VR7 Fiff2 VA7 @& A2) | Eastern Cooperative Oncology
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Group (ECOG) ® Performance Status, M OVBEHE OATREEZEZE L, S EEF IS CTERBIIC

BIRT 5, WM THL TR AaT ) Y 2T AW U 27 58I S IR E
MBS TEY . BN TIHEETIET B L TWDIRE], 2023; HAIME T2, 2018, Kim,
2021; Gerds, 2022; Vannucchi,2015],

U A7 FHIAMEY A7 AFH[-1 U A7 T, ORI RO 720 EBE TIE, AT 5
BHTHDLZ LD, BREBIENEE L EINTWD, —JF, BEE, RERD . BB
WITE O EREIERSCE % O IMERED B2 BN A2, QOL BNE LK T 52 &0
DAFERICKTT DI AT 9, -2 VA7 XUE@E Y A7 OBFIT LT, [RIFEE i
fafAE (allo-HSCT) MSME—DIREHIIREIETH VY | B Z = 72 BH DK 50% CEHIAET
NELNDZ LD, ARERGE I E OEmAHELE S D[ A ARMKR T4, 2018, Ll
7235, allo-HSCT X @A CIE TN E <, Y7 N —RKORFR2TREL A
T 2% 70 AT DR BT BHE DA ktG & S 2 [Tiribelli, 2020; 77 =], 2023],

allo-HSCT Ot & 72 H 7 W 6, WXV U F =T ORE52(75, VXV U F=TFARM
T MF (2T DR E L TR ESNTME—D JAKIR JREAITH Y . BRSO TA RTA
> C allo-HSCT A D FEFE 12 5% U CTHELE X 2 [E BRI e TR IR SE T b A R F], 2023 H A
M4, 2018; Gerds, 2022; Vannucchi, 2015; Kim, 2021], /LY U F=71%, JAK2 BER DA
o0 b b7, 2FEERK, EHATRE, 2 5 EEE0 BRERO%E, MEOLEE, &
ORI D LE £ A3 F B dU[Harrison, 2012; Mesa, 2013; Verstovsek,2012], 2014 £ |2 AF T
BENTLURE, MFIBEORER LICHES LTS, LrLRnb, 1.523 HICKRT S X
N, XV N F =T O TIE, BICEMOREEZHE S JAKR2 21LETHZ L TELLE
i, s RIS S D B EE OO I ERSAD 28 i AHEE LZER 6O B AL, R OBETTIC K U Bk 23
RO LD EBE T, i, 5 REOBESCTW « Pk LTI 5854703 % 5 [Oritani,
2015], ZAUT LD, < O MF BEIZHORIBEFEIREZGLTOOHEEHERFT 5 2 &0
REEZ2RPUH Y | BER O BEERME L 72> T D,

ZOMOIERE LT, SRS 2 FRIEENFEf S D, SHIERICK L TX, iE
RoEZHNE LTERAZEDAT BA RO, Fax vy LT BNHNLRL8, Wit
BN RITZ L, A ReXv o L7 TR MEEN L < A5 5(Turlo, 2017; 7R+,
2023], MF 2R Aificxf LTk, ARfEREEM, 7L F=ynrr X — oA T
1 U EOEARLRVE D REE & L THW LD [IRT], 2023; HARMK T2, 2018],
LS AE 5 FEEREIR ISR LTk, AV U F=T A Faxo o L7, RIS
DEIERRE SN TS, BRI E D ER 2L ES T D 0D, ZORHEIT
3~6 # A& —WMETH Y MmERECEE R YYE D A4 U % [Kitanaka, 2016; 7R 7], 2023, H
AR, 2018] HWRIEIZHGUE O BUE, FRIZHER 2 A9 2 ST KA ) 22 7= 3 AL
xf LT, MITIRERINE O —>TlEdH 2 OO, ‘% ICIIESOAPHES, A5
T4 L D[R], 2023],

1.5.2.3. BREFEARAERICHTEHI7 oAy h=—X
KIS TOBAEEREDOMBEE K OF NI T DT v Ay h=— X% LI FITRT,
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BEABREOLEY ) F=TIZ & HMmBKFED

NFR VY F=TOME - &I, 10~50 mg/ H O THE OIRREIC L 0 BHEHEE S
%o BHBIBIZY - o ik, /MBS E B EL2 T 208X’ H 0 | /Mg S
75 /mm? Al D BE TR G ZRET 5 Z ENEEMRME SN TV AV Y D EEESmg Yy I B
BE 10 mg ¥ 3CE, 2021], —F . AMMEITHEICIKGF T 25 2 & B3 &40 TE Y [Francesca,
2017; Mesa, 2013; Vikas, 2021], AMIZHBNT, ¥V U F=720mgHLL L& EHFTHZ &
CIRAERE R M E L, 40~50 mg/ H #5325 Z & TR IEROBEDR IR b EL 7
% EDUREN TV A [Kirito, 2018], £7-. AV U F =71 X 2 Wl NS A AR & AH RS
THIENS, AX VYV F =T OHBEITARERBY EHHFTIZENETLNEE LN
TWA[HRE], 2023], LLanDH, AF YV F=T0EREICED, BWHEET/ L —FK3
XiE 4 omEkpED (A (60.0%) | Mf/AMGEAE (20.0%) 1 235580 biv, G OET
2L 0 MmERB D LD BE T, %Y U F =7 OREEOFECHE « Pk %
o553 % 5[ Oritani, 2015],  MERJED 2 [B5EET 2 7 DICE L7 BB CIXAIERRD &
T, VXV U F =TI L DIRED NI /e D ATHEME © & 5 [Harrison, 2020], A TIX2k
KD MF [BE OEFRAER D 9 B 70%I2 & M (Hgb i 10 g/dL ) | 59 30%4Z 1/ MR E K
B (M RER 10 5 /ul Kii)  3FR B ALV[ARE], 2023], AF Y U F=T OHREHEEICEL D
&L AFERE - AEN 10~50mg/H TH D DIZx L, 65%DHEE M 20 mg/ A RO ET
R LTHRD ., 19%DEFITEARHE LD BV 10 mg/H R ORELZIT TWAH[T v T
EBEREE 4 AR R AT, 20231,

ZDOX NI, %< D MF BEITEBEOBMEIT LN ERA B Lk BBlcH Y . vx V)
F =T OEEIENEROIZDIZ, +0RIERDRE/[D DO ELZHERT 5 2 & AR
R H 2, Joko By, &, HRimERE A7 & O/ MR ANT Y 2 7 [R1-& LT3
FHh, B, B F ORHERTE TH S RIMERER LI X 0 A& U 5 8hBRENEIL, B&EDIREE
BULCAIHEDDRICEN Y PHRABRDRIK & 725 Z E0nh, 25 & EEUTRET 5 2
ENRB EEE LD, Lo T, BRI T 23N b7e . TRICEET &M
L MEREL O T L7 BECli KD BE IZHB W T b+ HE TR 523 TRE 7258
TERIRIRIENEE N TV D (25.1.2.2)

ARG ZHAEORIM

ko k0, XY U F =T EETIIEEOMERBD S EAE IR Hiv, FEBOLE
TIC XV MERDED L T D BE TR GTIRICELBAEND 5, VXV ) F =T OHEKRR
Bk (COMFORT-I ik &t U8 COMFORT-II #fR) Tlid, 50%LL BB D 3 FLIA, 70%LL 1
DEEZEN 5 FELUPNIZE G F11EIZFE - TV A [Harrison, 2020], AFRTH RIS, AilRE A IS
BT 64%DHIEFINGRD B, kb S0 HIEBHITAEFRR, RO THEROELT
bole, WHRILICE-T-ERAFFER BEETHD MEHHRHEE] ORFFFERZR)
X, A QNI MRE R T o o 72 [V ¥ 1 B EEREE GRS, 2023], ¥V U F=7
B Gk ORGE K OVRIRFEREL LT, MF OJERSCEEO K& i3y Y ) F=7 % dik
LT 689 1 EBLINICEG-BRLERTO L~UUIZ R 5 & O3 & Y [Harrison, 2020], /L% Y
U F =7 %< IR OBRITSIERITIE U IRRESICRE S, MF 26 L CKRR
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AT ZIRIBRSRIIAFNAFAE L2V, KE DT —F _X—2AFAEICLH L, VXV ) F=T§
Gk U2 B COREEAF ML AT o Rz hzne » A, K11 %
HAHTobbO, 7% EToH DH[Mascarenhas, 2020 ; Kuykendall, 2018], AFRIZIiFHx Y U F
=7 HIEZOIREIL, SIERICIE U 3mRiESs (2RI T 2EAEO AT 1A R
N Rexo o L7 Ao 2R MEkE ., i/ iam, v k=ynrr FF5Y—n
ROFEEA T v RIS 2 BT RRRA O S ] I IRE S D, AR i kiR <> i Vi
Wi M. O FEREIL FTRETZ A, W SRR IR Hav, AOHEKROFEL Y 2 7 OIS QOL KT
(D72 %, MIEIZ kT 2 R PR ORI L EE 2 B OHECHE T DO U R 7 &£ 5 [IRF],
2023, ™A FrFT T LT XFY—)b BEEAT ) v T MF IS LTRSS LT
2V, TO LT, MFIRETIIA XY U F =712 L 5 EEOMERBCREOHERIZ LY
MERPEAREN TR T T HIEHEIZLY, ¥V ) F=TOFG5E2FIEEE 5 2520 EE
N 64% BAFAE L, EDGE DA RIGRIIAFIAFAE L2, AIMEC DWW T, AFx VY
F =T EE T o BE THIEME NAERRD bz L0, BROBD LNT-BHET
HIRPRBIAG 2~3 FFZ I SURTHR T D & OWMED B 5126 7272 &7 [Harrison, 2020], /L
XV U F =T RICY D BRZARER AN IRIRIERIIARIICHFEE LR, LER->T, Zib i
FXT D HHURRIE DRSO REANRAI R TH D (25.1.2.2) .

1.5.2.4. EAAF=TJTOHBRUERAML
BRECHENDIRERL. TOMRIHERESILD

JHRNEE MF Z2WTRE D 75%I238 D AL, REEIZMES, &, RIEEOERZ & 27
MF ORFEH R ERRFT R T 5, 24 WIFD SRR (35%LA LD MIEAFE OHE/N) 12O T, B
R ZVE T FIRER (JAK PREANEHEFED 72y MF BB &2 %145 & L7= SIMPLIFY-1 3B M O°
JAK FHEAIOIEREN &V | BKEEL M E AT 5 MF BEE x5 L L
MOMENTUM k) TiX JAK FEAVGRBEOFEIZ b b3, TEAnF=7D—H L7z
I D/ NN R DT B AL (22.3%~26.5%) . SIMPLIFY-1 3Bk TIEYERR O X YV U F=
TN B IS (p=0.014) . MOMENTUM #BR T4 F V' — x4 5 ik
(p=0.0011) 23R EH 7=, SIMPLIFY-1 REBRDOX—2F A o CHAMA AT HH5E (~F/
o B UAE 12 g/dL AiE) BRI, ERER] L RO ISHE NIRRT A v T =T REE UL
XYV F=TRHTRDOONTZ, —H, X—=AT A L OM/IMEE D7 ERE (f/ MR
15 5/ BAF) BHTE, VYU F=THETSRRBMEFLZ—F, EA0F=7HTIIe
BEM (FEABTF=THE : 26.5%, VXV VT =T 29.5%) & [RIFEE O FIgHE N hF0
BOLNTE (FEART =T 234%, VXV U F=TFE3.5%) , MM D L- B
LTIV F=TOHERENLEICR Y EKARTIEIES 2RO el
BEMEAVRIR S 4L, ZORERNOALXF VYV F =T L EILENTZEA T =T DORXRT 4 v b
MR E T, SIMPLIFY-1 3BR TOE A 1 F = 7 FED BIRA TGN/ OEH I [EEA/0
(24 B[] LIBEDE A v F =7 OIFERMPERIGE 4 5 Lo BB A M O Il : 35.4
AT OFRMEIF 1563 W TH Y, A vF =72 L DMEOHE/ I RITEHICHER Sh
5 ENTRBENT, £o. TR D PERARE O/ 48 T £ TILSHT 72 e B E G
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INDISERD B, REfEoRm E & HITE AT =72 L5 PEEHE N R OISR b7
(2.562) .

BEORUVHAMEKFERESE. TOUERLMFSLD

Al & ZAUTLE D B K7L MF B3 OAA73° QOL DK FIZEhE 35 Z & 7 b BEfFIR
BOBERREL LD, O DOWENRZ FBIFIGTHET 2 72 OICRE L7z 24 BEEO
g IERAAE S [24 RO BIELLIIM O 5 B, %¥@uLﬁ’¥m#wf<fm%%m
PATPONTELT, BE 12 BIC~FEZ 1 E Al 8 g/dL R TRV &) DIRREICH 58
Bt OEIE] IZOWT, B A 0F =T RETIL JAK LEFTEERIE OF 22Dy 59 5% FREE
L C—H L CHEM o7z [SIMPLIFY-1 8k : €A 0 F =78 66.5%., L¥X /U F=7
7 49.3% (p<0.001) . MOMENTUM ik : & A 0 F =78 30.0%, &7 —/L# 20.0% (GE
HIEORIE : p=0.0116, EEUEDOKE : p=0.1265) . SIMPLIFY-2 i : €A F=7#
43.3%., BAT #£21.2% (p=0.001) ] . ZOFERIIN—R T A o TCRMXIWwMIKLFEEHT 5
WERETHL—E LT\, 0595, XV U F=T%%ME L7z SIMPLIFY-1 i Tl
BMOFEEEICEDLTX Y ) F=T 8L L CE A nF =T REORMIFEFE &1L —
BLTahole, REOEMAZAT HEM (~EZ 2 EfE 10 g/dL B E 12 g/dL #ii) T
I BRERI DR E o 7o (BERIZE 30.1%., LM TOREMZ 17.2%) . SIMPLIFY-1 &
BRCOE A v F =T HEORINMIEEIF ORI [HAELLH (24 HE) DBEOEARTF=
T OPERIBFE 2 & T B A O P Rfl - 354 » A1 I REICEEET, EArT=
(2 K DAL O AR AT D BGEN I TR I HERF S D 2 &R S iz,
MOMENTUM #ER T & [FERIC P IEICITBEE T, 7 —2 B> A7k (2021 412 A 3
H) THMIEKEDNHEE LWBRE OEIRIL 7.7% Th > 72, % O £ 7B E H
(R AFE A Wi DL EEPE, BRI Y 2 7. ~F 27 o B s (0.5~2.0 g/dL LA L
D) 1 OFETH JAK BREFRNGEBEOFBIZ) b b TSR L ik L TEArTF =
THT—BLTEWVWIENED b, U EOBEEOFMEENDE A B F =7 O KN
%m@ﬁ®&%@%wmémto

MIZEET2EARTF =T OREM.T T T 7 A MIZONT, BillOFEEGZORIEE

( % 7 L—R3LEDIE) X, v¥x Y U F=T7 %% L L7z SIMPLIFY-1 B T/L¥%
UF =Tt [37.5% (22.7%) 1 LKL CEATF =T [14.5% (6.1%) ] TEI»-7=
(BIRT23%D7E, 71— R3LLET16.6%D7%E) . AIMIZxT 25 XFHFRETH L X —
VR E L7 MOMENTUM iR CIEE A v F =78 [11.5% (7.7%) 1 & X T — /Lt
[15.4% (10.8%) ] TREETHH-7=, ULbX Y, BlcBET 22T 17 7 A L)
LHEABRTF =T ORAMBENRENIFFINT (25.62) .

MF D ZHRLGLFEREHESES

MF B3 TIEZ OS2 T ERIC L0 B2 REECHSTEBNHIR SN S, BE
WET Y ML (HE S, R, AT, BT, 2O B, AE T
i) ATz 24 HRFORIER XA 27 (TSS) SEEIA (TSS BN—R T A b 50%LL 1
WD LB oFIG) Tk, 55 I AEGRER T JAK FLEANRBEOFEIZ) b b T, E A
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nF =7 O—B LIERGEDENBD LI (24.6%~28.4%) . MOMENTUM 7tk C 4
V=V D ERE  (p=0.0095) 3R ST, MOMENTUM i BRClX, T—#F ~ b4~
el (2021 4F 12 A 3 H) T TSS DN EN K T 40 i HERF ST 7=, SIMPLIFY-1
RERTIX, BT VA OB [R—2T A D TSS Z@HIKFD 1oL L TEELLE
MiFEFEE L2722, J UV VARV —DOWHRED > HLEA BT = TR TR L—
ROBEEFRIZL AP LGN L o7 &, S~ — T U ZEUICGRETE Rholo 2 &
] DO EANIHE LTETETOAX Y ) F =TT 2 LT RE R o7 b 0D,
Mixed Model for Repeated Measures (MMRM) fENTIZ KD _N—R T A 6D TSS L&D
BEMZEZ 10 RA U AT —AFiD 124 S LS, FIEREHOR—2 T A v DAL
BN OZEARANEICL D KIEREE OBEOR R L, AV U F =7 LFARREORERUE
WREHETDHZ PR E N (25.62) .

SHFHEOERENHFTES

JAK BLEANRIRIE D IV & %15 & LT- SIMPLIFY-1 iBR 02 FHIR (0S)  GEBF
THEHOPRAE . EAF =T RE3434E, VXV ) F=TRE3474F) 1. RBRT 1
FoFH Ovx VU F=TRHOEBRE L 24 BLUBROIEERY, JERIGENZE AT =7
BHIZ 7 aAF—"—T5) NOEGHBOBEEEEIIRECH D OO, 24 B ORE
AlEICONLF Y )V F =T EEOFBIZBED ST, 2 HFCTHREE CH -7 [0S D —
RE 2 1.03 (95% C1: 0.74, 1.44) | p=0.8646] . JAK PHEFNEGHEIED 2RI IELE Y 27
MF & x5 & LI-AGFHEICET AL e AXr 7 0 75 TIE, AT =7 T3
XU F=T7 L LRGP OAFMBNEE T 2RI TWD  (FRAE : 25
# A, 10 % A, p<0.001) , JAK BHLEANEERED H 5 BE %2 %5 £ L7z MOMENTUM Rk
02112 A3 HOT—X 1y NATZIER) © 0S GEfFHAEMMOTRE : £ A eF=
TEEO075 4, X —LEE0.81 4E) TiE. SIMPLIFY-1 iRBR[FIRE, BT V1 > Lo PR

(Z T =N FEOWIRE L 24 WL OIFERE,ALRIERANCEA 0 F =T K527 1 X
F—"—=F2) POEEHMOEHELBIIRNETH DL E DD, 0S DAY — R (95%CI)

13.0.734 (0.382,1.409, p=0.3510) TH Y, TEAF =T CRIGLEREZR U, WBRK
TREOFEFIZBWNTH, 0S ODAYF— KL (95%CI) 1% 0.890 (0.504, 1.572, p=0.6879) T
D, T—F7y N TREROFER L FEROBERAPEO bz, 2055, 24 BEOMEER
B TONYP— R (95%CI) (X 0.506 (0.238,1.076, p=0.0719) ThH V. PAE 2k EH
NGRS B AL, AR OB CA MO EREENEFHIR EHB L TWH 2 & 2BET 5
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

OJJAARA (momelotinib) tablets, for oral use
Initial U.S. Approval: 2023

INDICATIONS AND USAGE
OJJAARA is a kinase inhibitor indicated for the treatment of intermediate or
high-risk myelofibrosis (MF), including primary MF or secondary MF [post-
polycythemia vera (PV) and post-essential thrombocythemia (ET)], in adults
with anemia. (1)

e Recommended dosage: 200 mg orally once daily with or without food.
2.1

e Severe hepatic impairment (Child-Pugh Class C): Reduce the starting
dose to 150 mg orally once daily. (2.3)

--------------------- DOSAGE FORMS AND STRENGTHS------------—----—----
Tablets: 100 mg, 150 mg, 200 mg. (3)

CONTRAINDICATIONS

None. (4)

----------------------- WARNINGS AND PRECAUTIONS----------mn-mmmmmmeeem

e Risk of Infections: Do not initiate OJJAARA in patients with an active
infection. Monitor for signs and symptoms of infection, including
reactivation of hepatitis B, and initiate appropriate treatment promptly.
(5.1

e Thrombocytopenia and Neutropenia: Manage by dose reduction or
interruption. (5.2)

e Hepatotoxicity: Obtain liver tests before initiation of and periodically
throughout treatment with OJJAARA. (5.3)

e Major Adverse Cardiovascular Events (MACE): Monitor for symptoms,
evaluate and treat promptly. (5.4)

e Thrombosis: Evaluate and treat symptoms of thrombosis promptly. (5.5)

e Malignancies: Monitor for development of secondary malignancies,
particularly in current or past smokers. (5.6)

ADVERSE REACTIONS
The most common adverse reactions (>20% in either study) are
thrombocytopenia, hemorrhage, bacterial infection, fatigue, dizziness,
diarrhea, and nausea. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e Organic Anion Transporting Polypeptide (OATP)1B1/B3 inhibitors:
Monitor for adverse reactions. (7.1)

e Breast Cancer Resistance Protein (BCRP) substrates: Reduce rosuvastatin
(BCRP substrate) dosage. Follow approved product information
recommendations for other BCRP substrates. (7.2)

----------------------- USE IN SPECIFIC POPULATIONS --------m--memmmmmeeem
e Pregnancy: May cause fetal harm. (8.1)
e Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

OJJAARA is indicated for the treatment of intermediate or high-risk myelofibrosis (MF),
including primary MF or secondary MF [post-polycythemia vera (PV) and post-essential
thrombocythemia (ET)], in adults with anemia.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dosage of OJJAARA is 200 mg orally once daily. OJJAARA may be taken
with or without food.

Swallow OJJAARA tablets whole. Do not cut, crush, or chew tablets.
If a dose of OJJAARA is missed, the next scheduled dose should be taken the following day.
2.2 Laboratory Monitoring for Safety

Obtain the following blood tests prior to starting treatment with OJJAARA, periodically during
treatment, and as clinically indicated:

e Complete blood count (CBC) with platelets /see Warnings and Precautions (5.2)]
e Hepatic panel [see Warnings and Precautions (5.3)]

2.3  Dosage Modification for Hepatic Impairment

The recommended starting dosage in patients with severe hepatic impairment (Child-Pugh
Class C) is 150 mg orally once daily [see Use in Specific Populations (8.6)]. No dose adjustment
is recommended for patients with mild or moderate hepatic impairment.

24 Dosage Modification for Adverse Reactions

Manage hematologic and non-hematologic adverse reactions as described in Table 1.



Table 1: Dose Modifications for OJJAARA-Related Adverse Reactions

Thrombocytopenia

Baseline Platelet

Count Platelet Count Dose Modification®
>100 x 10°/L 20 x 10°/L'to | Reduce daily dose by 50 mg from the last given dose
<50 x 10°/L
<20 x 10°/L Interrupt treatment until platelets recover to 50 x 10°/L

Restart OJJAARA at a daily dose of 50 mg below the
last given dose®

>50 x 10%Lto | <20x10°/L
<100 x 10°/L

Interrupt treatment until platelets recover to 50 x 10°/L
Restart OJJAARA at a daily dose of 50 mg below the
last given dose®

<50 x 10°/L <20 x 10°/L Interrupt treatment until platelets recover to baseline
Restart OJJAARA at a daily dose of 50 mg below the
last given dose®
Neutropenia Dose Modification®

Absolute neutrophil count (ANC)
<0.5 x 10°/L

Interrupt treatment until ANC >0.75 x 10°/L
Restart OJJAARA at a daily dose of 50 mg below the
last given dose®

Hepatotoxicity
(unless other apparent causes)

Dose Modification?

ALT and/or AST >5 x ULN (or
>5 x baseline, if baseline is
abnormal) and/or total bilirubin
>2 x ULN (or >2 x baseline, if
baseline is abnormal)

Interrupt treatment until AST and ALT <2 x ULN or
baseline® and total bilirubin <1.5 x ULN or baseline*
Restart OJJAARA at a daily dose of 50 mg below the
last given dose®

If reoccurrence of ALT or AST elevations >5 x ULN,
permanently discontinue OJJAARA

Other Non-Hematologic

Dose Modification?

Grade 3 or higher®

Interrupt treatment until the toxicity resolves to
Grade 1 or lower (or baseline)

Restart OJJAARA at a daily dose of 50 mg below the
last given dose®

ALT = alanine transaminase; AST = aspartate transaminase; ULN = upper limit of normal.

 Reinitiate or escalate treatment up to starting dosage as clinically appropriate.
b May reinitiate treatment at 100 mg if previously dosed at 100 mg.

¢ If baseline >2 x ULN.
4 If baseline >1.5 x ULN.

¢ Graded using the National Cancer Institute Common Terminology Criteria for Adverse Events

per (CTCAE).




Discontinue OJJAARA in patients unable to tolerate 100 mg once daily.

3 DOSAGE FORMS AND STRENGTHS

100 mg round tablet — brown with an underlined “M” debossed on one side and “100” on the
other side.

150 mg triangular tablet — brown with an underlined “M” debossed on one side and “150” on the
other side.

200 mg capsule-shaped tablet — brown with an underlined “M” debossed on one side and “200”
on the other side.
4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Risk of Infections

Serious (including fatal) infections (e.g., bacterial and viral, including COVID-19) occurred in
13% of patients treated with OJJAARA. Infections regardless of grade occurred in 38% of
patients treated with OJJAARA [see Adverse Reactions (6.1)]. Delay starting therapy with
OJJAARA until active infections have resolved. Monitor patients receiving OJJAARA for signs
and symptoms of infection and initiate appropriate treatment promptly.

Hepatitis B Reactivation

Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations in
alanine transaminase (ALT) or aspartate transaminase (AST), have been reported in patients with
chronic hepatitis B virus (HBV) infection taking Janus Kinase (JAK) inhibitors, including
OJJAARA. The effect of OJJAARA on viral replication in patients with chronic HBV infection
is unknown. In patients with HBV infections, check hepatitis B serologies prior to starting
OJJAARA. If HBsAg and/or anti-HBc antibody is positive, consider consultation with a
hepatologist regarding monitoring for reactivation versus prophylactic hepatitis B therapy.
Patients with chronic HBV infection who receive OJJAARA should have their chronic HBV
infection treated and monitored according to clinical HBV guidelines.

5.2 Thrombocytopenia and Neutropenia
OJJAARA can cause thrombocytopenia and neutropenia [see Adverse Reactions (6.1)].

New or worsening thrombocytopenia, with platelet count less than 50 x 10%/L, was observed in
20% of patients treated with OJJAARA. Eight percent of patients treated with OJJAARA had
baseline platelet counts less than 50 x 10%/L.



Severe neutropenia, absolute neutrophil count (ANC) less than 0.5 x 10%/L, was observed in 2%
of patients treated with OJJAARA.

Assess complete blood counts (CBC), including platelet and neutrophil counts, before initiating
treatment and periodically during treatment as clinically indicated. Interrupt dosing or reduce the
dose for thrombocytopenia or neutropenia /see Dosage and Administration (2.4)].

5.3  Hepatotoxicity

Two of the 993 patients with MF who received at least one dose of OJJAARA in clinical trials
experienced reversible drug-induced liver injury. Overall, new or worsening elevations of ALT
and AST (all grades) occurred in 23% and 24%, respectively, of patients treated with OJJAARA;
Grade 3 and 4 transaminase elevations occurred in 1% and 0.5% of patients, respectively. New
or worsening elevations of total bilirubin occurred in 16% of patients treated with OJJAARA.
All total bilirubin elevations were Grades 1-2. The median time to onset of any grade
transaminase elevation was 2 months, with 75% of cases occurring within 4 months.

Delay starting therapy in patients presenting with uncontrolled acute and chronic liver disease
until apparent causes have been investigated and treated as clinically indicated. When initiating
OJJAARA, refer to dosing in patients with hepatic impairment /see Dosage and Administration

(2.3)].

Monitor liver tests at baseline, every month for 6 months during treatment, then periodically as
clinically indicated. If increases in ALT, AST or bilirubin related to treatment are suspected,
modify OJJAARA dosage based upon Table 1 [see Dosage and Administration (2.4)].

5.4  Major Adverse Cardiovascular Events (MACE)

Another JAK inhibitor increased the risk of MACE, including cardiovascular death, myocardial
infarction, and stroke [compared with those treated with tumor necrosis factor (TNF) blockers] in
patients with rheumatoid arthritis, a condition for which OJJAARA is not indicated.

Consider the benefits and risks for the individual patient prior to initiating or continuing therapy
with OJJAARA, particularly in patients who are current or past smokers and patients with other
cardiovascular risk factors. Inform patients receiving OJJAARA of the symptoms of serious
cardiovascular events and the steps to take if they occur.

5.5 Thrombosis

Another JAK inhibitor increased the risk of thrombosis, including deep venous thrombosis,
pulmonary embolism, and arterial thrombosis (compared with those treated with TNF blockers)
in patients with rheumatoid arthritis, a condition for which OJJAARA is not indicated.

Evaluate patients with symptoms of thrombosis and treat appropriately.



5.6 Malignancies

Another JAK inhibitor increased the risk of lymphoma and other malignancies excluding
nonmelanoma skin cancer (NMSC) (compared with those treated with TNF blockers) in patients
with rheumatoid arthritis, a condition for which OJJAARA is not indicated. Current or past
smokers were at increased risk.

Consider the benefits and risks for the individual patient prior to initiating or continuing therapy
with OJJAARA, particularly in patients with a known malignancy (other than a successfully
treated NMSC), patients who develop a malignancy, and patients who are current or past
smokers.

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the labeling:
e Risk of Infections and Hepatitis B Reactivation [see Warnings and Precautions (5.1)]

e Thrombocytopenia and Neutropenia [see Warnings and Precautions (5.2)]

e Hepatotoxicity [see Warnings and Precautions (5.3)]

e Major Adverse Cardiovascular Events [see Warnings and Precautions (5.4)]

e Thrombosis [see Warnings and Precautions (5.5)]

e Malignancies [see Warnings and Precautions (5.6)]

6.1 Clinical Trials Experience

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

The safety of OJJAARA was evaluated in 215 patients in 2 clinical trials (MOMENTUM and
SIMPLIFY-1 anemic subgroup [hemoglobin (Hb) <10 g/dL]) /see Clinical Studies (14)].

MOMENTUM

Patients in the MOMENTUM trial had been previously treated with a JAK inhibitor and were
randomly assigned 2:1 to receive double-blind OJJAARA 200 mg orally once daily (n = 130) or
danazol 300 mg orally twice daily (n = 65) for 24 weeks, after which they were eligible to
receive open-label OJJAARA in an extended treatment phase. Among patients who received
OJJAARA, 72% were exposed for 24 weeks or longer and 52% were exposed for 48 weeks or
longer [see Clinical Studies (14)].

Serious adverse reactions occurred in 35% of patients who received OJJAARA during the
randomized treatment period of the MOMENTUM trial; the most common serious adverse
reactions (>2%) included bacterial infection (8%), viral infection (5%), hemorrhage (4%), acute
kidney injury (3%), pneumonia (3%), pyrexia (3%), thrombosis (3%), syncope (2%),



thrombocytopenia (2%), and renal and urinary tract infection (2%). Fatal adverse reactions
occurred in 12% of patients who received OJJAARA; the most common (>2%) fatal adverse
reaction was viral infection (5%).

Permanent discontinuation of OJJAARA due to an adverse reaction occurred in 18% of patients
during the randomized treatment period of the MOMENTUM trial. Adverse reactions that
resulted in permanent discontinuation (>2%) included viral infection (2%) and thrombocytopenia
(2%). Dosage reduction or treatment interruption due to an adverse reaction occurred in 34% of
patients. Adverse reactions requiring dosage reduction and/or treatment interruption (=2%)
included thrombocytopenia (13%), bacterial infection (2%), diarrhea (2%), and neutropenia
(2%).

Among the 130 patients treated with OJJAARA during the randomized treatment period of
MOMENTUM, the most common adverse reactions (=20%) were thrombocytopenia, diarrhea,
hemorrhage, and fatigue (Table 2).

Table 2: Adverse Reactions Occurring in >5% of Patients Receiving OJJAARA during
Randomized Treatment in MOMENTUM

OJJAARA Danazol?
Adverse Reaction n =130 n = 65
All Grades” | Grade>3 | All Grades | Grade >3

% % % %
Thrombocytopenia® 28 22 17 12
Diarrhea® 22 0 9 2
Hemorrhage® 22 2 18 8
Fatigue® 21 2 20 5
Nausea® 16 2 9 3
Bacterial infection®? 15 8 18 8
Abdominal pain® 13 1 18 3
Viral infection®¢ 12 5 3 0
Pruritus® 11 2 11 0
Elevated liver enzymes® 10 2 9 3
Pyrexia® 10 2 8 0
Cough® 8 0 5 0
Paresthesia® 8 1 2 0
Dizziness® 8 2 2 0
Vomiting® 8 1 0 0




Rash® 6 0 11 0
Renal and urinary tract infection®? 6 2 11 5
Arrhythmia® 5 1 6 2
Neutropenia 5 5 3 3

# Study was not designed to evaluate meaningful comparisons of the incidence of adverse
reactions across treatment groups.

® Adverse reactions graded using CTCAE v.5.

¢ Grouped term includes other related terms.

4 Excludes opportunistic infections.

SIMPLIFY-1

Patients in the SIMPLIFY-1 trial were JAK inhibitor naive and randomly assigned 1:1 to receive
double-blind OJJAARA 200 mg orally once daily (n = 215) or ruxolitinib 5 to 20 mg orally
twice daily (n =217). Upon completion of the double-blind treatment phase, all patients were
eligible to receive OJJAARA during the open-label phase. The safety of OJJAARA was
evaluated in the population of patients with MF who were anemic at study entry. SIMPLIFY-1
enrolled 180 anemic patients who received OJJAARA (n = 85) or ruxolitinib (n = 95). Among
these anemic patients who received OJJAARA, 78% were exposed for 24 weeks or longer and
61% were exposed for 48 weeks or longer [see Clinical Studies (14)].

Serious adverse reactions occurred in 28% of the anemic patients who received OJJAARA
during the randomized treatment period of the SIMPLIFY-1 trial; the most common serious
adverse reactions (>2%) included bacterial infection (7%), pneumonia (6%), heart failure (4%)
arrhythmia (2%), and respiratory failure (2%). A fatal adverse reaction (bacterial infection)
occurred in 1 patient who received OJJAARA.

Permanent discontinuation of OJJAARA due to an adverse reaction occurred in 19% of the
anemic patients during the randomized treatment period of the SIMPLIFY-1 trial. Adverse
reactions that resulted in permanent discontinuation of OJJAARA (>2%) included bacterial
infection (2%), dizziness (2%), fatigue (2%), hypotension (2%), and thrombocytopenia (2%).
Dosage reductions or treatment interruptions of OJJAARA due to an adverse reaction occurred
in 21% of patients. Adverse reactions requiring dosage reduction and/or treatment interruption
(>2%) were thrombocytopenia (8%), pneumonia (4%), bacterial infection (2%), abdominal pain
(2%), elevated liver enzymes (2%), and hypotension (2%).

Among the 85 anemic patients treated with OJJAARA during the randomized treatment period
of SIMPLIFY-1, the most common adverse reactions (>20%) were dizziness, fatigue, bacterial
infection, hemorrhage, thrombocytopenia, diarrhea, and nausea (Table 3).



Table 3: Adverse Reactions Occurring in >5% of Anemic Patients Receiving OJJAARA
during Randomized Treatment in SIMPLIFY-1

OJJAARA Ruxolitinib?
n=385 n =95
Baseline Hb <10 g/dL Baseline Hb <10 g/dL
All Grades® | Grade>3 | All Grades | Grade >3

Adverse Reactions % % % %
Dizziness® 24 1 15 2
Fatigue® 22 0 25 1
Bacterial infection®¢ 21 8 12 2
Hemorrhage® 21 1 18 2
Thrombocytopenia® 21 11 34 6
Diarrhea® 20 1 20 1
Nausea® 20 0 3 1
Abdominal pain® 18 1 14 1
Cough® 14 0 11 0
Hypotension® 14 2 0 0
Pain in extremity 12 0 5 0
Pyrexia® 12 1 11 0
Rash® 12 0 3 0
Renal and urinary tract infection®? 12 1 4 0
Elevated liver enzymes® 11 4 9 0
Headache® 11 0 16 0
Peripheral edema 11 0 8 0
Arrhythmia® 8 2 2 1
Paresthesia® 8 0 3 0
Pneumonia® 8 8 5 3
Vomiting® 8 0 5 0
Back pain 7 1 2 0
Viral infection®! 6 0 13 2
Vitamin B1 deficiency 6 0 7 0

# Study was not designed to evaluate meaningful comparisons of the incidence of adverse
reactions across treatment groups.

b Adverse reactions graded using CTCAE v.4.03.

¢ Grouped term includes other related terms.

4 Excludes opportunistic infections.

Other Adverse Reactions

Clinically relevant adverse reactions occurring in <5% of anemic patients in the MOMENTUM



and SIMPLIFY-1 studies include:
Eye Disorders: Blurred vision.
Infections and Infestations: Fungal infection (excludes opportunistic infections).

Nervous System Disorders: Neuralgia, peripheral neuropathy, peripheral motor neuropathy,
polyneuropathy.

Vascular Disorders: Flushing.

7 DRUG INTERACTIONS
71 Effect of Other Drugs on OJJAARA

Organic Anion Transporting Polypeptide (OATP)1B1/B3 Inhibitors

Momelotinib is an OATP1B1/B3 substrate. Concomitant use with an OATP1B1/B3 inhibitor
increases momelotinib maximal concentrations (Cmax) and area under the concentration-time
curve (AUC) [see Clinical Pharmacology (12.3)], which may increase the risk of adverse
reactions with OJJAARA. Monitor patients concomitantly receiving an OATP1B1/B3 inhibitor
for adverse reactions and consider OJJAARA dose modifications [see Dosage and
Administration (2.4)].

7.2 Effect of OJJAARA on Other Drugs

Breast Cancer Resistance Protein (BCRP) Substrates

Momelotinib is a BCRP inhibitor. OJJAARA may increase exposure of BCRP substrates, which
may increase the risk of BCRP substrate adverse reactions [see Clinical Pharmacology (12.3)].
When administered concomitantly with OJJAARA, initiate rosuvastatin (BCRP substrate) at

5 mg and do not increase to more than 10 mg once daily. Dose adjustment of other BCRP
substrates may also be needed. Follow approved product information recommendations for other
BCRP substrates.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Available data on the use of OJJAARA in pregnant women are insufficient to determine whether
there is a drug-associated risk for major birth defects or miscarriage. Based on animal
reproduction studies conducted in rats and rabbits, momelotinib may cause embryo-fetal toxicity
at exposures lower than the expected exposure in patients receiving 200 mg once daily (see
Data). OJJAARA should only be used during pregnancy if the expected benefits to the mother
outweigh the potential risks to the fetus.

10



The 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 in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Animal Data: In an embryofetal development study, pregnant rats received momelotinib 2, 6 or
12 mg/kg/day orally, during the period of organogenesis (Gestation Day 6 to 17). Embryo-fetal
toxicity (embryonic death, soft tissue anomalies, skeletal variations, and lower mean fetal body
weights) was observed at 12 mg/kg (in the presence of maternal toxicity). Skeletal variations
were observed (in the absence of maternal toxicity) at 6 mg/kg/day at exposures 3.5 times the
exposure at the recommended human dose of 200 mg daily based on combined momelotinib and
M21 (a major human metabolite) AUC. No developmental toxicity was observed at 2 mg/kg/day
at exposures equivalent to the recommended dose (based on combined momelotinib and M21
AUC).

In an embryofetal developmental study, pregnant rabbits received momelotinib at 7.5, 30 or

60 mg/kg/day orally during the period of organogenesis (Gestation Day 7 to 20). Momelotinib
was associated with maternal toxicity at 60 mg/kg/day, which resulted in reduced mean fetal
weight, delayed bone ossification, and an abortion at less than the exposure at the recommended
dose (based on combined momelotinib and M21 AUC). No developmental toxicity was observed
at lower doses tested in rabbits.

In a pre- and post-natal development study, pregnant rats received momelotinib 2, 6 or

12 mg/kg/day orally from organogenesis through lactation (Gestation Day 6 to lactation Day 20).
Decreased pup body weights and embryo-lethality were observed in the dams administered 6 and
12 mg/kg/day. Pup survival was significantly reduced in the 12 mg/kg/day group from birth to
Day 4 of lactation. Momelotinib exposure in dams at 12 mg/kg and 6 mg/kg were approximately
2 times the exposure at the recommended dose (based on combined momelotinib and M21
AUC). The exposure in dams at the No Observed Adverse Effect Level (NOAEL) dose of

2 mg/kg was less than the exposure at the recommended dose (based on combined momelotinib
and M21 AUC).

8.2 Lactation

Risk Summary

There are no data on the presence of momelotinib or its metabolites in human milk, the effects on
the breastfed child, or the effects on milk production. It is not known whether OJJAARA is
excreted in human milk. Momelotinib was present in rat pups following nursing from treated
dams with adverse effects observed in the offspring. When a drug is present in animal milk, it is
likely that the drug will be present in human milk. Because of the potential for serious adverse
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reactions in a breastfed child, patients should not breastfeed during treatment with OJJAARA,
and for at least 1 week after the last dose of OJJAARA.

Data

Animal Data: In a pre- and postnatal development study, momelotinib was administered orally to
rats during the lactation period; the drug was detected in plasma of nursing pups, which
adversely affected pup survival.

8.3 Females and Males of Reproductive Potential

Contraception

Advise females of reproductive potential who are not pregnant to use highly effective
contraception during therapy and for at least 1 week after the last dose of OJJAARA.

8.4  Pediatric Use
The safety and effectiveness of OJJAARA in pediatric patients have not been established.
8.5 Geriatric Use

There were 275 patients aged 65 years and older in the clinical studies for MF [see Clinical
Studies (14)]. Of the total number of OJJAARA-treated patients in these studies, 163/216 (75%)
were aged 65 years and older, and 63/216 (29%) were aged 75 years and older. No overall
differences in safety or effectiveness of OJJAARA have been observed between patients aged
65 years and older and younger adult patients.

8.6 Hepatic Impairment

The recommended starting dose of OJJAARA in patients with severe hepatic impairment (Child-
Pugh C) is 150 mg orally once daily [see Dosage and Administration (2.3)]. No dose
modification is recommended for patients with mild hepatic impairment (Child-Pugh A) or
moderate hepatic impairment (Child-Pugh B).

Momelotinib is extensively metabolized /see Clinical Pharmacology (12.3)]. Momelotinib
exposure increased with severe hepatic impairment (Child-Pugh C). No clinically significant
changes in momelotinib exposure were observed in subjects with mild hepatic impairment
(Child-Pugh A) or moderate hepatic impairment (Child-Pugh B) [see Clinical Pharmacology

(12.3)].

10 OVERDOSAGE

There is no known antidote for overdose with OJJAARA. If overdose is suspected, the patient
should be monitored for signs or symptoms of adverse reactions or effects, and appropriate
supportive treatment should be instituted immediately. Further management should be as
clinically indicated. Hemodialysis is not expected to enhance the elimination of momelotinib.
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11 DESCRIPTION

OJJAARA contains momelotinib dihydrochloride monohydrate, which is a kinase inhibitor with
the chemical name N-(Cyanomethyl)-4-(2-{[4-(morpholin-4-yl)phenyl]amino } pyrimidin-4-
yl)benzamide dihydrochloride monohydrate. It has a molecular formula of
C23H22NsO2°2HCI*H20, molecular weight of 505.40 and the following structural formula:

-2HCI -H,0

Momelotinib dihydrochloride monohydrate is a light yellow to brown to reddish-brown solid and
is slightly soluble in water and insoluble in aqueous buffers across a pH range of 2.1 to 9.
Momelotinib free base has a molecular formula of C23H22NsO2 and a molecular weight of
414.47.

OJJAARA (momelotinib) tablets are for oral administration. Each tablet contains 100 mg,

150 mg, or 200 mg of momelotinib, which is equivalent to 121.94 mg, 182.91 mg, or 243.88 mg,
respectively, of momelotinib dihydrochloride monohydrate as the active ingredient. The core of
each tablet contains the following inactive ingredients: lactose monohydrate, magnesium
stearate, microcrystalline cellulose, propyl gallate, silicon dioxide, and sodium starch glycolate.
The film coating of each tablet contains the following inactive ingredients: polyethylene glycol,
polyvinyl alcohol, red iron oxide, talc, titanium dioxide, and yellow iron oxide.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Momelotinib is an inhibitor of wild type Janus Kinase 1 and 2 (JAK1/JAK2) and mutant
JAK2V®!7F which contribute to signaling of a number of cytokines and growth factors that are
important for hematopoiesis and immune function. Momelotinib and its major human circulating
metabolite, M21, have higher inhibitory activity for JAK2 compared to JAK3 and tyrosine
kinase 2 (TYK2). Momelotinib and M21 additionally inhibit activin A receptor type 1 (ACVR1),
also known as activin receptor like kinase 2 (ALK2), which produces subsequent inhibition of
liver hepcidin expression and increased iron availability resulting in increased red blood cell
production. MF is a myeloproliferative neoplasm associated with constitutive activation and
dysregulated JAK signaling that contributes to inflammation and hyperactivation of ACVRI.
JAK signaling recruits and activates STAT (signal transducers and activation of transcription)
proteins resulting in nuclear localization and subsequent regulation of gene transcription.
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12.2 Pharmacodynamics

Momelotinib inhibited STAT3 phosphorylation in whole blood from patients with MF. Maximal
inhibition of STAT3 phosphorylation occurred 2 hours after momelotinib dosing and inhibition
persisted for at least 6 hours /see Clinical Pharmacology (12.1)]. Iron availability and
erythropoiesis was assessed by analysis of circulating hepcidin concentrations. An acute and
sustained reduction of circulating hepcidin was observed for the duration of the 24-week
administration of momelotinib to patients with MF [see Clinical Pharmacology (12.1)].

Cardiac Electrophysiology

Momelotinib did not prolong the QT interval to any clinically relevant extent at 4 times the
highest recommended dosage of 200 mg.

12.3 Pharmacokinetics

Momelotinib pharmacokinetic parameters are presented as mean (%CV) and were derived in
patients with MF unless otherwise specified.

The momelotinib steady-state Cmax is 479 ng/mL (61%) and AUC is 3,288 ng-h/mL (60%) at the
maximum recommended dosage. Momelotinib exposure (i.e., Cmax and AUC) increases dose
proportionally from 100 mg to 300 mg (0.5 to 1.5 times the maximum recommended dosage),
but less than dose-proportional at doses from 400 mg to 800 mg (2 to 4 times the maximum
recommended dosage). There is no clinically significant accumulation.

Absorption

Median time to momelotinib Cmax (Tmax) at steady state is 2 hours (Q1: 1 hour; Q3: 3 hours) post
dose.

Effect of Food

No clinically significant differences in momelotinib pharmacokinetics were observed following
administration of either a high-fat meal (800 kcal; 50% fat) or low-fat meal (400 kcal; 20% fat)
in healthy subjects.

Distribution

Momelotinib steady state apparent volume of distribution is 984 L (118%). Momelotinib plasma
protein binding is approximately 91% in healthy volunteers.

Elimination

The elimination half-life of momelotinib and the M21 metabolite is 4 to 8 hours. Momelotinib
clearance is 103 L/h (87%).

Metabolism: Momelotinib is metabolized by multiple cytochrome P450 (CYP) enzymes
including CYP3A4 (36%), CYP2C8 (19%), CYP2C9 (17%), CYP2C19 (19%), and CYP1A2
(9%).
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M21 is an active human metabolite that has approximately 40% of the pharmacological activity
of the parent. M21 is formed by CYP followed by aldehyde oxidase metabolism of momelotinib.
The mean M21 to momelotinib ratio for AUC ranged from 1.4 to 2.1.

Excretion: Following a single oral dose of radiolabeled momelotinib, 69% (13% unchanged) of
radioactivity was excreted in feces and 28% (<1% unchanged) in urine. Approximately 12% of
the administered dose was excreted in urine as M21.

Specific Populations

No clinically significant differences in momelotinib and M21 pharmacokinetics were observed
based on age (range: 28 to 92 years), race (83% White, 6% Asian, 2% Black), sex (60% male),
weight (range: 34 kg to 138 kg), renal impairment (eGFR: 16.4 mL/min/1.73 m? to above

120 mL/min/1.73 m?), or mild or moderate hepatic impairment (Child-Pugh A or B). The effect
of end stage renal disease receiving dialysis on momelotinib pharmacokinetics is unknown.

Patients with Hepatic Impairment: Momelotinib Cmax increased by 13% and AUC increased by
97% in subjects with severe hepatic impairment (Child-Pugh C). The M21 metabolite Cmax
decreased by 76% and AUC decreased by 48% in subjects with severe hepatic impairment
(Child-Pugh C).

Drug Interaction Studies
Clinical Studies

OATPI1B1/1B3 Inhibitors: Momelotinib Cnax increased by 40% and AUC increased by 57%
following concomitant use with a single dose of a OATP1B1/1B3 inhibitor (rifampin). The M21
metabolite Cimax increased by 6% and AUC increased by 12%.

BCRP Substrates: A BCRP substrate (rosuvastatin) Cmax increased by 220% and AUC increased
by 170% following concomitant use of a single dose of rosuvastatin at 10 mg with multiple doses
of momelotinib (200 mg once daily).

Other Drugs: No clinically significant differences in momelotinib and M2 1metabolite
pharmacokinetics were observed when used concomitantly with a strong CYP3A4 inducer
(tested with multiple-dose rifampin), a strong CYP3A4 inhibitor (ritonavir), or an acid reducing
agent (omeprazole, a proton pump inhibitor).

No clinically significant differences in the pharmacokinetics of a CYP3A4 substrate
(midazolam) were observed when used concomitantly with momelotinib.

In Vitro Studies

Cytochrome P450 (CYP) Enzymes: Momelotinib is a weak, reversible, time-independent
inhibitor of CYP2B6 but does not inhibit CYP1A2, 2C8, 2C9, 2C19, 2D6, or 3A4/5. The M21
metabolite does not inhibit any of these CYP enzymes.

Momelotinib and M21 do not induce CYP3A4, CYP2C8, CYP2C9, or P-glycoprotein (P-gp).
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Uridine diphosphate-glucuronosyltransferase (UGT): Momelotinib is an inhibitor of UGT1A1
and UGT1A9. The M21 metabolite is an inducer of UGT1A1.

Transporter Systems: Momelotinib and M21 are substrates in vitro for efflux transporters, P-gp
and BCRP, and hepatic uptake transporters, OATP1B1/1B3. Momelotinib is an inhibitor of
BCRP.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

The carcinogenicity potential of momelotinib was assessed in rasH?2 transgenic mice and
Sprague-Dawley rats. There was no evidence of tumorigenicity in male or female mice that
received momelotinib doses up to 100 mg/kg/day for 26 weeks. In a 2-year oral carcinogenicity
study in Sprague-Dawley rats, momelotinib caused benign Leydig cell tumors at a dose of

15 mg/kg/day (17 times the maximum recommended dose based on combined momelotinib and
M21 AUC). The increase in Leydig cell adenomas was considered related to a rat-specific
phenomenon (i.e., prolactin-dependent Leydig cell tumorigenesis).

Momelotinib was not mutagenic in a bacterial reverse mutation assay, or clastogenic in an in
vitro chromosomal aberration assay with human peripheral blood lymphocytes or in vivo in a rat
bone marrow micronucleus assay.

In fertility studies in rats, momelotinib was administered for at least 70 days (males) and 14 days
(females) prior to cohabitation and up to the implantation day (gestation Day 7) at doses of 5, 25,
and 68 mg/kg/day. Momelotinib reduced sperm concentration and motility and reduced testes
and seminal vesicle weights at 25 mg/kg/day or greater (approximately 13 times the
recommended dose based on combined momelotinib and M21 AUC) leading to reduced fertility
at 68 mg/kg/day. In females, momelotinib reduced ovarian function (reproductive cycles and
ovulation) at 68 mg/kg/day and decreased the number of pregnant females and increased pre- and
post-implantation loss with most pregnant rats having total litter loss at 25 mg/kg/day or greater.
Exposures at the NOAEL in male and female rats at 5 mg/kg/day are approximately 3-times the
recommended dose (based on combined momelotinib and M21 AUC).

14 CLINICAL STUDIES

The efficacy of OJJAARA in the treatment of adults with intermediate 1, intermediate 2, or high-
risk MF, including primary MF, post-PV MF or post-ET MF, as defined by the Dynamic
International Prognostic Scoring System (DIPSS) or International Prognostic Scoring System
(IPSS) for MF, was established in the MOMENTUM trial and in a subpopulation of adults with
anemia in the SIMPLIFY-1 trial. All patients received a starting dosage of OJJAARA 200 mg
once daily. Eligible patients had baseline platelet count of >25 x 10°/L in MOMENTUM and
>50 x 10°/L in SIMPLIFY-1.
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MOMENTUM

MOMENTUM (NCT04173494) was a double-blind, 2:1 randomized, active-controlled trial in
195 symptomatic and anemic adults with MF who had previously received an approved JAK
inhibitor therapy. Patients were treated with OJJAARA 200 mg once daily or danazol 300 mg
twice daily for 24 weeks, then switched to open-label treatment with OJJAARA.

The median age was 71 years (range 38 to 86 years) with 79% of patients aged 65 years and
older, and 63% of patients were male. Overall, 81% of patients were White, 9% of patients were
Asian, 2% of patients were Black, and 6% of patients were Hispanic or Latino. Sixty-four
percent of patients had primary MF, 19% had post-PV MF, and 17% had post-ET MF. Five
percent of patients had intermediate-1 risk, 57% had intermediate-2 risk, and 35% had high-risk
disease. Within the 8 weeks prior to treatment, 79% of patients had received red blood cell
(RBC) transfusions (median of 4 RBC units; interquartile range: 1-6). At baseline, 13% and 15%
of patients were transfusion independent (defined as no red blood cell transfusions in the

12 weeks before the first dose and Hb >8 g/dL) in the OJJAARA and danazol groups,
respectively. The baseline median Hb count was 8 g/dL and the median platelet count was

96 x 10°/L (range 24 x 10°/L to 733 x 10°/L). The baseline median palpable spleen length was
11 cm below the left costal margin; the median central spleen volume measured by magnetic
resonance imaging (MRI) or computed tomography (CT) was 2,105 cm® (range 609 cm? to
9,717 cm?).

Symptoms were measured using the Myelofibrosis Symptom Assessment Form (MFSAF v4.0)
diary. The MFSAF v4.0 patient diary, completed throughout the randomized treatment period,
captured the core symptoms of MF: fatigue (weariness and tiredness), night sweats (or feeling
hot or flushed), itching, abdominal discomfort (feeling pressure or bloating), pain under ribs on
left side, feeling of fullness after beginning to eat, and bone pain. For each item, symptom
scores, ranging from 0 (absent) to 10 (worst imaginable), were added to create a daily Total
Symptom Score (maximum score of 70). At baseline, the mean MFSAF v4.0 Total Symptom
Score was 28 in the OJJAARA group and 26 in the danazol group.

The efficacy of OJJAARA in the treatment of patients with primary or secondary MF and
anemia was established based on a significantly higher percentage of patients treated with
OJJAARA compared to danazol achieving a MFSAF v4.0 Total Symptom Score reduction of
50% or more at Week 24 compared with their own baseline score (Table 4). Other endpoints
included transfusion independence, spleen volume response, MFSAF v4.0 Total Symptom Score
change from baseline, and percentage of patients with no transfusions.
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Table 4: Percent of Patients Achieving Symptom Reduction, Transfusion Independence,
and Spleen Volume Reduction at Week 24 in MOMENTUM

OJJAARA Danazol
n =130 n =65 p-value

Patients with MFSAF v4.0 Total Symptom Score 32 (25%) 6 (9%) <0.01
Reduction of 50% or more, n (%)
Treatment difference? 16%
(95% CI) (6, 26)
Patients with Transfusion Independence (no 39 (30%) 13 (20%) 0.023
transfusion or Hb <8 g/dL between Weeks 12 and
24), n (%)
Non-inferiority treatment difference® 14%
(95% CI) (2,25)
Patients with Spleen Volume Reduction by 25% or 51 (39%) 4 (6%) <0.0001
More, n (%)
Treatment difference? 33%
(95% CI) (23,44)
MFSAF v4.0 Total Symptom Score Change from 9.4 (1.1) -3.1(1.6) 0.001
Baseline® (SE)
Treatment difference® -6.2
(95% CI) (-10, -2.4)
Patients with Spleen Volume Reduction by 35% or 29 (22%) 2 (3%) 0.001
More, n (%)
Treatment difference? 18%
(95% CI) (10, 27)
Patients with No Transfusions® ¢ (during the 24- 46 (35%) 11 (17%) 0.001
week treatment period), n (%)
Treatment difference? 17%
(95% CI) (8,26)

? Analyses stratified by baseline MFSAF v4.0 Total Symptom Score (<22 vs. >22), baseline
palpable spleen length below the left costal margin (<12 vs. >12 cm), and baseline red blood
cell or whole blood units transfused in the 8-week period before randomization (0, 1-4, >5

units).

® Non-inferiority difference between OJJAARA response rate and 80% of danazol response rate.

¢ Least squares means and difference are reported.

d Eight subjects treated with OJJAARA and 3 subjects treated with danazol had no transfusion,

but discontinued treatment prior to Week 24.

Figure 1 shows the percentage of patients treated with OJJAARA and danazol who achieved a
50% or greater reduction from baseline for each individual symptom in the MFSAF v4.0.
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Figure 1: Percent of Patients Achieving a 50% or Greater Reduction in Individual MFSAF
v4.0 Symptom Scores at Week 24 in MOMENTUM
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QD = once daily; BID = twice a day.
 Thirty-six (27.7%) subjects treated with OJJAARA and 27 (41.5%) subjects treated with
danazol discontinued treatment prior to Week 24.

SIMPLIFY-1

SIMPLIFY-1 (NCT01969838) was a double-blind, randomized, active-controlled trial in 432
adults with MF who had not previously received a JAK inhibitor. Patients were treated with
OJJAARA 200 mg once daily or ruxolitinib adjusted dose twice daily for 24 weeks. Patients
were eligible to switch to open-label OJJAARA after 24 weeks (without tapering of the JAK
inhibitor received during the randomization period). The baseline characteristics and efficacy
results provided are for the subset of patients who had anemia (Hb <10 g/dL) at baseline
(n=181).

Bone pain  Fatigue

The median age was 68 years (range 25 to 86 years) with 67% of patients aged 65 years and
older, and 59% of patients were male. Eighty-one percent of patients were White, 8% of patients
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were Asian, 1% of patients were Black, and 2% of patients were Hispanic or Latino. Sixty-three
percent of patients had primary MF, 13% had post-PV MF, and 24% had post-ET MF. Four
percent of patients had intermediate-1 risk, 25% had intermediate-2 risk, and 71% had high-risk
disease. At baseline, 29% and 44% of patients were transfusion independent in the groups treated
with OJJAARA or ruxolitinib, respectively. The baseline median Hb measurement was 8.8 g/dL
and the median platelet count was 193 x 10°/L (range 54 x 10°/L to 2,865 x 10°/L). Median
palpable spleen length at baseline was 12 cm below the left costal margin; the median spleen
volume at baseline (measured by MRI or CT) was 1,843 cm? (range 352 cm?® to 9,022 cm?).

The efficacy of OJJAARA in the treatment of patients with MF in SIMPLIFY-1 was based on
spleen volume response (reduction by 35% or greater). A numerically lower percent of patients
treated with OJJAARA (25%) achieved a Total Symptom Score reduction of 50% or more at
Week 24 compared with ruxolitinib (36%).

The spleen volume reduction results are presented in Table 5.

Table S: Percent of Patients® Achieving 35% or Greater Reduction from Baseline in Spleen
Volume at Week 24 in SIMPLIFY-1

OJJAARA Ruxolitinib
n =386 n=95
Patients with Spleen Volume Reduction by 35% or
More, n (%) 27 (31.4%) 31 (32.6%)
(95% CI) (21.8, 42.3) (23.4,43.0)

# Subset of patients with anemia (Hb <10 g/dL) at baseline.

Figure 2 shows the percent change from baseline in spleen volume for each patient at Week 24 in
SIMPLIFY-I.
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Figure 2: Percent Change from Baseline in Spleen Volume for Each Patient at Week 24 in
SIMPLIFY-1&P

=100
90 B OJJAARA
%0 Ruxolitinib
70
60
50
-
m
£
=
é” ¥
s
S T 3% Deercase |
<100
Subset of Patients with Anemia
 Subset of patients with anemia (Hb <10 g/dL) at baseline.
® Missing data rates for OJJAARA and ruxolitinib were 19% and 8%.
16 HOW SUPPLIED/STORAGE AND HANDLING
OJJAARA (momelotinib) tablets are available as follows:
Table 6: OJJAARA Presentations
Tablets
NDC Number Strength Description per Bottle
NDC 81864-103-30 | 100 mg | Round-shaped brown film-coated tablet with 30

“M” on one side and “100” on the other side.

NDC 81864-102-30 | 150 mg | Triangular-shaped brown film-coated tablet with 30
“M” on one side and “150” on the other side.

NDC 81864-101-30 | 200 mg | Capsule-shaped brown film-coated tablet with 30
“M” on one side and “200” on the other side.

Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to 86°F) [see
USP Controlled Room Temperature].
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Dispense to patient in original bottle only. Store in original bottle to protect from moisture.
Replace cap securely each time after opening. Do not discard desiccant.

17 PATIENT COUNSELING INFORMATION

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

Inform patients that OJJAARA can increase the risk of infections (including COVID-19) and
instruct them to promptly report to their healthcare provider any signs and symptoms of infection
[see Warnings and Precautions (5.1)].

Thrombocytopenia and Neutropenia

Inform patients that OJJAARA can cause thrombocytopenia and neutropenia, and of the need to
monitor complete blood count, including platelet and neutrophil counts, before and during
treatment. Advise patients to observe for and report any bleeding to their healthcare provider
[see Warnings and Precautions (5.2)].

Hepatotoxicity

Inform patients that OJJAARA can cause hepatotoxicity, and of the need to monitor liver blood
tests before and during treatment [see Warnings and Precautions (5.3)].

Major Adverse Cardiovascular Events (MACE)

Adpvise patients that events of MACE including myocardial infarction, stroke, and cardiovascular
death have been reported in clinical studies with another JAK inhibitor used to treat rheumatoid
arthritis, a condition for which OJJAARA is not indicated. Advise patients, especially current or
past smokers and patients with other cardiovascular risk factors, to be alert for the development
of signs and symptoms of cardiovascular events and to report them to their healthcare provider
[see Warnings and Precautions (5.4)].

Thrombosis

Advise patients that events of deep vein thrombosis (DVT) and pulmonary embolism (PE) have
been reported in clinical studies with another JAK-inhibitor used to treat rheumatoid arthritis, a
condition for which OJJAARA is not indicated. Advise patients to tell their healthcare provider
if they develop any signs or symptoms of a DVT or PE [see Warnings and Precautions (5.5)].

Malignancies

Advise patients, especially current or past smokers, that lymphoma and other malignancies
(excluding non-melanoma skin cancers (NMSC) have been reported in clinical studies with
another JAK inhibitor used to treat rheumatoid arthritis, a condition for which OJJAARA is not
indicated [see Warnings and Precautions (5.6)].
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Pregnancy

e Advise pregnant women and females of reproductive potential of the potential risk to a fetus.
Advise females to inform their prescriber of a known or suspected pregnancy /[see Use in
Specific Populations (8.1)].

e Advise females of reproductive potential who are not pregnant to use highly effective
contraception during therapy and for 1 week after the last dose of OJJAARA /see Use in
Specific Populations (8.3)].

Lactation

Advise patients not to breastfeed during treatment with OJJAARA and for at least 1 week after
the last dose of OJJAARA [see Use in Specific Populations (8.2)].

Trademarks are owned by or licensed to the GSK group of companies.

GSK

GlaxoSmithKline
Durham, NC 27701

©2023 GSK group of companies or its licensor.

0JJ:1PI

PHARMACIST—DETACH HERE AND GIVE LEAFLET TO PATIENT
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PATIENT INFORMATION
OJJAARA (oh-JAR-uh)
(momelotinib)
tablets, for oral use

What is OJJAARA?
OJJAARA is a prescription medicine used to treat adults with certain types of myelofibrosis (MF) who have
anemia. It is not known if OJJAARA is safe and effective in children.

Before taking OJJAARA, tell your healthcare provider about all of your medical conditions, including if

you:

e have an infection. See “Risk of Infections” in the section “What are the possible side effects of
OJJAARA?”.

e have or have had hepatitis B

e have or have had liver problems

¢ have had a heart attack, or have or have had other heart problems, or stroke

e have or have had a blood clot

e smoke or were a smoker in the past

e have or have had any other cancers

e are pregnant or plan to become pregnant. OJJAARA may harm your unborn baby.

Females who are able to become pregnant:

o You should use effective birth control (contraception) during treatment and for 1 week after the last dose of
OJJAARA.

o Tell your healthcare provider right away if you think you are pregnant or become pregnant during
treatment with OJJAARA.

e are breastfeeding or plan to breastfeed. It is not known if OJJAARA passes into your breast milk. You should
not breastfeed during treatment and for 1 week after the last dose of OJJAARA. Talk to your healthcare
provider about the best way to feed your baby during this time.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter

medicines, vitamins, and herbal supplements. Taking OJJAARA with certain other medicines may affect the

amount of OJJAARA or the other medicines in your blood and may increase your risk of side effects.

Know the medicines you take. Keep a list of the medicines you take to show your healthcare provider and

pharmacist when you get a new medicine.

How should | take OJJAARA?

o Take OJJAARA exactly as your healthcare provider tells you to take it.
e Take OJJAARA by mouth 1 time each day.

o Take OJJAARA with or without food.

e Swallow tablets whole. Do not cut, crush or chew tablets.

e If you miss a dose of OJJAARA, skip the missed dose and take your next dose the following day at your
regularly scheduled time. Do not take 2 doses at the same time to make up for the missed dose.

e Your healthcare provider will do blood tests before you start taking OJJAARA and during treatment.

¢ Do not change your dose or stop taking OJJAARA without first talking to your healthcare provider.

e Your healthcare provider may change your dose, temporarily stop, or permanently stop treatment with
OJJAARA if you have certain side effects.

e |f you take too much OJJAARA, call your healthcare provider or go to the nearest emergency room right away
and take your bottle of OJJAARA with you.




What are the possible side effects of OJJAARA?

OJJAARA may cause serious side effects, including:

¢ Risk of Infections. People who take OJJAARA may develop serious infections that can lead to death, such as
bacterial and viral infections, including COVID-19. If you have an active infection, your healthcare provider
should not start treatment with OJJAARA until your infection is gone. If you have had hepatitis B for a long time
(chronic), OJJAARA may cause your hepatitis B to become active again, and your healthcare provider will
check your blood for active hepatitis B before starting treatment.
Your healthcare provider will monitor you and treat you for any infections that you get during treatment with
OJJAARA.
Tell your healthcare provider right away if you develop any of the following symptoms of infection:

o fever o diarrhea
o chills o vomiting
o cough o pain or burning feeling when passing urine

o breathing problems

e Low platelet and white blood cell counts. OJJAARA may cause new or worsening low platelet and white
blood cell counts. Low platelet counts may increase your risk for bleeding and low white blood cell counts may
increase your risk for infection. Your healthcare provider will do blood tests to check your blood counts before
you start taking OJJAARA and during treatment. Tell your healthcare provider right away if you have any signs
of bleeding during treatment with OJJAARA, including:

o unusual bleeding o bruising
o black or tarry stools

e Liver problems. OJJAARA may cause new or worsening increased liver enzymes and bilirubin in your blood.
Your healthcare provider will check your liver enzymes before starting treatment, every month for the first 6
months of treatment, and then as needed during treatment with OJJAARA. Your healthcare provider may stop
treatment with OJJAARA if your liver enzymes increase. Tell your healthcare provider if you develop any of the
following signs or symptoms of liver problems:

o tiredness o dark urine
o loss of appetite o yellowing of your skin or the white part of your
eyes

o pain in your right upper stomach area
(abdomen)

e Major cardiovascular events such as heart attack, stroke, and death. Major cardiac events have
happened, especially in people with cardiac risk factors and who are current or past smokers, taking another
Janus kinase (JAK) inhibitor to treat rheumatoid arthritis. OJJAARA is in the JAK family of medicines.

Get emergency help right away if you have any symptoms of a heart attack or stroke while taking
OJJAARA, including:

discomfort in your chest that lasts for more than a few minutes, or that goes away and comes back

severe tightness, pain, pressure, or heaviness in your chest, throat, neck, or jaw

pain or discomfort in your arms, back, neck, jaw, or stomach

shortness of breath with or without chest discomfort

breaking out in a cold sweat

nausea or vomiting

feeling lightheaded

weakness in one part or on one side of your body

slurred speech

¢ Blood clots. Blood clots in the veins of the legs (deep vein thrombosis, DVT) or lungs (pulmonary embolism,
PE) have happened in some people taking another JAK inhibitor to treat rheumatoid arthritis, and may be life-
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threatening. Tell your healthcare provider if you have had blood clots in the veins of your legs or lungs in the
past.
Tell your healthcare provider right away if you have any signs and symptoms of blood clots during
treatment with OJJAARA, including:
o swelling, pain, or tenderness in one or both legs
o sudden, unexplained chest pain
o shortness of breath or difficulty breathing
¢ New cancers. New cancers, including lymphoma and other cancers, except non-melanoma skin cancer, have
happened in some people taking another JAK inhibitor to treat rheumatoid arthritis. The risk of new cancers is
further increased in people who smoke or who smoked in the past.
The most common side effects of OJJAARA include:

¢ |low platelet count o dizziness
e bleeding e diarrhea
e bacterial infection e nausea

e tiredness
These are not all of the possible side effects of OJJAARA.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store OJJAARA?

e Store OJJAARA at room temperature between 68°F to 77°F (20°C to 25°C).

o Keep OJJAARA in its original bottle. The OJJAARA bottle contains a desiccant packet to help keep your
tablets dry (protect from moisture). Keep the desiccant in the bottle.

e Tightly close the OJJAARA bottle after you take your dose.

Keep OJJAARA and all medicines out of the reach of children.

General information about the safe and effective use of OJJAARA.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not

use OJJAARA for a condition for which it was not prescribed. Do not give OJJAARA to other people, even if they
have the same symptoms that you have. It may harm them. You can ask your pharmacist or healthcare provider
for information about OJJAARA that is written for health professionals.

What are the ingredients in OJJAARA?

Active ingredient: momelotinib dihydrochloride monohydrate

Inactive ingredients: lactose monohydrate, magnesium stearate, microcrystalline cellulose, propyl gallate, silicon
dioxide, and sodium starch glycolate

Film coating: polyethylene glycol, polyvinyl alcohol, red iron oxide, talc, titanium dioxide, and yellow iron oxide

Trademarks are owned by or licensed to the GSK group of companies.

GlaxoSmithKline, Durham, NC 27701

For more information about OJJAARA, call 1-888-825-5249 or visit our website at www.OJJAARA.com.
©2023 GSK group of companies or its licensor.
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



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

1. NAME OF THE MEDICINAL PRODUCT
Omyjjara 100 mg film-coated tablets

Omyjjara 150 mg film-coated tablets
Omjjara 200 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Omjjara 100 mg film-coated tablets

Each film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent to 100 mg
momelotinib.

Excipient with known effect

50.8 mg lactose monohydrate per tablet.

Omjjara 150 mg film-coated tablets

Each film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent to 150 mg
momelotinib.

Excipient with known effect

76.1 mg lactose monohydrate per tablet.

Omjjara 200 mg film-coated tablets

Each film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent to 200 mg
momelotinib.

Excipient with known effect

101.5 mg lactose monohydrate per tablet.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Omjjara 100 mg film-coated tablets

Brown, round tablets, of approximately 8.7 mm diameter, with an underlined “M” debossed on one
side and “100” on the other side.

Omjjara 150 mg film-coated tablets

Brown, triangle shaped tablets, approximately 10.5 x 10.9 mm, with an underlined “M” debossed on
one side and “150” on the other side.



Omyjjara 200 mg film-coated tablets

Brown, capsule shaped tablets, approximately 7.3 x 15.4 mm, with an underlined “M” debossed on
one side and “200” on the other side.

4.  CLINICAL PARTICULARS

4.1 Therapeutic indications

Omjjara is indicated for the treatment of disease-related splenomegaly or symptoms in adult patients
with moderate to severe anaemia who have primary myelofibrosis, post polycythaemia vera
myelofibrosis or post essential thrombocythaemia myelofibrosis and who are Janus Kinase (JAK)
inhibitor naive or have been treated with ruxolitinib.

4.2 Posology and method of administration

Treatment should be initiated and monitored by physicians experienced in the use of anti-cancer
medicinal products.

Posology
Omjjara should not be used in combination with other JAK inhibitors.
The recommended dose is 200 mg once daily.

Complete blood cell count and liver function tests must be performed before initiating treatment,
periodically during treatment, and as clinically indicated (see section 4.4).

Dose modifications
Dose modifications should be considered for haematologic and non-haematologic toxicities (table 1).



Table 1: Dose modifications for adverse reactions

Haematologic toxicities

Thrombocytopenia
i Dose modification®
Baseline platelet Platelet count
count
>100 x 10%/L 20 x 10%/L to Reduce daily dose by 50 mg from the last given dose
<50 x 10°/L
<20 x 10%/L Interrupt treatment until platelets recover to 50 x 10°/L
Restart Omjjara at a daily dose of 50 mg below the last
given dose®
>50 x 10°/L to <20 x 10%/L Interrupt treatment until platelets recover to 50 x 10°/L
<100 x 10°/L Restart Omjjara at a daily dose of 50 mg below the last
given dose®
<50 x 10%L <20 x 10%L Interrupt tre.e.ltment unti.l platelets recover to baseline
Restart Omjjara at a daily dose of 50 mg below the last
given dose®
Neutropenia Dose modification®

ANC <0.5 x 10°/L

Interrupt treatment until ANC >0.75 x 10°/L
Restart Omjjara at a daily dose of 50 mg below the last
given dose®

Non-haematologic toxicities

Hepatotoxicity
(unless other apparent causes)

Dose modification?

ALT and/or AST >5 x ULN

(or >5 x baseline, if baseline is
abnormal) and/or total

bilirubin >2 x ULN (or >2 x baseline,
if baseline is abnormal)

Interrupt treatment until AST and ALT <2 x ULN or
baseline and total bilirubin <1.5 x ULN or baseline
Restart Omjjara at a daily dose of 50 mg below the last
given dose®

If reoccurrence of ALT or AST elevations >5 x ULN,
permanently discontinue Omjjara

Other non-haematologic

Dose modification?

Grade 3 or higher®
Grade 2 or higher® bleeding

Interrupt treatment until the toxicity resolves to Grade 1
or lower (or baseline)

Restart Omjjara at a daily dose of 50 mg below the last
given dose®

ANC = absolute neutrophil count; ALT = alanine transaminase; AST = aspartate transaminase;

ULN = upper limit of normal.

* Reinitiate or escalate treatment up to starting dosage as clinically appropriate.

b May reinitiate treatment at 100 mg if previously dosed at 100 mg.

¢ Graded using the National Cancer Institute Common Terminology Criteria for Adverse Events per

(CTCABE).

Treatment with Omjjara should be discontinued in patients unable to tolerate 100 mg once daily.

Duration of use

Treatment may be continued for as long as the benefit-risk remains positive for patients, as assessed

by the treating physician.




Missed dose
If a dose of Omyjjara is missed, the next scheduled dose should be taken the following day. Two doses
should not be taken at the same time to make up for the missed dose.

Special populations

Elderly
No dose adjustment is required for patients who are aged 65 years and older (see section 5.2).

Renal impairment
No dose adjustment is required for patients with renal impairment (>15 mL/min).

Omyjjara has not been studied in patients with end-stage renal disease.

Hepatic impairment

No dose adjustment is recommended for patients with mild or moderate hepatic impairment (see
section 4.4). The recommended starting dose of Omyjjara is 150 mg once daily in patients with severe

hepatic impairment (Child-Pugh Class C) (see section 5.2).

Paediatric population

The safety and efficacy of Omjjara in children and adolescents less than 18 years of age have not been
established. No data are available.

Method of administration

Omjjara is for oral use only and can be taken with or without meals (see section 5.2).
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Pregnancy and breast-feeding (see section 4.6).

4.4 Special warnings and precautions for use

Infections

Infections, including serious and fatal bacterial and viral infections (including COVID-19), have
occurred in patients treated with Omyjjara (see section 4.8). Omjjara should not be initiated in patients
with active infections. Physicians should carefully observe patients receiving Omyjjara for signs and
symptoms of infection (including but not limited to fever, cough, diarrhoea, vomiting, nausea, and
pain upon urination) and initiate appropriate treatment promptly.

Hepatitis B reactivation

Hepatitis B viral load (HBV-DNA titer) increases, with or without associated elevations in alanine
transaminase (ALT) or aspartate transaminase (AST), have been reported in patients with chronic
hepatitis B virus (HBV) infection taking JAK inhibitors, including Omjjara. The effect of Omjjara on
viral replication in patients with chronic HBV infection is unknown. Patients with chronic HBV
infection who receive Omjjara should have their chronic HBV infection treated and monitored
according to clinical HBV guidelines.

Thrombocytopenia and neutropenia

New onset of severe (Grade >3) thrombocytopenia and neutropenia was observed in patients treated
with Omjjara (see section 4.8). A complete blood count including platelet count should be obtained
before initiating treatment with Omjjara, periodically during treatment, and as clinically indicated.
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Dose interruption or reduction may be required (see section 4.2).

Hepatic monitoring

Liver function tests should be obtained before initiating treatment with Omyjjara, periodically during
treatment, and as clinically indicated. If increases in ALT, AST or bilirubin related to treatment are
suspected, dose interruption or reduction may be required (see section 4.2).

Major adverse cardiovascular events (MACE)

In a large randomised active-controlled study of tofacitinib (another JAK inhibitor) in rheumatoid
arthritis patients 50 years and older with at least one additional cardiovascular risk factor, a higher rate
of MACE, defined as cardiovascular death, non-fatal myocardial infarction (MI) and non-fatal stroke,
was observed with tofacitinib compared to tumour necrosis factor (TNF) inhibitors.

Events of MACE have been reported in patients receiving Omjjara, however, a causal relationship has
not been established. Prior to initiating or continuing therapy with Omjjara, the benefits and risks for
the individual patient should be considered particularly in patients 65 years of age and older, patients
who are current or past long-time smokers, and patients with history of atherosclerotic cardiovascular
disease or other cardiovascular risk factors.

Thrombosis

In a large randomised active-controlled study of tofacitinib (another JAK inhibitor) in rheumatoid
arthritis patients 50 years and older with at least one additional cardiovascular risk factor, a dose

dependent higher rate of venous thromboembolic events (VTE) including deep venous thrombosis
(DVT) and pulmonary embolism (PE) was observed with tofacitinib compared to TNF inhibitors.

Events of DVT and PE have been reported in patients receiving Omjjara. However, a causal
association has not been established. In patients with myelofibrosis treated with Omjjara in clinical
trials, the rates of thromboembolic events were similar in Omjjara and control-treated patients. Prior to
initiating or continuing therapy with Omjjara, the benefits and risks for the individual patient should
be considered particularly in patients with cardiovascular risk factors (see also section 4.4 Major
adverse cardiovascular events [MACE]).

Patients with symptoms of thrombosis should be promptly evaluated and treated appropriately.

Second primary malignancies

In a large randomised active controlled study of tofacitinib (another JAK inhibitor) in rheumatoid
arthritis patients 50 years and older with at least one additional cardiovascular risk factor, a higher rate
of malignancies, particularly lung cancer, lymphoma and non-melanoma skin cancer (NMSC) was
observed with tofacitinib compared to TNF inhibitors.

Lymphoma and other malignancies have been reported in patients receiving JAK inhibitors,
including Omjjara. However, a causal association has not been established.

Interactions

Based on the potential of Omyjjara to increase the plasma concentrations of certain medicinal
products (e.g., sensitive breast cancer resistance protein [BCRP] substrates, such as rosuvastatin and
sulfasalazine), patients should be monitored for adverse reactions with co-administration (see
section 4.5).

Co-administration of strong cytochrome P450 (CYP) 3A4 inducers may lead to decreased exposure
of Omjjara and consequently a risk for reduced efficacy. Therefore, additional monitoring of the



clinical signs and symptoms of myelofibrosis is recommended with concomitant use of Omyjjara and
strong CYP3A4 inducers (including but not limited to carbamazepine, phenobarbital, phenytoin,
and St John’s wort [ Hypericum perforatum]) (see section 4.5).

Women of childbearing potential

Given uncertainties whether Omjjara may reduce the effectiveness of hormonal contraceptives,
women using oral hormonal contraceptives should add a barrier method during treatment and for at
least 1 week after the last dose of Omjjara (see sections 4.5 and 4.6).

Excipients with known effect

Omjjara contains lactose monohydrate. Patients with rare hereditary problems of galactose
intolerance, total lactase deficiency or glucose-galactose malabsorption should not take this medicinal
product.

This medicinal product contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Effect of other medicinal products on momelotinib

Momelotinib undergoes metabolism though multiple CYP enzymes (including CYP3A4, CYP2CS,
CYP2C9, CYP2C19, and CYP1A2) and aldehyde oxidase, with CYP3A4 having the greatest
contribution.

Strong CYP3A4 inducers

Multiple doses of rifampicin (600 mg daily for 7 days) decreased momelotinib Cpax by 29.4% and
AUCixr by 46.1% when compared with momelotinib (200 mg single dose) plus rifampicin single-dose
(600 mg), to capture the induction effect of rifampicin. Co-administration of strong CYP3A4 inducers
may lead to decreased momelotinib exposure and consequently a risk for reduced efficacy. Therefore,
additional monitoring of the clinical signs and symptoms of myelofibrosis is recommended with
concomitant use of momelotinib and strong CYP3A4 inducers (including but not limited to
carbamazepine, phenobarbital, phenytoin, and St John’s wort [ Hypericum perforatumy).

Multiple doses of rifampicin (600 mg daily for 7 days) did not change momelotinib Cmax and
decreased momelotinib AUCiys by 15.3% when compared with momelotinib alone (200 mg single
dose), capturing the combined effect of CYP3A4 induction and organic anion transporting peptide
(OATP)1B1 and OATP1B3 inhibition. Momelotinib can be co-administered with rifampicin without a
dose modification.

Transporters

Momelotinib is a substrate of OATP1B1 and OATP1B3 transporters. Co-administration with a single
dose of rifampicin, capturing the OATP1B1/1B3 inhibition effect, moderately increased momelotinib
exposure (Cmax by 40.4% and AUCinr by 57.1%). Therefore, caution and monitoring for adverse

reactions is advised with concomitant use of OATP1B1/1B3 inhibitors, including ciclosporin.

Effect of momelotinib on other medicinal products

Transporters

Momelotinib is an inhibitor of BCRP in vitro. Co-administration of a single dose of rosuvastatin at
10 mg (a BCRP substrate) with multiple doses of momelotinib (200 mg once daily) increased
rosuvastatin Cmax by 3.2-fold and AUC by 2.7-fold, which may increase the risk of adverse reactions
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of rosuvastatin. Tmax and ti» of rosuvastatin remained unchanged. Momelotinib may increase exposure
to other sensitive BCRP substrates, including sulfasalazine.

Momelotinib may inhibit P-gp in the gut and increase exposure to P-gp substrates. Therefore, caution
is advised when administering momelotinib with P-gp substrates with a narrow therapeutic index.

Momelotinib may inhibit organic cation transporter 1 (OCT1). The active metabolite of momelotinib,
M21, may inhibit multidrug and toxic compound extrusion transporter 1 (MATE1). Momelotinib and
M21 have not been evaluated for MATE2-K inhibition. Therefore, caution is advised when
administering momelotinib with sensitive substrates of OCT1, MATE1 and MATE2-K (e.g.,
metformin).

CYP450 substrates

Momelotinib may induce CYP1A2 and CYP2B6 and may inhibit CYP2B6. Therefore, narrow
therapeutic index or sensitive substrate medicinal products of CYP1A2 (e.g., theophylline, tizanidine)
or CYP2B6 (e.g., cyclophosphamide) should be co-administered with momelotinib with caution.
Hormonal contraceptives

Multiple doses of momelotinib had no influence on the exposure of midazolam, a sensitive CYP3A
substrate. However, a risk for induction of other pregnane X receptor (PXR) regulated enzymes apart
from CYP3A4 cannot be completely excluded and the effectiveness of concomitant administration of
oral contraceptives may be reduced (see sections 4.4 and 5.2).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception

Women of childbearing potential should be advised to avoid becoming pregnant whilst receiving
Omyjjara. It is currently unknown whether Omyjjara may reduce the effectiveness of systemically acting
hormonal contraceptives, therefore women using systemically acting hormonal contraceptives should
add a barrier method during treatment and for at least 1 week after the last dose of Omyjjara (see
sections 4.4 and 4.5).

Pregnancy

There are no data from the use of momelotinib in pregnant women. Studies in animals have shown
embryo-foetal toxicity at exposures lower than human exposure at the recommended dose (see
section 5.3). Based on its mechanism of action, Omjjara may cause foetal harm. As a JAK
inhibitor, Omjjara has been shown to cause embryo-foetal mortality and teratogenicity in pregnant
rats and rabbits at clinically-relevant exposures. Omjjara is contraindicated during pregnancy (see
section 4.3). If Omjjara is used during pregnancy, or if the patient becomes pregnant while taking this
medicinal product, the patient should discontinue treatment and be advised of the potential hazard to
the foetus.

Breast-feeding

It is unknown whether momelotinib/metabolites are excreted in human milk. Momelotinib was present
in rat pups following nursing from treated dams with adverse events in the offspring (see section 5.3). A
risk to the breast-fed child cannot be excluded. Omjjara is contraindicated during breast-feeding (see
section 4.3).

Fertility

There are no data on the effects of momelotinib on human male or female fertility. In animal studies,
momelotinib impaired fertility in male and female rats (see section 5.3).



4.7 Effects on ability to drive and use machines

Omjjara may have a minor influence on the ability to drive and use machines, dizziness or blurred
vision may occur. Patients who experience dizziness or blurred vision after taking Omyjjara should
observe caution when driving or using machines (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The safety of Omjjara, evaluated in three randomised, active-controlled, multicentre studies in adults
with myelofibrosis (MOMENTUM, SIMPLIFY-1, and SIMPLIFY-2), is presented below (table 2).
Among patients treated with Omjjara 200 mg daily in the randomised treatment period of the clinical
trials (n = 448), the most common adverse reactions were diarrhoea (23%), thrombocytopenia (21%),
nausea (17%), headache (13%), dizziness (13%), fatigue (12%), asthenia (11%), abdominal pain
(11%), and cough (10%).

The most common severe adverse reaction (> Grade 3) was thrombocytopenia (11%). The most
common adverse reaction leading to discontinuation of Omyjjara was thrombocytopenia (2%). The
most common adverse reaction requiring dosage reduction and/or treatment interruption was
thrombocytopenia (7%).

Tabulated list of adverse reactions

The following adverse reactions have been identified in 448 patients exposed to Omjjara during a
median duration of 24 weeks during clinical trials (see section 5.1). Adverse reactions are listed by
MedDRA system organ classification (SOC) and by frequency. Within each frequency grouping,
adverse reactions are presented in order of decreasing seriousness. Frequencies are defined as:

Very common: >1/10
Common: >1/100 to <1/10
Uncommon: >1/1 000 to <1/100
Rare: >1/10 000 to <1/1 000

Table 2: Summary of adverse reactions reported in Phase 3 studies in adults with myelofibrosis

System organ class (SOC) Adverse reaction Frequency
category
Infections and infestations Urinary tract infection, upper respiratory Common

tract infection, pneumonia, nasopharyngitis,
COVID-19, cystitis, bronchitis, oral herpes,
sinusitis, herpes zoster, cellulitis, respiratory
tract infection, sepsis, lower respiratory
tract infection, oral candidiasis, skin
infection, gastroenteritis

COVID-19 pneumonia Uncommon
Blood and lymphatic system Thrombocytopenia® Very common
disorders Neutropenia® Common
Metabolism and nutrition Vitamin B1 deficiency Common
disorders
Nervous system disorders Dizziness, headache Very common
Syncope, peripheral neuropathy®, Common
paraesthesia
Eye disorders Blurred vision Common
Ear and labyrinth disorders Vertigo Common




System organ class (SOC) Adverse reaction Frequency
category

Vascular disorders Hypotension, haematoma, flushing Common

Respiratory, thoracic and Cough Very common

mediastinal disorders

Gastrointestinal disorders Diarrhoea, abdominal pain, nausea Very common
Vomiting, constipation Common

Musculoskeletal and connective . o . Common

. . Arthralgia, pain in extremity

tissue disorders

General disorders and Asthenia, fatigue Very common

administration site conditions Pyrexia Common

Investigations Alanine transaminase (ALT) increased, Common
aspartate transaminase (AST) increased

Injury, poisoning and Contusion Common

procedural complications

* Thrombocytopenia includes platelet count decreased.

® Neutropenia includes neutrophil count decreased.

¢ Peripheral neuropathy includes peripheral sensory neuropathy, peripheral motor neuropathy,
neuropathy peripheral, peripheral sensorimotor neuropathy, neuralgia, and polyneuropathy.

Description of selected adverse reactions

Infections

In the three randomised clinical trials, the most common infections were urinary tract infection (6%),
upper respiratory tract infection (4.9%), pneumonia (3.6%), nasopharyngitis (2.9%), COVID-19
(2.7%), cystitis (2.7%), bronchitis (2.5%), and oral herpes (2.5%). The majority of infections were
mild or moderate; the most frequently reported severe (> Grade 3) infections were pneumonia, sepsis,
urinary tract infection, cellulitis, COVID-19 pneumonia, COVID-19, herpes zoster, cystitis, and skin
infection. The proportion of patients discontinuing treatment due to an infection was 2% (9/448). Fatal
infections were reported in 2.2% (10/448) of patients (most frequently reported COVID-19 and
COVID-19 pneumonia).

Thrombocytopenia

In the three randomised clinical trials, 21% (94/448) of patients treated with Omjjara experienced
thrombocytopenia; 12% (54/448) of patients treated with Omyjjara experienced severe
thrombocytopenia (= Grade 3). The proportion of patients discontinuing treatment due to
thrombocytopenia was 2.5% (11/448).

Peripheral neuropathy

In the three randomised clinical trials, 8.7% (39/448) of patients treated with Omjjara experienced
peripheral neuropathy. The majority of cases were mild or moderate, while one of the 39 cases was
severe (> Grade 3). The proportion of patients discontinuing treatment due to peripheral neuropathy
was 0.7% (3/448).

Elevated ALT/AST

In the three randomised clinical trials, new or worsening elevations of ALT and AST (all grades)
occurred in 20% (88/448) and 20% (90/448), respectively, of patients treated with Omyjjara; Grade 3
and 4 transaminase elevations occurred in 1.1% (5/448) and 0.2% (1/448) of patients, respectively.
Reversible drug-induced liver injury has been reported in patients with myelofibrosis treated with
Omyjjara in clinical trials.
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Reporting of suspected adverse reactions

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

4.9 Overdose

If overdose is suspected, the patient should be monitored for any signs or symptoms of adverse
reactions or effects, and appropriate standard of care measures should be instituted immediately.
Further management should be as clinically indicated. Haemodialysis is not expected to enhance the
elimination of momelotinib.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, protein kinase inhibitors. ATC code: not yet
assigned

Mechanism of action

Momelotinib and its major human circulating metabolite (M21), are inhibitors of wild type Janus
Kinase 1 and 2 (JAK1/JAK2) and mutant JAK2V®!'"F, which contribute to signalling of a number of
cytokines and growth factors that are important for haematopoiesis and immune function. JAK1 and
JAK?2 recruit and activate STAT (signal transducer and activator of transcription) proteins that
control gene transcription impacting inflammation, haematopoiesis, and immune regulation.
Myelofibrosis is a myeloproliferative neoplasm associated with constitutive activation and
dysregulated JAK signalling that contributes to elevated inflammation and hyperactivation of activin
A receptor type 1 (ACVR1), also known as activin receptor-like kinase 2 (ALK-2). Additionally,
momelotinib and M21 are direct inhibitors of ACVRI1, which further down regulates liver hepcidin
expression resulting in increased iron availability and red blood cell production. Momelotinib and
M21 potentially inhibit additional kinases, such as other JAK family members, inhibitor of kB kinase
(IKK), interleukin-1 receptor-associated kinase 1 (IRAK1), and others.

Pharmacodynamic effects

Momelotinib inhibits cytokine-induced STAT3 phosphorylation in whole blood from patients with
myelofibrosis and inhibits hepcidin. Maximal inhibition of STAT3 phosphorylation occurred 2 hours
after momelotinib dosing with inhibition persisting for at least 6 hours. An acute and sustained
reduction of circulating hepcidin was observed for the duration of the 24-week study, associated
with increased iron levels and haemoglobin, following administration of momelotinib to patients
with myelofibrosis.

Clinical efficacy and safety

The efficacy of momelotinib in the treatment of patients with myelofibrosis was evaluated in two
randomised Phase 3 trials, MOMENTUM and SIMPLIFY-1.

Myelofibrosis patients who have been treated with ruxolitinib

MOMENTUM was a double-blind, 2:1 randomised, active-controlled Phase 3 study in 195
symptomatic and anaemic patients with myelofibrosis who had previously received a JAK inhibitor.
All patients had received ruxolitinib and 3.6% of patients had also received fedratinib; prior JAK
inhibitor treatment was for > 90 days or > 28 days if therapy was interrupted by the need for red blood
cell transfusions or due to Grade 3 or 4 thrombocytopenia, anaemia, or haematoma. Patients were
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treated with Omjjara 200 mg once daily or danazol 300 mg twice daily for 24 weeks, followed by
open-label treatment with Omjjara. The two primary efficacy endpoints were percentage of patients
with total symptom score (TSS) reduction of 50% or greater from baseline to week 24 (as measured by
the Myelofibrosis Symptom Assessment Form [MFSAF] v4.0), and the percentage of patients who
were transfusion independent (TI) at week 24 (defined as no transfusions and all haemoglobin values
>8 g/dL in the 12 weeks prior to week 24). A key secondary endpoint measured the percentage of
subjects with >35% reduction in spleen volume from baseline at week 24.

Per eligibility criteria, patients were symptomatic with a MFSAF TSS of >10 points at screening
(mean MFSAF TSS 27 at baseline), and anaemic with haemoglobin (Hgb) values <10 g/dL. The
MFSAF daily diary captured the core symptoms of MF: night sweats, abdominal discomfort, pain
under the left rib, fatigue, early satiety, pruritus, and bone pain. The inactivity item was excluded
from the TSS calculation. Each of the symptoms of the MFSAF v.4.0 were measured on a scale of 0
(absent) to 10 (worst imaginable). Eligible patients were also required to have an enlarged spleen at
baseline and a minimum baseline platelet count of 25 x 10°%/L.

Patients had received prior JAK inhibitor therapy for a median duration of 99 weeks. The median
age was 71 years (range 38 to 86 years); 79% were 65 years or older, and 31% were aged 75 years or
older, and 63% were male. Sixty-four percent (64%) of patients had primary myelofibrosis, 19% had
post-PV myelofibrosis, and 17% had post-ET myelofibrosis. Five percent (5%) of patients had
intermediate-1 risk, and 57% had intermediate-2 risk, and 35% had high-risk disease, determined by
the Dynamic International Prognostic Scoring System (DIPSS). Sixteen percent (16%) of patients
had severe thrombocytopenia (defined as platelet values of less than 50 x 10%/L). Forty-eight percent
(48%) of patients had severe anaemia (defined as baseline Hgb values <8 g/dL). Within the 8 weeks
prior to enrolment, 79% had red blood cell transfusions. At baseline, 13% and 15% of patients
treated with Omjjara and danazol, respectively, were transfusion independent (no transfusions and
all haemoglobin values >8 g/dL in the 12 weeks prior to dosing). The baseline median Hgb value
was 8.0 g/dL (range 3.8 g/dL to 10.7 g/dL), and the median platelet count was 96 x 10°/L (range

24 x 10%/L to 733 x 10°/L). The baseline median palpable spleen length was 11.0 cm below the left
costal margin; the median spleen volume (measured by magnetic resonance imaging [MRI] or
computed tomography [CT])] was 2105 cm?® (range 609 to 9717 cm?).

At week 24, a significantly higher percentage of patients treated with Omjjara achieved a TSS
reduction of 50% or greater from baseline (superiority, one of the primary endpoints) and a spleen
volume reduction by 35% or greater from baseline (superiority, one of the secondary endpoints)
(table 3).

Table 3: Percent of patients achieving symptom reduction and spleen volume reduction at week
24 (MOMENTUM)

Omjjara Danazol
n =130 n =65
Patients with TSS reduction of 50% 32 (25%) 6 (9%)
or greater, n (%)
Treatment difference® (95% CI) 16% (6, 26)
p-value (superiority) 0.0095
Patients with spleen volume 29 (22%) 2 (3%)
reduction by 35% or greater, n (%)
Treatment difference® (95% CI) 18% (10, 27)
p-value (superiority) 0.0011

TSS = total symptom score; CI = confidence interval.
 Superiority based on a stratified Cochran-Mantel-Haenszel test.

A numerically higher percent of patients treated with Omjjara (30%; 39/130) achieved transfusion
independence (defined as no transfusions and all Hgb values >8 g/dL in the 12 weeks prior to week
24) compared with 20% (13/65) for danazol at week 24.
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Mpyelofibrosis patients who are JAK inhibitor naive

SIMPLIFY-1 was a double-blind, randomised, active-controlled study in 432 patients with
myelofibrosis who had not previously received a JAK inhibitor. Post-hoc analyses were conducted
in a subgroup of 181 patients with moderate to severe anaemia (Hgb <10 g/dL). The baseline
characteristics and efficacy results are provided for this subgroup.

In the overall population, the primary efficacy endpoint was percentage of patients with spleen
volume response (reduction by 35% or greater) at week 24. Secondary endpoints included modified
Myeloproliferative Neoplasm Symptom Assessment Form (MPN-SAF) TSS response rate at

week 24 (defined as the percentage of patients with TSS reduction of 50% or greater from baseline
to week 24) and transfusion independence at week 24 (defined as no transfusions and all Hgb values
>8 g/dL in the 12 weeks prior to week 24).

Per eligibility criteria, patient TSS response was measured by the modified MPN-SAF v2.0 diary
(mean MPN-SAF TSS 19 at baseline). The inactivity item was excluded from the TSS calculation.
Eligible patients were also required to have an enlarged spleen at baseline and a minimum baseline
platelet count of 50 x 10°/L.

In the anaemic subgroup, the median age was 68 years (range 25 to 86 years) with 67% of patients
older than 65 years, and 19% were aged 75 years or older, and 59% male. Sixty-three percent (63%)
of patients had primary myelofibrosis, 13% had post-PV myelofibrosis, and 24% had post-ET
myelofibrosis. Four percent (4%) of patients had intermediate-1 risk, and 25% had intermediate-2
risk, and 71% had high-risk disease, determined by the International Prognostic Scoring System
(IPSS). In this study, 42% of patients had moderate to severe anaemia (defined as baseline Hgb
values <10 g/dL). Within the 8 weeks prior to enrolment, 55% of patients had red blood cell
transfusions. At baseline, 29% and 44% of patients treated with Omyjjara and ruxolitinib,
respectively, were transfusion independent (no transfusions and all haemoglobin values >8 g/dL in
the 12 weeks prior to dosing). The baseline median Hgb value was 8.8 g/dL (range 6 g/dL to

10 g/dL), and the median platelet count was 193 x 10%/L at baseline (range 54 x 10°/L to

2865 x 10°/L). The baseline median palpable spleen length was 12.0 cm below the left costal
margin; the median spleen volume (measured by MRI or CT) was 1843 ¢m® (range 352 to

9022 cm?). The baseline characteristics of the overall population were similar to the anaemic
subgroup, with the exception of anaemia severity and transfusion requirements.

Patients were treated with Omjjara 200 mg daily or ruxolitinib adjusted dose twice daily for 24 weeks,
followed by open-label treatment with Omyjjara without tapering of ruxolitinib. The efficacy of
Omyjjara in SIMPLIFY-1 was based on post-hoc analysis of spleen volume response (reduction by
35% or greater) in the subgroup of patients with anaemia (Hgb values <10 g/dL) (table 4). In this
subgroup, a numerically lower percent of patients treated with Omjjara (25%) achieved a TSS
reduction of 50% or greater at week 24 compared with ruxolitinib (36%).

Table 4: Percent of patients achieving spleen volume reduction at week 24 in the anaemic
subgroup (SIMPLIFY-1)

Omyjjara Ruxolitinib
n =86 n =95
Patients with spleen volume reduction by 35%
or greater, n (%) 27 (31%) 31 (33%)
(95% CI) (22, 42) (23,43)

In the overall population, the percent of patients achieving 35% or greater reduction from baseline in
spleen volume (non-inferiority, primary endpoint) at week 24 was 27% for Omjjara and 29% for
ruxolitinib (treatment difference 9%; 95% CI: 2, 16, p-value: 0.014).
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Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Omyjjara in all subsets of the paediatric population in the treatment of myelofibrosis (see 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

Momelotinib is rapidly absorbed after oral administration with the maximal plasma concentration
(Cmax) achieved within 3 hours post-dose, with plasma exposures increased in a less than
dose-proportional manner, especially at doses above 200 mg. In a clinical study, at the dose of
200 mg once daily at steady state, the mean momelotinib Cpax (% CV) is 479 ng/mL (61%) and
AUC, is 3288 ngxh/mL (60%) in patients with myelofibrosis.

Following low-fat and high-fat meals in healthy volunteers, the Cmax of momelotinib was 38% and
28% higher, respectively, and the AUC was 16% and 28% higher, respectively, as compared with
those under fasted conditions. These changes in exposure were not clinically meaningful.

Distribution

Plasma protein binding of momelotinib is approximately 91% in humans. Based on population
pharmacokinetics, the mean apparent volume of distribution of momelotinib at steady-state was

984 L in patients with myelofibrosis receiving momelotinib 200 mg once daily suggesting extensive

tissue distribution.

Biotransformation

Based on in vitro assessment, momelotinib is metabolised by multiple CYP enzymes (including
CYP3A4, CYP2CS8, CYP2C9, CYP2C19 and CYP1A2). Generation of the active metabolite M21,
involves biotransformation by CYP enzymes followed by metabolism by aldehyde oxidase.

Elimination

Following an oral dose of momelotinib 200 mg, the mean terminal half-life (t,) of momelotinib
was approximately 4 to 8 hours; the half-life of M21 was similar. Based on a clinical study, the
apparent total clearance (CL/F) of momelotinib was 103 L/h in patients with myelofibrosis.

Momelotinib is mainly eliminated through metabolism and then excreted to faeces. Following a
single oral dose of ['*C]-labelled momelotinib in healthy male subjects, 69% of radioactivity was
excreted in the faeces (13% of dose as unchanged momelotinib), and 28% in the urine (<1% of dose
as unchanged momelotinib).

In vitro evaluation of medicinal product interaction potential (see also section 4.5)

Effect of momelotinib on other medicinal products

Effect of momelotinib on UDP-glucuronosyltransferase (UGT)

Momelotinib is an inhibitor of UGT1A1 and UGT1A9 at clinically relevant concentrations, but the
clinical relevance is unknown. Momelotinib and its major circulating metabolite are not inhibitors
of the other isoforms (UGT1A3/4/6 and 2B7) at clinically relevant concentrations.

Effect of momelotinib on CYP450 enzymes

At clinically relevant concentrations neither momelotinib nor the major circulating metabolite, M21,
represent a risk of inhibition of CYP1A2, CYP2CS8, CYP2C9, CYP2C19, and CYP2D6.
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Effect of momelotinib on drug transporters

In vitro data indicates that momelotinib inhibits OCT1 and the active metabolite, M21, inhibits
MATE] at clinically relevant concentrations. Neither momelotinib nor M21 have been evaluated for
MATE2-K inhibition.

In vitro data indicate that neither momelotinib nor its major metabolite, M21, inhibits the following
transporters at clinically relevant concentrations: organic anion transporter 1 and 3 (OAT1, OAT3)
and OCT2.

Effect of momelotinib on hormonal contraceptives

Multiple doses of momelotinib had no influence on the exposure of midazolam, a sensitive CYP3A
substrate. However, a risk for induction of other pregnane X receptor (PXR) regulated enzymes apart
from CYP3A4 cannot be completely excluded and the effectiveness of concomitant administration of
oral contraceptives may be reduced (see sections 4.4 and 4.5).

Special populations

Age, body weight, gender and race

Gender and race (White vs Asian) do not have a clinically relevant effect on the pharmacokinetics of
momelotinib based on exposure (AUC) data in healthy subjects. Exploratory results of population
pharmacokinetics analysis in patients did not show any effects of age, weight, or gender on
momelotinib pharmacokinetics.

Hepatic impairment

Momelotinib AUC increased by 8% and 97% in subjects with moderate (Child-Pugh Class B) and
severe (Child-Pugh Class C) hepatic impairment, respectively, compared to subjects with normal
hepatic function (see section 4.2).

5.3 Preclinical safety data

Carcinogenesis/mutagenesis

Momelotinib was not carcinogenic in mice and rats at exposures up to 12 and 17 times the clinical
exposure level at 200 mg once daily based on combined momelotinib and the active major human
metabolite, M21 (minimally produced in mice, rats and rabbits), AUC.

Momelotinib was not mutagenic or genotoxic based on the results of a series of in vitro and in vivo
tests for gene mutations and chromosomal aberrations.

Reproductive toxicity

Fertility
In fertility studies, momelotinib was administered orally to male and female rats.

In males, momelotinib reduced sperm concentration and motility and reduced testes and seminal
vesicle weights at doses of 25 mg/kg/day and greater (exposures 13-times the recommended dose of
200 mg daily based on combined momelotinib and M21 AUC) resulting in reduced fertility at

68 mg/kg/day.

Observations in females included reduced ovarian function at 68 mg/kg/day and decreased number of
pregnancies, increased pre- and post-implantation loss with total litter loss in most animals at 25 and
68 mg/kg/day. Exposures at the no adverse effect level in male and female rats at 5 mg/kg/day were
approximately 3 times the recommended dose of 200 mg daily (based on combined momelotinib and
M21 AUCQ).

Pregnancy
In animal reproduction studies, oral administration of momelotinib to pregnant rats during the period

15



of organogenesis caused maternal toxicity at 12 mg/kg/day and was associated with embryonic death,
visceral malformation, and decreased foetal weights; skeletal variations were observed at 6 and

12 mg/kg/day and (approximately 3.5-fold the recommended dose of 200 mg daily based on combined
momelotinib and M21 AUC). There were no developmental effects observed at 2 mg/kg/day at
exposures equivalent to the recommended dose of 200 mg (based on combined momelotinib and M21
AUC).

In pregnant rabbits, oral administration of momelotinib during the period of organogenesis caused
severe maternal toxicity and evidence of embryo-foetal toxicity (decreased foetal weight, delayed
bone ossification, and abortion) at 60 mg/kg/day at less than the exposure equivalent to the
recommended dose of 200 mg (based on combined momelotinib and M21 AUC).

In an oral pre- and post-natal development study, rats received oral administration of momelotinib
from gestation to end of lactation. Evidence of maternal toxicity, embryo-lethality, and decreased
birth weights were observed at 6 and 12 mg/kg/day. Pup survival was significantly reduced at

12 mg/kg/day from birth to Day 4 of lactation at exposures similar to or less than the exposure at the
recommended dose (based on combined momelotinib and M21 AUC) and was therefore considered a
direct effect of momelotinib via exposure through the milk.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Tablet core

Microcrystalline cellulose
Lactose monohydrate

Sodium starch glycolate (type A)
Magnesium stearate

Silica colloidal anhydrous
Propyl gallate

Tablet coating

Polyvinyl alcohol
Macrogols

Titanium dioxide (E171)
Talc

Iron oxide yellow (E172)
Iron oxide red (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

Store in the original bottle in order to protect from moisture. Do not remove the desiccant. Do not

swallow the desiccant. This medicinal product does not require any special temperature storage
conditions.
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6.5 Nature and contents of container

Each carton contains one white, high-density polyethylene (HDPE) bottle with a child-resistant
polypropylene cap and induction-sealed, aluminium faced liner. Each bottle contains 30 film-coated
tablets, a silica gel desiccant, and polyester coil.

6.6 Special precautions for disposal

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

7. MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Limited

12 Riverwalk

Citywest Business Campus

Dublin 24

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

Omjjara 100 mg tablets
EU/1/23/1782/001

Omjjara 150 mg tablets
EU/1/23/1782/002

Omjjara 200 mg tablets
EU/1/23/1782/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE
CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

GlaxoSmithKline Trading Services Limited
12 River Walk

Citywest Business Campus

Dublin 24

Ireland

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

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

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

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

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

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

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

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

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

OUTER CARTON 100 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

Omjjara 100 mg film-coated tablets
momelotinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent to 100 mg
momelotinib.

3. LIST OF EXCIPIENTS

Contains lactose monohydrate. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

30 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

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

Keep out of the sight and reach of children.

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

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle in order to protect from moisture. Do not remove the desiccant. Do not
swallow the desiccant.

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

‘ 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Ireland

‘ 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1782/001

| 13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Omjjara 100 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING UNITS

BOTTLE LABEL 100 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

Omjjara 100 mg film-coated tablets
momelotinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent to 100 mg
momelotinib.

3. LIST OF EXCIPIENTS

Contains lactose monohydrate. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

30 film-coated tablets

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

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

Keep out of the sight and reach of children.

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

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle in order to protect from moisture. Do not remove the desiccant. Do not
swallow the desiccant.

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

‘ 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Limited

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1782/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON 150 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

Omjjara 150 mg film-coated tablets
momelotinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent to 150 mg
momelotinib.

3. LIST OF EXCIPIENTS

Contains lactose monohydrate. See leaflet for further information.

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

30 film-coated tablets

‘ S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

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

Keep out of the sight and reach of children.

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

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle in order to protect from moisture. Do not remove the desiccant. Do not
swallow the desiccant.

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Ireland

‘ 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1782/002

| 13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Omjjara 150 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING UNITS

BOTTLE LABEL 150 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

Omjjara 150 mg film-coated tablets
momelotinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent to 150 mg
momelotinib.

3. LIST OF EXCIPIENTS

Contains lactose monohydrate. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

30 film-coated tablets

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

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

Keep out of the sight and reach of children.

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

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle in order to protect from moisture. Do not remove the desiccant. Do not
swallow the desiccant.

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

‘ 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Limited

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1782/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON 200 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

Omjjara 200 mg film-coated tablets
momelotinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent to 200 mg
momelotinib.

3. LIST OF EXCIPIENTS

Contains lactose monohydrate. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

30 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

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

Keep out of the sight and reach of children.

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

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle in order to protect from moisture. Do not remove the desiccant. Do not
swallow the desiccant.

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

‘ 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Limited
12 Riverwalk

Citywest Business Campus

Dublin 24

Ireland

‘ 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1782/003

‘ 13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Omjjara 200 mg

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

31



PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING UNITS

BOTTLE LABEL 200 mg film-coated tablets

1. NAME OF THE MEDICINAL PRODUCT

Omjjara 200 mg film-coated tablets
momelotinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent to 200 mg
momelotinib.

3. LIST OF EXCIPIENTS

Contains lactose monohydrate. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

30 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use.

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

Keep out of the sight and reach of children.

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

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle in order to protect from moisture. Do not remove the desiccant. Do not
swallow the desiccant.

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

32



| APPROPRIATE

‘ 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

GlaxoSmithKline Trading Services Limited

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/23/1782/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Omjjara 100 mg film-coated tablets

Omjjara 150 mg film-coated tablets

Omjjara 200 mg film-coated tablets
momelotinib

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

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

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

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

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm
them, even if their signs of illness are the same as yours.

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

What is in this leaflet

1. What Omyjjara is and what it is used for

2. What you need to know before you take Omjjara
3. How to take Omjjara

4. Possible side effects

5. How to store Omjjara

6. Contents of the pack and other information

1. What Omjjara is and what it is used for

Omyjjara contains the active substance momelotinib. Momelotinib is a type of medicine known as a
protein kinase inhibitor.

Omyjjara is used to treat enlarged spleen or other disease related symptoms in adult patients with
myelofibrosis, a rare form of blood cancer, and moderate to severe anaemia.

In myelofibrosis, bone marrow is replaced by scar tissue and is classified as either:
e primary myelofibrosis, which develops in people who have not had problems with their bone
marrow before, or;
e secondary myelofibrosis, which develops in people who have other blood cancers, causing their
body to produce too many red blood cells (post polycythaemia vera myelofibrosis) or blood
platelets, which help the blood to clot (post essential thrombocythemia myelofibrosis).

How Omjjara works

An enlarged spleen is one of the characteristics of myelofibrosis. Myelofibrosis is a disorder of the
bone marrow, in which the marrow is replaced by scar tissue. The abnormal marrow can no longer
produce enough normal blood cells and as a result the spleen becomes significantly enlarged. Omjjara
blocks the action of certain proteins, called Janus Kinases (JAK1, JAK?2) and activin A receptor, type
1 (ACVRI1) preventing the over production of cytokines and reducing inflammation. By doing so,
Omyjjara relieves the enlarged spleen, anaemia, and symptoms such as fever, night sweats, bone pain
and weight loss caused by myelofibrosis.
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2. What you need to know before you take Omjjara

Do not take Omjjara
e if you are allergic to momelotinib or any of the other ingredients of this medicine (listed in
section 6). If you are not sure whether this applies to you, do not take Omjjara until you
have checked with your doctor.
e if you are pregnant or breast-feeding.

Warnings and precautions

Tell your doctor

Talk to your doctor, pharmacist, or nurse before taking Omjjara or during your treatment with
Omjjara:

e if you have an infection or have frequent infections — signs of an infection may include
fever, chills, cough, breathing problems, diarrhoea, vomiting, pain or burning feeling when
passing urine.

e if you have had hepatitis B for a long time (chronic) as hepatitis B may become active again.

e if you have unusual bleeding or bruising under the skin, longer than usual bleeding after your
blood has been drawn, or bleeding from your gums — these may be signs of low levels of
blood platelets (components that help the blood to clot), also called thrombocytopenia.

e if you have any liver problems. Your doctor may need to prescribe a lower dose of
Omjjara.

The following has been observed in another similar type of medicine used for the treatment of
rheumatoid arthritis: heart problems, blood clots and cancer. Talk to your doctor or pharmacist
before or during treatment:
e if you are older than 65. Patients aged 65 years and older may be at increased risk of heart
problems including heart attack and some types of cancer.
if you have or have had heart problems.
if you have or have had cancer.
if you are a smoker or have smoked in the past.
if you have previously had blood clots in the veins of your legs (deep vein thrombosis) or
lungs (pulmonary embolism) or if you have an increased risk of developing this, for example
if:
e you had recent major surgery.
e you use hormonal contraceptives/hormonal replacement therapy.
e you or a close relative have been diagnosed with a blood clotting disorder.
Tell your doctor immediately if you get:
o sudden shortness of breath or difficulty breathing.
e chest pain or pain in upper back.
o swelling of the leg or arm.
e leg pain or tenderness.
o redness or discolouration in the leg or arm.
These can be signs of blood clots in the veins.
e if you notice any new growths on the skin or changes in existing growths. Your doctor may
recommend that you have regular skin examinations while taking Omjjara.

Your doctor will discuss with you if Omjjara is appropriate for you.

Blood tests

Before and during treatment, your doctor will carry out blood tests to check your blood cell levels
(red blood cells, white blood cells and platelets) and your liver function. Your doctor may adjust
the dose or stop treatment based on the results of the blood tests.

Children and adolescents
Omyjjara should not be given to children under 18 years of age, because this medicine has not been

studied in this age group.
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Other medicines and Omjjara

Tell your doctor, pharmacist, or nurse if you are taking, have recently taken or might take any
other medicines. This includes herbal preparations and medicines without a prescription. This is
because Omjjara can affect the way some other medicines work. Also, some other medicines can
affect the way Omjjara works.

It is particularly important that you mention any medicines containing any of the following active
substances, as your doctor may need to adjust the dose of Omyjjara or the other medicine.

The following may increase the risk of side effects with Omyjjara:
e ciclosporin (used to prevent transplant rejection)

The following may reduce the effectiveness of Omjjara:

e carbamazepine (used to treat epilepsy and control fits or convulsions)
phenobarbital (used to treat epilepsy and control fits or convulsions)
phenytoin (used to treat epilepsy and control fits or convulsions)

St John’s wort (Hypericum perforatum), a herbal product

Omyjjara may affect other medicines:

e rosuvastatin (a statin used to lower cholesterol)
sulfasalazine (used to treat rheumatoid arthritis)
metformin (used to lower blood sugar levels)
theophylline (used to treat breathing problems)
tizanadine (used to treat muscle spasms)
cyclophosphamide (used to treat cancer)

Pregnancy, breast-feeding and fertility

Omjjara must not be used during pregnancy. If you are pregnant, think you may be pregnant or are
planning to have a baby, do not take this medicine, as it could harm your baby. Talk to your doctor for
advice.

If you are a woman who could become pregnant, you must use highly effective contraception while
you are taking Omjjara and you must continue to use highly effective contraception for at least

1 week after taking your last dose. It is currently unknown if Omjjara could reduce the effectiveness of
oral contraceptives, therefore it is recommended to add a barrier method during treatment and for at
least 1 week after taking your last dose of Omjjara. Your doctor may ask you to take a pregnancy test
before starting your treatment, to confirm that you are not pregnant.

If you become pregnant while you are taking Omjjara, contact your doctor immediately.
Omjjara must not be used during breast-feeding. It is not known if it passes into breast milk. A risk
to the breast-fed child cannot be excluded.

Tell your doctor if you are breast-feeding before taking this medicine.

It is unknown if Omyjjara affects male or female fertility in humans. Omjjara had effects on fertility in
animals. If you or your partner are planning to have a baby, ask your doctor for advice before, or while
taking, this medicine.

Driving and using machines
Omyjjara may have side effects that affect your ability to drive. If you feel dizzy or have blurred vision,
do not drive or operate machines until these side effects have gone away.

Omjjara contains lactose and sodium

Omyjjara contains lactose (milk sugar). If you have been told by your doctor that you have an
intolerance to some sugars, contact your doctor before taking this medicine.
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This medicine contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially ‘sodium-
free’.
3. How to take Omjjara

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your
doctor or pharmacist if you are not sure.

How much to take
The recommended starting dose of Omjjara is 200 mg taken by mouth once daily.

Your doctor may recommend a lower dose if you have problems with your liver.

If you get certain side effects (such as abnormal bleeding or bruising, diarrhoea or nausea) while
you are taking Omjjara your doctor may recommend a lower dose, or pause or stop your treatment
(see section 4).

How to take it
Take Omjjara every day at the same time, with or without meals.

How long to take it
Continue taking Omjjara for as long as your doctor tells you to. This is a long-term treatment.

Your doctor will regularly monitor your condition to make sure that the treatment is having the desired
effect.

If you have questions about how long to take Omyjjara, talk to your doctor.

If you take more Omjjara than you should
If you accidentally take more Omyjjara than your doctor prescribed, contact your doctor immediately.

If you forget to take Omjjara
Simply take your next dose at the scheduled time the next day. Do not take a double dose to make up

for a forgotten tablet.

If you stop taking Omjjara
Do not stop taking Omyjjara unless you have agreed this with your doctor.

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

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
Talk to your doctor, pharmacist or nurse if you get any side effects that concern you.
Serious side effects

Some side effects could be serious. Seek medical help immediately before taking the next scheduled
dose if you experience the following serious side effects:

Very common side effects

May affect more than 1 in 10 people:
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e infections — signs or symptoms may include fever, chills, cough, breathing problems,
diarrhoea, vomiting, pain or burning feeling when passing urine

e low blood platelet count (thrombocytopenia) which can result in bruising or bleeding for
longer than usual if you hurt yourself

Other side effects

Other possible side effects include the following listed below:
Very common side effects

May affect more than 1 in 10 people:

dizziness

headache

cough

diarrhoea

feeling sick (nausea)

stomach ache (abdominal pain)
feeling weak (asthenia)
tiredness (fatigue)

Common side effects
May affect up to 1 in 10 people:

low level of a type of white blood cells (neutropenia) which can increase your risk of infection
vitamin B1 (thiamine) deficiency which can cause loss of appetite, lack of energy, irritability
numbness, tingling or weakness of the arms, hands, legs or feet (peripheral neuropathy)
abnormal tingling sensation (paraesthesia)

fainting (syncope)

spinning sensation (vertigo)

blurred vision

sudden reddening of the face, neck or upper chest (flushing)

localised bleeding under the skin (haematoma)

low blood pressure which can cause light-headedness when you stand up (hypotension)
constipation

vomiting

joint pain (arthralgia)

pain in limbs, hands or feet

fever (pyrexia)

changes in blood test results (alanine aminotransferase increased and aspartate
aminotransferase increased). These may be signs of liver problems.

e  Dbruising (contusion)

Tell your doctor, pharmacist or nurse if any of the side effects listed becomes severe or
troublesome, or if you notice any side effects not listed in this leaflet.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects, you can help provide more information on
the safety of this medicine.
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5. How to store Omjjara
Keep this medicine out of the sight and reach of children.

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

Store in the original bottle in order to protect from moisture. Do not remove the desiccant. Do not
swallow the desiccant. This medicine does not require any special temperature storage conditions.

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

6. Contents of the pack and other information
What Omjjara contains
The active substance is momelotinib.

e Each 100 mg film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent
to 100 mg of momelotinib.

e Each 150 mg film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent
to 150 mg of momelotinib.

e Each 200 mg film-coated tablet contains momelotinib dihydrochloride monohydrate equivalent
to 200 mg of momelotinib.

o The other excipients are:
Tablet core: microcrystalline cellulose, lactose monohydrate, sodium starch glycolate (type A),
magnesium stearate, silica colloidal anhydrous, and propyl gallate.
Tablet coating: Opadry II brown containing polyvinyl alcohol, macrogols, titanium dioxide
(E171), talc, iron oxide yellow (E172) and iron oxide red (E172).

See section 2 Omyjjara contains lactose and sodium.
What Omjjara looks like and contents of the pack

Omyjjara 100 mg film-coated tablets are round-shaped brown tablets with an underlined “M” debossed on
one side and “100” on the other side.

Omyjjara 150 mg film-coated tablets are triangle-shaped brown tablets with an underlined “M” debossed
on one side and “150” on the other side.

Omyjjara 200 mg film-coated tablets are capsule shaped brown tablets with an underlined “M” debossed
on one side and “200” on the other side.

Omyjjara film-coated tablets are supplied in a white bottle with a seal and a child-resistant cap. Each
bottle contains 30 tablets, a silica gel desiccant, a polyester coil, and is packed in a cardboard carton.

Marketing Authorisation Holder and Manufacturer
GlaxoSmithKline Trading Services Limited

12 Riverwalk

Citywest Business Campus

Dublin 24

Ireland

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

GlaxoSmithKline Pharmaceuticals s.a./n.v.

Tél/Tel: + 32 (0)10 85 52 00

bbarapus
GlaxoSmithKline (Ireland) Limited
Tem.: + 359 80018205

Ceska republika
GlaxoSmithKline, s.r.o.
Tel: + 420222 001 111
cz.info@gsk.com

Danmark

GlaxoSmithKline Pharma A/S
TIf: +45 36 3591 00
dk-info@gsk.com

Deutschland

GlaxoSmithKline GmbH & Co. KG
Tel.: + 49 (0)89 36044 8701
produkt.info@gsk.com

Eesti

GlaxoSmithKline (Ireland) Limited
Tel: + 372 8002640
ee@berlin-chemie.com

E\rada

GlaxoSmithKline Movonpdécwnn A.E.B.E.

TnA: +30210 68 82 100

Espaiia
GlaxoSmithKline, S.A.
Tel: + 34 900 202 700
es-ci@gsk.com

France

Laboratoire GlaxoSmithKline
Tél: + 33 (0)1 39 17 84 44
diam@gsk.com

Hrvatska
GlaxoSmithKline (Ireland) Limited
Tel: + 385 800787089

Ireland
GlaxoSmithKline (Ireland) Limited
Tel: +353 (0)1 4955000

Island
Vistor hf.
Simi: +354 535 7000
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Lietuva
GlaxoSmithKline (Ireland) Limited
Tel: + 370 80000334

Luxembourg/Luxemburg
GlaxoSmithKline Pharmaceuticals s.a./n.v.
Belgique/Belgien

Tél/Tel: + 32 (0)10 85 52 00

Magyarorszag
GlaxoSmithKline (Ireland) Limited
Tel.: + 36 80088309

Malta
GlaxoSmithKline Trading Services Limited
Tel: + 356 80065004

Nederland
GlaxoSmithKline BV
Tel: + 31 (0)33 2081100

Norge
GlaxoSmithKline AS
TIf: +47 22 70 20 00

Osterreich

GlaxoSmithKline Pharma GmbH
Tel: +43 (0)1 970750
at.info@gsk.com

Polska

GSK Services Sp. Z o.0.
Tel.: + 48 (0)22 576 9000

Portugal

GlaxoSmithKline — Produtos Farmacéuticos, Lda.

Tel: +351 21 4129500
FL.PT@gsk.com

Romainia
GlaxoSmithKline Trading Services Limited
Tel: + 40 800672524

Slovenija
GlaxoSmithKline (Ireland) Limited
Tel: + 386 80688869

Slovenska republika
GlaxoSmithKline (Ireland) Limited
Tel: + 421 800500589



Italia
GlaxoSmithKline S.p.A.
Tel: + 39 (0)45 7741 111

Kvnpog
GlaxoSmithKline Trading Services Limited
TnA: + 357 80070017

Latvija

GlaxoSmithKline (Ireland) Limited
Tel: + 371 80205045

This leaflet was last revised in MM/YYYY

Other sources of information

Suomi/Finland
GlaxoSmithKline Oy
Pub/Tel: + 358 (0)10 30 30 30

Sverige
GlaxoSmithKline AB
Tel: + 46 (0)8 638 93 00
info.produkt@gsk.com

United Kingdom (Northern Ireland)
GlaxoSmithKline Trading Services Limited
+44(0)800 221441
customercontactuk@gsk.com

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

14.1 EFHZMAEOEE
PTPOEDEFIIPTPY — s 25 L TIRMT A L9
R8T 25 28, PTPY— PORREKIC L D . TCELA S EE
HiBEAHIA L, HIZI3fLa2 B2 L CHBRAS0RE 2 &
BHER PR THZ DD Do

15. ZOMOZEE
#4151 ERERER ICE D <15

15.1.1 LIMERFZO) A7 WNT 26T 28 v ~FEE
xR E LIZJAKER N7 7 v F =7 7 = Y EREO s
FRRRBRORE R, EEFHIEE Th 5 FE L LIMERFR
(Major Adverse Cardiovascular Events : MACE) & UV
PERESE GERGMERER LR ) ORBEIZOVWT, TNF
THEHIREZ R 2 0N — NI (95%EHEXE) T2 hzh
1.33 (0.91, 1.94) JU°1.48 (1.04, 2.09) TH Y. 95%IE
FEX R EBRIZFORE L T 72dES~—Y 1.8 iz,
TNF FHEFIBERT 2 IS MEDMEE S e o 72 2 & Hidl
HENTWD, T, AFTH, ENHBHZOBEHEICE
W, LEREROBEEFEO LN TV 5,

15.2 FEERARERERICE D < 15#R

15.2.1 4 X2 W70 ME RO LB T 2R ETix, O
HIEEE N %t D MF AT AR S, T v b & 7004
REA Cld, BRI A 2SR 5Lz,

15.2.2 A X % H\ 7226 5 U523 [ A G- bR 12 BV T
R FLENE O FSHFRO BNz, Tz, AHF & DR FEBBRIE
HEPTRVL DD, KA #HICIERANER FH (FER
WafE. RV LRfE. AVr VKR % &) o BN R
(ZREEDA) OFEBPHRE SN TV S,

15.2.3 Y& T v b EHW-HERBRIZB T, F R EO#IH]
EEIBED SN, HET v FTORERE (AUC) X,
RIS LA TOAUCHL .56 (i EH
#). 13f% (597 THolz.




16. EMENEE

16.1 MepiEE

16.1.1 BAEKS
R Z 12V F Y ) F =710, 25, 50/ U100mg %k 22
BEHRICH R RS L7z e & SRR M &
e 510 5 (TmaxH JefE) TCmaxiZEL. 0,
2.5~3 4R O CTH L L7z Cmax X FAUCIZ G-
HICIZIFRBIL7ZY
) RAOKBINT-HERVCHE TOLHRKHEIX

50mgTdH %o

fRE e ERE 12V F v ) F =710, 25, 50/ O'100mg % Hi [nlfk %
G Lot 20EYHRE ST A=

EHR Cmax Tmax™ Tz AUCinf CL/F
< (mol/L) (h) (h)  |(h-nmol/L)| (L/h)
10mg | 621107 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%49 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)
P RS GRATFIM) . 3) el (B ME- oK)
= #58 —— 10me
7,000 ———— 25 mg
eso0 | 50 mg
50004 -—— 100 mg
2 el
S
£ 4500
5 4,000
0 ]
!’ug 3,500
.E_ 3,000 =
2 2500 {
H 2001 EI \
1,000 EI%II §
] = e L
B (h)

TEREERE 12V ¥ ) F =710, 25, 50% O'100mg % Hifn]

R G- L7z & & o ig iR CPIgME + R =)
16.1.2 R1E#HRE

TEHEREERZ 2V % v ) F = 710 0°25mg % 7 H B 1 H 213

FAEREOHS L7- 8 SAUCO BRELIZZENENTL. 12K O

1.03TRELRBIIBDO SN 2720 |

TEFEBEERE 12V V1) 7 = 710 U25mg % 1 H 2[0 RAERE 135 L
7ol SOFEY LT X —F

B S Ag Cmax Tmax™® AUCo120 AUCHzlt
| #5 | (amol/L) (h) (h - nmol/L) | (7TH H/#IH)
g | 577708 0.375 1,920+ 678 ~
10mg (573) (0.25-1.0) | (1,830)
(n=8) Tng | 987187 0.5 2,180+949 | 1.12+0.117
(562) (0.25-1.0) (2,040) (1.11)
g | 1200357 0.5 3,600+ 838 ~
25mg (1,160) (0.25-1.5) (3,500)
(n=8) THE 1,290 +271 0.5 3,720+864 |1.03%0.0568
(1,260) | (0.25-0.5) | (3,620) (1.03)

SEHE + AR R GRATSESME) . ) o GR/ME-RoAME)

16.2 TRIR

16.2.1 BEOHE
WS (166]) ICAEKICLVF V) F=720mg% H
RO G Lz b &, Z2JEREIC N Tmax (0. 5K 22 &
1,75 ICHER L, Cmax(342%% T L 720 AUCIZ6.4%
T L7n 0 (B 2218 DI0%EHHIX 1130.80~1.25
DFEFHHNTH - 722

16.3 9%
LVE VY F =T or bR % OE T o IR G5
RiF, 3.2~4.8%TH-7:Y (in vitro),

16.4 X3
VEFVYFoTIEFEE L TCCYP3AATHRA# S, T2
CYP3A4IZ IR THGHIT/N SV ACYP2CI & > TH AL
WENDEEZONDY (n vitro) .

16.5 Bttt
RS (661) ICHCEREL 72V ¥ V) F =7 25mg%
BRI G U7z b SRR O RIEIERIL96% T IR &

OFEHIZZNZNT4% B O22% DS & AL7zo SR OFE
WAL & N7 ST RE LS 5 0 B KRR D E 4 13 1% R T
B o7z MEHREDT0% LI LA™ 514245 [ LI [ & du
729 (BHEAD 7= %),

16.6 FENEREHT 2EH

16.6.1 BHgeEERE
eEEERE (7L T7F=>2) 75 A (Cler) 80mL/
minitl) . BEEEERAEREERE (Cler 50~80mL/min) .
R R R (CLer 30~49mL/min) . EEEEHE
REREE B (CLer 30mL/minaAii) K OB & %1 T\»
5 AR E R 12V F ) F = 725mg & HARE
Bh Lok & REMROMAE PR ZAECTH > 72 (%
8Bl . SHFOEHMERBIWOAUC (BFD 1. RZE(LE
DAUCIZHE LT, BEERERE CT61%. BREE. PR O
W B TT9%., 117% K UN173%. $5-5i f O
B G RIENT 2 47 o 72 B T346% K U297%C . EHEHERE
EOFFEED LI L YT 2@ &R L7229 GHEA
DT —4), [9.28H]

16.6.2 AFiREREEEE
TR . BRI RRRE &% (Child-Pugh/h48 A).
FREEEEFREAERE E B (Child-Pugh% ¥ B) K OVEEF
FAERE % (Child-Pughs# C) Vv v ) F=7
25mg % B S Lz & & AUCIE. MBS I
NTEREE ., WSRO EEREERHETENTNLT%. 28%
T UN65%E 20 o 7245, 300 BE M TEFERE L AUCDH
M B 22 BIARIERRD S e o 72 (£ 886) . Cmax
TR RERE R LR RS TR e o 72 P
. fEEEWERE (2.8FR) 1SN TR ERE (&
BHERETL.1~5.00) CIELZY GHEADT—%),
[9.321]

16.7 Z4HEEER

16.7.1 #/ +aFJ—IU (BEHECYPIAJHER. EARFES

OFEOHF)
TR ERE (16%) 1247 F 3+ —b (200mg. 1HZ2[H4
Hi) KEHESE, V3V )F=710mga i L7z &
VE ) F =T REAEDOCmax L NAUCIEZ 1L -21133%
T UR91% I Ly iR 133, 7THERI A 5 6. OBFRTICEE L
78 WEADT—%), [10.25H]

16.7.2 T 2OV A > > (CYP3A4RHEH)

TR (1461) |12V 2u~ A ¥ > (500mg. 1H2[H
4HH) KEHEGE, VvEV Y F=710mg% M L7z &
&, VvExF V) F =T REERDOCmax L FAUCIEZILZE
89% S US27%HEIM L 7225, “PidiIc 213 2 Ao 728 (JREIA
DF—%). [10.22H]

16.7.3 U7 7> E> > (CYP3A4FEEHI)
fRe R ER (1260) 12 77 v EL ¥ (600mg. 1HI1M1L
HB) %S, V¥ v ) F=750mg% &% L7z
L& VF V) F 2T RENMAEDCmax K AUCIEE N2
N52% % OT1%MCT L 203 SEER A 5 1. 7HER 1248
ML 720 SHEHOWIERHWOAUC (G5 1ITk&E 2%k
E70 <L RBAURITRE 2 (A O R 1 70 g 82 = 12 20
PibicsimL 728 GHE A7 — %), [10.22]

16.7.4 WV ) F = 7O G %, B TR
Bl ot P-HEEH (P-gp) RUFLIEINMEENA
(BCRP) % [HE$ 2 W HEMAVRIE S N2Y (0 vitro) o

16.7.5 34V 5L (CYP3A4EH)

TR R R (2361) 2V F V) F=725mg (1H2E1H
M) #EHRSE. 359 AR HldAmgZ PR L7z &
ELVEVI)FTRIV T LAOFEYEIREICK X 2
BAERIZES -7 BHEADOT—45),

16.7.6 #EOEHTER
TR ERE (2461) 12V F V) F=725mg (1H2[E10H
M) % ARG, BITEE (5= LA N5 VS
—V30ugh S LR VA A N LIVIS0ugk & 4) EHERI L
& VEVIF2TEIFNVIA NI V-V



LRI VANV IVOSEYBEICHELY RIZTE Lho
720 (HHEAD T — %),

17. BRERRHE

171 BHMERURLMICEET 555

(B BERRHEAE)

17.1.1 EEHFESE IHEHER (A2202:58)
FRAAEE R e R & L IEERIE A B W
Ty N=A T4 Y OH/MIEN H:0 & FH %2 245 L
7oo RAORMBHEIEZ. NX—=A T 4 ¥ OM/MMIEA10
T ~200/mm’D ¥4 15mgl H2[, 2077 /mmiiB O34
20mgl H2[ & L7z,
aEt1206 (HARNEZHB % &) ICRADPRS S
7oo HREMAMEEREICBT 2 EHEO R ERY TH D
PEREIZBI L C. EZEFHGIEE Td % 248 |2 IR AT A
N—=2 T A »h535%PL L/ L 7 ERE OEE1231.7%
THho72P
BIERIZEBUHEL 1, AAIL5-1£T92.5% (111/120%1 (H
R30I % &) THorzo THREIEMIZ. &IM158.3%
(70/12080) . M/ IMRERA28.3% (34/1201) 1/ NR R
AE26.7% (32/12001) % TdHh -7z,

(201346 A7TH A v b4+ 7)

17.1.2 BHEMHERER (35157:5R)

FRAAEERE et R & L D E T AR AL LR R
ZBWT, XR=AF A Y OM/MUERIZHED & AH] % £ 1
%5 L7z RFOFBHEIX. X—ZAF 4 ¥ OIi/MIE
31075 ~2077 /mm* D54 15mgl H2M, 2075 /mm*i8 O 5
A20mgl H2M & L7z,
EEF309BI IV F v ) F = T #E (165561) LT 7 &R
(15440) \ZHEAEZS \IZEIA T Se. FEFHIEE CTh 524
R RS FE SN — AT A 2 7525 35%LL i/ L 72 9B
FHOEEGIINVF V) FZTHTLL.9%, 7 TR EETO.7%
THhY, 77 eRBLHBEL VIV ) FTHTHEIC
o 72 (Fisher D IEMEHEDP<0.0001)
FIVE S B E X RAFL S8 T76.1% (118/155%1) T
ol EREMERIL, AF G5 Tl /G A
34.2% (53/155%1) . #1M25.2% (39/15561) . ¥#5712.9%
(20/15561) &ETdh -7z,

(20134E1A25H A1 v b4+ 7)

17.1.3 B ETHEHER (A23525458)

FRAE BT 2R & L IR E e 2 L BRI
BWT, X=Z 74 Y OIM/MENHED & RKHF % % 0H
L7z RFORGHEIZ. N—A T4 ¥ DMUMD
105 ~20H /mm*D¥;415mgl H2[R, 205 /mm’8 D34
20mglH2Mm & L7z,
BEI219B1A5 0V F v ) F = 78 (146%1) XiXBest
Available Therapy# (7361) |ZHE/EZ IZEIM T Sz,
FEFMIEE CTH 2 48BIF ICMEAFES = AT 4 »»
535% UL i/ L7z BB E OB &IV F V) F =TT
28.5%. Best Available Therapy#T0%T& 1) . Best
Available Therapy#f & LB LTV F V) F=THTEE
IZE D572 (p<0.0001, Cochran-Mantel-Haenszel®
IEFERUE) o
FIVEH S BUHE X AR 5-HC82.9% (121/146f1) T
Hotze EBIERIE, BFILGHE TN IE
43.8% (64/146%1). AIM32.9% (48/146f%1) . RIEHIN
11.0% (16/14661) & Th o7z,
(20124F12A1H 1 v b4 7)
L S BI RIBE
- RS VR BERAHEE . B INUE SO AR N MR L
P ORAT L 7o B E B (WHO ' R OTWG-
MRTHLAED |23 X B WD)
- IWG-MRT A2 5489 O A7 LILHH-21) A 27
DEH
- 3 AT AR S A 0 B E
- FETI5emPl L O A A3 5 EE

(EM% MmAE)
17.1.4 ERFHRFE MHERER (B23015:E)
IEREE AR R 0 R BVAE =1 ¢ (A (A
BWT, BHHARERIOmgl H2M & L, #EREOIREIZLD
5mgl H 1\ 2> & 25mgl H 2[00 #fi P C A & #5113 5 L 720
aEte2etl (HARNEFOIZ &) PLFv ) F=TH
(110%1) ixBest Available Therapy#f (112%1) |Z4#E(E
BB S N7z, EEFHTHE T & 5 328 0 2% 8
FINVF V) F = THET22.7%, Best Available Therapy
#T0.9%TH D, Best Available Therapy#f & ik L €
WEV)FZTHTHEIZE P> 72 (p<0.0001. &5
Cochran-Mantel-Haenszelli5E)
A8AE KT ORINE R ZEBREE 1L, AHF5-HT70.9%
(78/11061 (HARN6FI % &) Tholzo EARFEIERIZ.
£1f121.8% (24/11061) . M/MMRIKAHEL0.9% (12/110
Bl) . REHEINS. 2% (9/11061) EETH -7,
2 BN R
- FEZMES S (WHOSMH )
R N = S D AN N 111 B = o7 N R G 11 R A
DEH
- WA RE 23 450em® L E ORRIE & H 5 B
RNE, DN oMY LA
AR M7y bary hu—)b s EmERLEE S [0
DBET, ~NY ~7 Yy MEAYS% P DON—2F 1 il
F03%LLEE, AFABUEBOTNAPIIFE N T 56
s, RS S ERE F CEIMFEREIR LT, 228
TR/ 5 32:R I F IR I S FEAE
- WUl RE35% DL A/ ¢ 323 EOMRIXAULCTIZ 3D <
WEAAE DTN — A T A 2 H 5 35%LL i/
(EmF# M ER OBER 3B ER)

*%17.1.5 EREREMIHEZER (C23015ER)

T I R Al o SRS R K 1 EAR(GVHD) B %
gL LI E M E A L b BGERER IZ B W T, Mg =
10mgl H2l & UARA 2 & O¥H%5- L7z, A7130981 (HARA
BE3BZ &) SVvd V) F =78 (15461) LidBest
Available Therapy®f (15561) (ZHE/EZ IZEIM T S 7z,
FEFHIEA TH 555280 ORIV F ) F
= 7HT62.3%. Best Available Therapy#£C39.4%T®
). Best Available Therapy#f & It LTV F v 1) F=
THTHEICE > 72 (p<0.0001, Cochran-Mantel-
Haenszelff5E)
FIVEFH S B 1L, ARAHLS-HT66.4% (101715261 (H
BN ZET)) THoloo FRENWETIE, M/
JE23.0% (35/152061) . #1M16.4% (25/152%1) . I MKE
WA 14.5% (22/152f1) S5Tdh -7z,

(20204E1H6H A1 v 4 7)
2R Eo AT a A FIREUEEEGVHD(Z L — FII~

IV)D B

BN SGEREA < R TR AR L
BRI S L

*%17.1.6 ERARFEMEHE (D2301:ER)

T MR R D B EGVHD B E % R & LIk
WAEVE B AL BB IC BT, B E10mel H 2 &
LAR 2R O#&G L7z, 4732960 (HA&RNEE37H %
) BVFR VY F=THE (16561) XikBest Available
Therapy#f (164%1) (Z#EAELIZEIMHTF S 7z, H
Wiz 47 v, EEFHGE H & 020 0 3 72 Bl R EFE 6 E B
DV NP THEFNEEENRO SN o b
WX ABR % B TS AT CTH o 720 PREIBAT (201947
HOHZ v b4 7) I2BWT, V¥V ) F =776,

Best Available Therapy#99%I255F-l & 4v, 3= ZEFAM
HHTdH 55524 BEOZER*RIFVF V) F 2 THET
50.5%. Best Available Therapy#£T26.3% T V. Best
Available Therapylf& LB LTV F V) Fo2THTEE



W2 h o 72% (p=0.0003. Cochran-Mantel-Haenszel#f

TEL A EKEERL.176%)

HAMANT (2020455 H8H A v M4 7) I2BWT, FEFF

i H Td 2 #5248 O =TV F V) F = THET

49.7%. Best Available Therapy#£T25.6%Ca& V) . Best

Available Therapy® & lLBL TV ¥V ) F=THTER®

D f:23>o

RIVE S BB X, ARHIFGHET67.9% (112/16561 (H

BN2B % ET)) THotzo ELREIENIE, £1N23.6%

(39/165%1) . FHERIEAEL0.9% (18/165%1) . ALTHE N

10.3% (17/165%1) 5T -7z,

o2 Eo AT a A FIRPUEEEGVHD (eI
HIE) OBH

HBIMO A IR e . NIHALHE Cog 285 AL H8
DENEGONIER

18. FEHEIE
* %18.1 fERHRF

VEFVYF=TE JAKIK OTAK2 % SEIRIGICHE L.
STATE# % L7 A b4 Y ROWERTO Y 7 F Iz
FERPIHT A & T I ORERERE A BT 5.

18.2 FEIE(EA

18.2.1 JAK1 RO JAK2BEESER(in vitro)
WER V) FZTUE, in vitro CHAR K OERR (V617F)
DIAR2E 2 HE L, Z 0 7 FIVIEEZ I L 2520
F 7o, BUARHIE IS BT D EREROERO—2 L % 2
SNTWLIL-6DMMABN Y 7 F M2 b 5 JAKIO T
HEREELD

18.2.2 B ETIVICH T 2 EMREZIFIER(n vivo)
ZERIJAK2 (V617F) x 3B /-~ A\t
BELZYY22BWT, VEV)FZ7I3MEES %
WA, BIEWYA N4 Y THAHIL-6 N TNF-ad
M RE O 52 I L 722272 ZEAITAK2 (V617F)
ZIEBIT B~ 7 AWK RIMIE 2 BAL L. AR ERESE N
FOBEMLMEMROIEREZE LYY 2BV T, V¥
V) F = IERMERE BBk O E = & i
R A

% %18.2.3 MW ETIVICH T BGVHDIEIER(n vivo)

VEF V) F=TIE. BUEGVHDY Y AETVIZBW
T RFEMEH A A A4 VIFNy. IL-18%% O"TNFa i,
STAT3/STATS) Y B LOAE. K OTRZE M~ D RE
MIRZE OWEN S L 2%, & 512, 1BHGVHDE 7V
2BV, BB R O D 284 % i & 47230

19. B2 ICREY 2EE{EERAR
—RER LR
VF ) F=7) UEEHE (Ruxolitinib Phosphate)
===
(3R)-3-Cyclopentyl-3-[4- (7H-pyrrolo[2,3-d]pyrimidin-
4-yl) -1H-pyrazol-1-yl]propanenitrile monophosphate
43X
Ci7HisNe - HsPOu
S
404.36
PRIR
HEDOBRTH 2, KIZRRETR I, 28 =i
RREITIZ L, 7T P2 MY IVITHD TEHETIZ W,
A5 X

H\
/N j

CN
— —N
HN_
e
194~198T

- HsPOu

53 RLAR AL
-0.057 (1-4 2 % 7 —)v/pHL.OfMEiK) . 2.562 (1-4
7% 7 — )/ pH4 . 3%MH) . 2.814 (1-+ 25—/
pHT7 . 47% 1)

* %21, ABEH
e ) A 7 EREHH 2 REO L WYNIET 5 2 &,

22. ‘A&
(I v HEE5mg)
208% [108¢ (PTP) x2]
120%¢ [10%¢ (PTP) x12]
(¥ v HE#10mg)
208 [1088 (PTP) x2]

23. EEXW
D) AR - ENE AR (11013U88) (2014487
H4HAGE, CTD2.7.2-2.2.1) [20142625]
2) ENEEL EING TARERRASR (11025888 (201447

H4HAR, CTD2.7.2-2.2.2) [20142624]
3) KPR EROAMER (2014487 4 H KR,
CTD2.7.2-2.1.1) [20142634]

4) HERER  CYPREEER OFE  (20144E7 H 4 H AR,
CTD2.7.2-2.1.2) [20142639]
5) Shilling, A.D.et al. : Drug Metab.Dispos. 2010; 38
(11) ,2023-2031 [20142299]
6) FLNER  ERREREE S AR LoREE (1428
B#) (20144E7H4H &GRS, CTD2.7.2-2.4.2) [20142631]
7) FEAERL : FRERERE S B AR R & LoEER (1373
B%) (20144E7 H4H KRS, 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) TENERL  BEEENE, YT AR =y —HERT
s THOCYP3A4, Pgp, BCRPIHSE (201447 34 H 7KFE.
CTD2.7.2-2.1.3) [20142641]
10) *ENER D 35T A L OFEWAATEAEE (2103345%)
(20154F9H 24 H A& G2, CTD2.7.2-2.2) [20151293]
11) R RIS (ZF =V A P T V=
BOLR I VE ANV L OSEWHENER (21023
BR) (20154F9 24 H KRR, CTD2.7.2-2.1) [20151292]
12) Mesa,R.A. : Blood 2009; 113 (22) ,5394—5400
[20142280]
13) #EANER  BRISAEERE 2R E LT ¥ T EEEE
[ 565 TARER IR SBR (2202388%) (201447 H4H KGR,
CTD2.7.6-4.2.1) [20142622]
14) FAER B REHEE S E 2R L L7l TAHER
RAEE (3515K6%) (201447 HAHARE, CTD2.7.6-
4.1.1) [20142620]
15) AEAERL B R B 2 5 & L 7oA A T AH R
RiRER (235288%) (2014457 H4HAKRE. 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) #ANER  BEEHELMESE 2R E L7z EEILRE
55 MARRRIR 3UBR (2301548%) (20154F9H 24 H AR F2.
CTD2.7.6-4.1.1) [20151295]
20) Barosi,G.et al. : Br.J.Haematol. 2010; 148 (6) ,
961-963 [20155488]
* % 21) FLNER - SRR E TR A G & L7z
[ &8 TR R R 3R (C23017805%) (20234E-8 A 23 H ZKFE.
CTD2.7.6-4.1.1) [20220004]



% %22) Harris AC, Young R, Devine S, et al. : Biol
Blood Marrow Transplant 2016 ; 22(1):4-10
[20220362]
* % 23) AEPERL ABTERSRN W TR 2 g R & L A E I
55 MARRRIR 3B (D2301705%) (20234F-8 H 23 H A& G2,
CTD2.7.6-4.1.2) [20220005]
% %24) Lee SJ, Wolff D, Kitko C, et al.: Biol Blood
Marrow Transplant 2015; 21(6):984-999  [20210063]
25) FWNEEL : In viroBEFREIER (2014457 H4 H G,

CTD2.6.2-2.1) [20142613]
26) AENEFRL : In vierolEEHIGEIMGFIER (2014457 H4H
AKif. CTD2.6.2-2.2) [20142614]
27) AEPEHRE - In vivolEBREINEICER (20144E7 T4 H 2K
i, CTD2.6.2-2.3) [20142618]
28) HMNEEL : In vivotr A A A Y EEEMRIER (20144
THAHMKGE, CTD2.6.2-2.3) (201426161

29) HLWNEEL  In vivo (EFITAK) JESFHEAEEIHIEH
(20154F9H 24 H7K#, CTD2.6.2-2.2.1)  [20151290]
* %30) HNEH  In vivo2 EGVHDIIGIIER (20234E8H 23

HA&GE. CTD2.6.2-2.1) [20220001]
* % 31) AENEER : In vivolBEGVHDIMHIEH (2023428 H 23
H7K#. CTD2.6.2-2.2) [20220002]

24. XEEERERUVEVEDESE
JINVT A AT T —MASH VT4 A5 AL b
T105-6333 HHTHEEXE 2 M1-23-1

IN'OVARTIS DIRECT 3
0120-003-293

S4B : B~ 9:00~17:30
(RARVLHKBERL)
www.novartis.co.jp

26. WEREEES
26.1 WA
IINWTR T7-v iR &tt
RRMBEE/PI1—23— 1
(11)







18.

1.8. HIXE (¥

TIRITE () BEEREOEDTHD.
RO NEZBHT AL,

* B R AR AT AR BRI I RE L



202x 4 xx AYERR (45 1 /R0 BAREEELNEES
874291
BT & BIERE GSK
B 18 5 A '
NEHESH
VYXAEXF—€ (JK) ~7HOFEUAZEEKTE (ACVR1) FHEH
E A OF = JIEEIEKI0YEE
LT S8 100 mg
AL S8 150 mg
F LT v S8 200 mg
OMJJARA Tablets
HHRX : 100mg 150mg 200mg
BIZE, RES
VINE 40 3
V) TR — ERTSE OGS AR5 RALA
kAT L
[ ﬁlJ?T;Z‘- M lans o na—s o
11 ARIOBEE, RAMICTANGTE SEMERICHSLT, &l %Ji_
BEUESOARICH L THALHS - RREBOEMOL & T, M u 100 M 150 M 200

RAIDRSASEY & B S BEIIZ OV TOHEETHT L. &
fo. AMBMICHEIT S, BEREZORECHNERUBRIESH « |
HITHEL. MEEBTH RS EBIAT 32 L, o | M)
2 FFIOBEICE Y. ERAEEMXEO( LAROBRRESSR| | Raxm |\ = /
BL., BELESHERNBEShTND S END, +HHBREE )
AU EMEEOREIEET S, (82, 8.3, 911
9.1.3, 11.1.1 BH]

ury

#J 15, 7X 7. 5mm
#9 11. 1 10. Tmm

2. BR (ROBEICRRELENIE) . \
AN HSH I LIBIIE OBEEIED 8 5 1 S
it A 7 - r/—
3 42 -tk ol | | T_______J
3.1 #H (F3) S
. ENSIET ERNSIEY ENNS Y 4. Tmm 4. 9mm #9 5. 5mm
: f’”rﬁloomg gWIBOmg f’W200mg PR [312ng 468mg 624mg
1 8 1 %€ 1 e
FAnF=" EAnF=7 FEARF=T -
s A A W . DEERIEHHR
AT 1121, 94mg (£ A [182.91mg (B A |243. 88mg (B A BRERIEIE
uF=7LLT |gaF=7LLT |vF=7LLT
100mg) 150mg) 200mg) . DRERIEHRICEET HEE
BAETHRT oL, Rkl a—A, LK. 7 T : ) i X
LN A L @gﬁﬁﬁ@% 4 A BRRBICHLA AR DIV BE D U 22 508, MO K S RO
WA |77V ol SR AL KU E=AT A I (i B OAIETFI= VT, T BRRREL DROWEERIML A
U AALHD) | 7 BTl 1000, BELT S, S DHNER OG22 43 B L7 |G, ISR ORINE4T 5
3.2 B ﬁﬂ7\ﬁé;4MMﬁ&U:4MMﬁ T L, HRT. JAK BEANC X B HIRIED RO BE SO FIZ OV T,
-2 WHIOMER - _ . DD KR SN T b EICHRFT S 2 &, [17.1.1, 17.1.2
Wi 7]‘.&10/0«77‘% PN RS T LV v T S
g 150mg 200mg




5. 2 JRERHARARIREZ ATV,
52¢&,

HRERRAEIE & W S N BE A

6. AZERUVAZ
WL, RAIIEEARF =L LT 200mg % 1 B 1EHRAKET S,
B, BEOREBICL Y EERET S,

1. RERUVREICEET ZFE
1.1 MO HFEMEIEEA & OORIZOWNT, AEMER OV 3RS L
TR,

1.2 BEONTHRERE (Child-Pugh ¥ C) & H T L BEIEKEGT L%
X, AHl 150mg PR ETHZ L, [9.3.1, 16.6.2 ]
1.3 AFEHICL VEIERASRE LZGAICIE, TRE2BIC, KA
ERESUIWET S Z &, BIERIC L 2E®R, ZEMESED S,
T3 RN RBIBD LRV AL, 50mg TOMET S ENTE B,

RIVEH FLpE HLiE
/R |25, 000/mm® AL 50mg A ZE T 5, 100mg
50, 000/mm® AT HEEDEEIZIL 50, 000/mm® LA

(ABFKIB 5BRaRT0 | RICEET 2 F CIREE B BT
M/ NRELAS %, REBICHEBT 2%HA1C
100, 000/mm® 2L Fo> | 1%, 100mg THBT 2,

BE)

NR—AF A > NI 50, 000/mm’
P RICEE$ 5 % CHRIEE B E
T 5, RIEZRICHBT 25612
%, RIERTO &) 50mg ik
By 5T,

25, 000/mm® A

SFHERIEAD [500/mn’ AR 750/mm® LA_EIZ[RIHE 5 F TR
W5, KERICHET 54
W2, IREERT O )5 50mg
BT 5

FEMIEER | 7L —R3LLET? | ZL— R 1M FFIR—2 51

HERES VIZEHET S ECIRIET D, R
HICHBT 25512, KR3E
BT EH S 50mg a5
1)

o

1) RIERTO H A 100mg DA IZI1E 100mg CTHEBIT 2
1 2) NCI-CTCAE Version 5.0 [Z#EL %

8. BEELEANEE

8.1 MM/IBORAME, Bl AFHERBESR S bbb Z L NHDHD
T, AEIOHE-BLERT, KOG P EMPI ik OBk
E. AMERES) 2175 2 &, [11.1.2 3]

8.2 FEMHEMICE Y. M., BHE, UA VAT BIC K DS
FER B A LSRR BUOIET 2 2 L Bdb D, HFRVA VA, F
BENFIEELT 28R H 5O T, KAIFEG IS > THEY
ANVR, WEEEOREOFELZHR L, RAI OG- BHAER1Z 05 7
WEOFERAZE T D Z L, AFIFEEG TR IE O FE BT
+aEETHZE, [1.2, 9.1.1-9. 1.3, 11. 1. 1 ]

8.3 WREBRHLDLNDZ ENHLHOT, AFIOELRMBFIC, &
Fxt L CTHRIRIEZS O PIERICOWTHB L, REARD LN
LA IITEO»ICHKE L, BB EZ TS L9852 L,
(1.2, 9.1.2, 11.1.1 B8]

[e=]

A TPEREEERD LoD ZENH DD T, ARORGHMEHT, &
OG- TEHRIC AT A 2179 2 L, [11. 1.3 ZR]

9. BEDERZATHEEICEHT HEE

9.1 EHHE - MERSOHLEE

9.1.1 #EHOMBREE BIHZOBREEOHDIEBEERUVHREL >
T LEERRREIRDH S EE)

W EEEBLSE I RThARDH S, [1.2, 8.2, 11. 1.1 BH]

9.1.2 RRPfE (MIE. ik, DA IILRABEREE) 286 LCLSESE
TPEIHIERIC LV IRREZ B S 2B ENANH 5, KB ORI
JEZ AL TV RFITERRBR CII®R S Tnd, [1.2, 8.2,
8.3, 11. 1.1 &M]

9.1.3 BEFXVAILRX v ) 7DOEEXILHBs n[RIZMEM D HBe ik
%L <L HBs iAGHENEE

BRIFR A NV AOFEIEHALIC L DFEN S b s BTN H 5,
ok B BFREE UL B BFR T AN A% ¥ U T O BE TR
TS ER TS, [1.2, 8.2, 11.1. 1 &M]

9.3 FFHEEEERE

9.3.1 EEDOIFHAEES (Child-Pugh 548C) £&

AR OBIEHBEZET S & L bic, BEOREL X 0 EEICBR
L. AERORBUCHMEET D2 L, AFlOMPREN EF L.,
BITEAMRL HobhsBZThnd b, [7.2, 16.6.2 ]

9.4 KMEREEH T HE

TR 2 ATREME D 3 5 LeEITIE, ARFIHE G- R O e e 514 1 R
(SR Tl 2 00 B R OSE B 72 AT IR IS W CRLA T2 Z &,
[9.5 &)

9.5 1%

TEAR SUTAEIR LTV B ATREME D & B 2othlziE, 169 L O A ISR fE
itk z LA % M SN2 BAICorZk 5T 528, BimER (5
v FEROUHF) 128\ T, BRREHERE (AUC) OF) 23 5 (T v 1)
EOHS 1.2 & (UHX) ofh . fiE, MEL, IRIERERBD.
BER, BBEESERED bz, £, tho JAK ERI OB FE
BRICBWTRFRESRE S T05, [9.4 28]

BILLARNZENREE LW, B MLHT~OBITIIARYITH D03,
BER (T b)) IZBWT, R ORI T E ok
Hizkvy, HREERE (AUC) @ 4.2 f504% 10 HHICRT 5 RE)
WoORERORYE T, HAEROEGFERRD, FREBDENRD LN
7=

9.7 /MR
NRE RS L LT ERIRERBIL G L TV,

10. MEEA
AANETIT CYPIM I KV RSN D, Eio. ARNTHET =4
EARYSXTF R (0ATP) 1B1/1B3 OB TH V| ILIEMIES > 37
(BCRP) DMHEIEM 275,

10.2 BrREE (BHRAISEET H I L)

FH A 5

BEARAER - HEFE 714

N

OATP1B1/1B3 FHZEHA
I ARY

|30 by /U B

KA ORIER OIS
NERENLBLH
NHHDT, BED

ZID DIEHFID
OATP1B1/1B3 BHE(E
A XD, AHF oI

TENE RIEZHEICBIZE [ PIRED ERT 2
[16.7.1 &) L. BWEH OIS [REENH D,
THEETHI L,
SAVN CYPSA FFEA] | AKIOFLEARE | Zh b OFEAIED
ANRTEEY | FTHBENRDHHO |CYPIA FHEIEMIC K

0 ARF O PR E




Tz )N )VE R —

b

T = hA 5
A TA KDV
7 (St. John’ s
Wort, B>k« U3
— X U—}) &
B
[16.7.1 ]

T, BEORELE
HICBlET L L

MEF 9% ATREMEDS
H%,

7 kR TRE
Ball
FRAT T — )
TG TT =)
TS T —
[16.7.2 ]

AFNOFBMED T
THBENLLRH DD
T, BEORREAE
mICBETH L,

INHDOHEANTLD
HHpH O EFIZ LD
AN OTEIREEDMET
L., AHI o if e g
PMETF 9% ATREMEDS
H2%,

BCRP DE & 72 H 3K
il
0 ANAHF A
IRVAVAN
YF 2T 7
U
[16.7.3 ]

I D OIEFIOFEIE
FAOREBINER SN
DBENDH DD
T, BEOREAE
EICBIZ L, BITEH
OFRBUA DR T
5T &,

AF > BCRP BLEEH
W2k, Thomik
A 1 I EEAS B 5-
THAHREMEDN B D,

1. BlER

WORWERNH LbNDZ ENBHDHDT, BEE+5ITITV,
DD LN BHE TR G 2P IR 5 S RLEEZITH 2 L,

1.1 EXGEMER
1111 BRE (2. 3%)

EERMEMESUT Y A NV AMEORISEFRREBUTEL T 2 2 &8
Y. HCICES ERINHRE SN TWD, KA RO G/

THRIZEEOWREZ T OICBET D&

9.1.3 &IR]
11.1.2 BEENH

M/RIEAE (18.3%) . & (5.8%) . AFHERBAME (4. 7%) 3
LoD ENRH D,

[8.1 K]

11.1.3 FFHREIEE (6. 4%)

(8.4 /]

11.1.4 MBEMMERSE LR

1.2 £ ihDEIER

[1.2, 8.2, 8.3, 9.1. 1~

S

10%24 k- 1%LA b~ 10%Ai5 1%ATH
Rt LU v4 3Bl RZ
SESE . FEMED F |k
AR E VN, BB R
M=z —a/RF—
i L OBk kE [IEEPE D F U
AR P FH
1fn A PR I, D 1fn A
32/ TS S WK
T O bR
I 1T T, KR, TR
LG 3
hEERB LY VUl sR . BEEE
il A kR b
—f% - B EE WF . MEIE FEEN
B I OEEHAL
DIRHE

(TN SEH
UL A ORI

AL

14, BRALDEE

14.1 ERIRFBHDEE

14.1.1 BRERT B0, IREAIZFE LA bvadEiho a5
24528,

14.1.2 \BREZHET D720, FlAl % [FE Lo TORRTTREL, £
RO, #hd 25 Lo BECHEETLZ L,

15. ZOMOFE

15.1 ERERERAIZE D < 1Bk

15. 1.1 FRARGRBRIZ IV T, TREE AR IASSE . FZEME, PIURILARAE
MR R AR E 25 D FFHR AR ZEARIE DS TR BTz,

15.1.2 DMERFLOV RV RTE2HTHHEY v~ FBEE LG L
L7c JAK BRI N 7 7 > F =7 7 = VIR OGRS B Of5 3.
TEFHMEEE CTh 5 FEE 20N E R FE (Major Adverse
Cardiovascular Events : MACE) R OVEMEfESE (FEE AR &R % bRk
<) OFBRIZOWT, INF LEARHS T2 — FH (950(E48
X)) 1EEnE41.33 (0.91, 1.94) KUV1.48 (1.04, 2.09) Th
D, 95%EIEXM BRI TORE L CWnIESE~—T 0 1.8 &8
Z. INF BHEAIBECX T 2 IELHERRIES N e o T2 Z E R HE SN
T3, 2, RAITHERRBICE WO COLIME RER, ELEEL
DFBLEO LI TN D,

15.2 JEBRERERERICE D AR

15.2.1 A4 XOKEEGHERBRICB VT, BRRER (AUIC) @ 2.9
fEOFE THRIET ANBEOFRABE OHMATRD b,

15.2.2 7 v FOXEHGHEERBICB VT, BRREKIEZ R (Cnax)
D 42 {5 OG- TR RASEREE 23380 b LT,

15.2.3 7 v FORAFERERIZI W T, BREZER (AUC) @ 38 5D
BLCRERME (47 ¢ v eflin) BREOHMAGED b,
156.2.4 T MIBWT, METHRIEZE (AUC) DK 43 fFDO#H 5T,
ZREREIR T, RN - B EREEORD ., oA, R EE

KT8 b,

16. E#EhRE

16.1 mMAEE

16.1.1 BEKRE
AARNEERERR A 14 FllCE A B F =7 200mg % HER &5 L=
AT =T ROFEEENRH M21) OEPBERE T A —4 KO
M PSR R 2 1, X1 RO 2 12RT,
&1 BRABERAICEAQF=T 200mg ZHEROERS L1I-BED

EAOFZTRUMI QEYEEE/NS A —4

KB AE T A EAOQT=T M21

—4 (14 1) (14 1)
Cmax (ng/mL) 7V 958.3 (29.3) 626.4 (40.9)
Tmax (h) %2 3.00 (0.50, 4.00) 4,00 (1.00, 8.00)
tyy (h) ED 4,83 (33.27) 5.65 (31.42)
AUCiye (ng: h/mL) 7321.8 (44.0) 6305. 3 (36.3)
D

TE1) BT (ZEEERE)
1E2) hgfE Ow/ME, kK fE)



n (ngh

Plasrma Concentr

2
Time (hr)

1 BRABERAICEADF=D 200mg ZHEROHRS LIHD
EAOFJOMmMBRREES : AR T—L (EHELE
ERE)

X

sma Concentration (ng/mL)

Plat

2 E E
Time (hr)

2 BAANBERAICEAOF=T 200mg *2EEOHE L-BED

M21 OmERREHR . AR —IL (P EEERE)
16.1.2 RiE%k5

BRI ERFICEARF =7 200mg 2 1 H 1 BEROHBSE LD

EFIRIE QH#EE) ICBITFLEATTF =T LU OIRYERE T 2

— & RO RS A % 2, K 3 KO 4 (IR T GMEAT—

2)

%2 SHEANOBRGMESREICEAOF=J200mg % 1 B 1 @O
BELEZHBOEERE (2 88) CBH32EAQF=TRY
M21 DEMBNEE/ RS A —4

HYBRE X T A IES EARF=T M21

—4

Cmax (ng/mL) 20 388.2 (61.4) 362.4 (53.1)

ED

Tmax (h) %2 20 1.75 (0. 50, 3.00 (1.00,
9.17) 9.17)

tye (h) #D 19 &3 5.63 (39.9) 7.72 (45.3)

AUC 4y 19 2613.0 (60.4) 3713.6 (39.0)

(ng* h/mL) 1)

1) BMTEME (ZEEREY)
2) PfE RoMiE, RKAE)
vE3) M21 : 18

S NEADBRBRMERECEADF=TJ 200mg & REHEOKS L
=B 2 BEEDE A OF = JOMBHREERT - FdBRTr—IL
(EFHERERE)

4 NEANDBHGHERBICEADFZJ 200mg ZRERZOEZSL
=D 2 BRD M21 OMmTFHREHER - AR T—IL (Fi9Ex
ZERE)

16.2 BRUR

16.2.1 BEDEE
{12 BillCF A 1 F =7 200 mgZ BERR O G U= e, Zefignd
5k 5 ORI &% & 5 L QB &% & 5I2BIT 5 E £
0 F =7 D Cmax KO AUC;, DI/ ZREMEEMEDO X, EhTh
D1.38 1. 16, WNZ@1.28 TN 1.28 TH Y, M21 @ Cmax K
AUCsyr OF/N_REMEHMEO L, Zh2h®D1.19 KO 1.04, i
NZ@0. 812 11 0.936 THh-o7Tz GEATFT—4%) ,

16.3 9%

FEATF=T RO M2 DML 87 A RIZ, b MERTE
NN 19.2 N 14.6% T -o7= (in vitro) .

16.4 {3t
T ATF =7 TEIC CYP3M (2 LV RS, CYP3A, CYP2CS,
CYP2C9, CYP2C19 KX CYPIA2 IZ X B HICT VT b Nigfblizs
WX DR AR T M21 DEREIIND (in vitro) . BEEERKA 6 Bl
UC IR L= B AT =7 200mg % H[EIRR O #5 Uz, fiEdicix
T M21 B OSRZEALR A S iz (M R BE 0D AUC,, (2569
HEIRIE. FNFN64.2 HON17.3%)  GHEAT—%) |

16.5 HEitt
fEEERR A 6 f1C MCHE3k L 72 A 1 F =7 200 mg & HLEIRE O #5- L7-
B URBED 69. 3% FEPIT, 27. 5% N R IICHE IR S N, E 2L K
FHED 12, 7%2% M21 & LT, 12. 6% RE bk & L C3EHIT, filtdbe
D 11.5%23M21 & LT, 0. 6% RE LR & LTIRFPICHRIt S L2 (O
EAT—4) .

16.6 HEDEREHT HEE

16.6.1 BHEeEERSE
R N (eGFR = 90mL/min/1. 73m?) . 4% JiE B B B I i AR

(eGFR30 ~59mL/min/1. 73m?) . T JE B HERERE E B #  (eGFRI5~
29mL/min/1. 73m?) ZFE A @ F =7 200mg % B[R O #E G L 7= e, fi
FEREN (9 i) 129 2 A B pgRe s g (10 #) 12k 5E
ABF=T KOM2L O AUC;, DI/h ZREMEHE DI EN TN
0.867 LN 1.20 TH Y, FEFEAA (10 F) (Txhd 2 HEBHEERE
B (10 f) BT EATF =T KM D AUC;,s D/ 3%
EAMED T ZE N EH 0.839 KM 1.41 Thole GMEAT—%) .

16.6.2 FFHaeEERE
TR PR RERE B (Child-Pugh 23%H B) ROVEELNT
BerebEE B (Child-Pugh 738 C) (% 10 f) ITEARF =T
200 mg % HE[EIRR 45 U7c e, fRERRERR LTk 3 2 (D H 45 B2 i el
BEROQEEMEERFERTICBTIDZEARF =T LKV M2l O
AUC; e DF/N T EEMED L, £ EDL. 08 T 0. 524,
NZ@1.97 TV 0.521 Thotz GEAT—%) . [7.2, 9.3.15
i



16.7 EMHEEERA

16.7.1 Yo7 EYY
R 12 i) 7 7 B2 600 mgk BEHR 5. (0ATP1B1/1B3 FE
#E) L, £ARF =7 200mg &H5H LizRE, €A 0T =7 Flgs
FEZxT B PR ERHCBIT 5 OF A rF =7 LUOM21 @ Cmax K
O AUC o DI/ " RBEHE O X, £ @1, 40 LY 1. 57,
WNCZ@1. 06 KTV 1. 12 THhotz GEATFT—4)
F7-, REERA 12FI2) 77 B 600mg 2 1 B 1819 ARRE
Beh (FRV CYP3A #5E) L., EAF =7 200mg Z4&5- L=, U
77 yEVCREEIFREGRICT Y 7y L E VB RRE
FHCBIT5OF A 0 F =7 K U@M21 @ Cmax &Y AUC,c DI/ 3
SANEHEOHIE, £ 2h@0. 706 100,539, @1, 31 K
0.854 Th-olz QEAT—%) . [10.2 B]

16.7.2 A ATFS5J—L
fEFEREA 12 Bl A AT T = (T bR THER) 20mg & 1
H1la6 HRRERS L, TEARF =7 200mg &5 L7k, £ A
0 F =7 BB GRS ERRCRIT 2O A n T =T &
V@M21 @ Cmax KON AUC:,e D/ ZIREMTEHMOIT, ThEhn
@D0. 645 KN 0. 667, WNZD0. 530 KT 0.630 Tho7= GFEAT
—4) , [10.2 /]

16.7.3 QORNREFUAILL DL
FERERR A 12 BICEA B F =7 200mg% 1 H 1815 ARMRERS L,
0 ANZHZF L (BCRP HVE) 10mg 25 L7, v 22 & F B
I G T AR ERICBIT 5 ANZEZF D Cnax KO
AUC;y D/ “SGMERMEDO I, N 3.23 KV2.73 Th -
= GMEAT—%) ., [10.2 &HE]

16.7.4 ZDih

(1) RN 12 B2 R FE/L (CYP3A J N P-gp FHEEF) 100mg % 1
H1mE7 AMEERSG L, EARF=7 100ng TV Z#5 LIz, £
A F =7 B GRHCRT 2 0FAEGRECB T 20 A rF =7
K O@M21 @ Cmax KO AUC., D /N IR EEME oI, 2
D123 1. 14, WNZD1.30 BTN 1.24 Tho7- GEAT—
2)

(2) fEEEREA 12 BllIcEATF =7 200mg % 1 H 1[0 8 HRERERL
L. 34V 74 (CYP3A BE) bmg 2L L7=lf, 4V 7 HBME
GHRZRT 5 RGBT D 4T LD Cnax KO AUC, D

INCZFREPEEMEO I, FH - 0.918 KN 0.838 THoz (9
EAT—4) .

(3) TAOF =T KO M2L X BCRP OIETHY, EARF =%

UGTIALl ZPHE L7 (in vitro) .
1) AR E 200mg TH B,

17. BRERRK#E

17.1 BUHRUOREHICET 5588

17.1.1 ERRL£REMAERER (SIMPLIFY-1 5ER)
JAK BAEANC & 2 1R O 70 W B BISHEE R BT Y xtR L L —E
BERIAE 2L BGRERIC VT, ARl 200mg & 1 B 1 [EIRROHEE L
oo AH4A32 BIDAKIREE (2156 (HARAN6HIZET) 1 Iy
VF =78 [217 {5 (HK}\MW&EU) T ICIEES RIS T s
V., EERHHEA TH D 24 BEEHCIEATENN— R T A 0D 35%
DL EfiE/ N U gk BRE o BIE (SRR) . BIRFHEE TH D 24 HKED
MR X =7 (TSS)  [MEIERR MPNSAF TSSv2. 0 % FV 7= 3FAfi] A3
— 2T A & i LT 50%LL L LR E OFIA (1SS sEEIA)
K ORIWRFHGIEH Td 5 24 AR ORI ERER M IEMLIE RBC-TI) FI&
(243805 b, %40 12 BEICFRLEKRMm R/, ~EZaey

PREEAY 8g/dL LL EAREEIC
IITROLEBY ThoTz,
MEVEAALI (R 5-BA4A 24 JERENE ) ORIERRBUBER X, AKHE
T 64.5% [138/214 4] (HARN 2 25T ] Thole, FERAUEH
WX, I REE 15.9% (34/214 ) | §E%R 12.1% (26/214 B) |
FFEMED FE VY 11.2% (24/214 1) | B 10.7% (23/214 fi) ETH
~7z, [6.1 5]
*& 1 24 BrFD SRR, TSS th&EZI4. RBC-TI &

b oPEREOFIG]  [95%FEXH]T ()

AFIRE NEVYF=ThE
24 WD SRR (%) 26.5 20.5
[95% (5 #E X ] [20.7, 32.9] [23.5, 36.0]
(57/215 #i) (64/217 151])
9 [2, 16]
p=0.014
24 FHFD TSS th 28. 4 42.2
BE (%) © [22.5, 35.0] [35.4, 49.2]
[95%(Z 4 X [H] (60/211 i) (89/211 i)
0[-8, 8] ¢
p=0. 98"
24 FEIKFD RBC-T1 & 66. 5 49.3
G %) © [59.8, 72.8] [42.5, 56.2]
[95%15 % X ] (143/215 f31) (107/217 f31)

a) J&Jl Cochran Mantel Haenszel $EIC X BIELVEDORERMZE [AKIRE
LRV YF=TEHED60%E DFE ; SRR (KRHFIEE) —0.6XSRR (L3
VIYF=TR) ]

b) A E/KIEM{H] 0. 05

c) 24 JAREOD SRRIZHEWVT, BEEOYMRETFIRIZ L V. 24 BERFOD TSS
WEEE WXV Y F =T RIS T DARBIREOIESTE) 2o T
B EZR FM L=, £i2, X—XF 4D TSS 7" 0 #8, XIFE~
— AT A LD TSS 20 T DN 24 A EED TSS 28 0 THRWE L 1T
KT D YR DRIT G & STz,

d) J&%l Cochran Mantel Haenszel $EIZ X BIELVEDORERMZE [AKIRE
LRV F=TRED 6T%E D ; TSS UEEIE (RARE) -0.67
XTSS hEE S vV U F=T78) ]

e) PEEHYZRMMETIEIC LV, 24 D RBC-TI BIE OFEFH 7R
PRI FE S e o Tz,

W) REBRRIGEE

o RV BEARHERE . M OVELME 26 UE ST ASRENE /MR LS 2> © 7
1T U= B BEAHERE SR (WHO 434 I T TWG-MRT LB JES X 2 H)

< IPSS U A7 P& Y A7, -2 U A7 OBETHH-L Y 2
7 CIEMRMED IS, FFAER, B (T2 B R 10g/dL oK)
S . ROV UIFIA ATREZRIRIRIEIC R T 5 BH

« [FIFE B RS K ONRIRE S A A 28 AR oD B

- EME R FICAE wTREZR Sem UL OIS A AT 5 B

17.1.2 @5 IMAREAER  (MOMENTUM SXE%)

JAK FREANC X BIBRBEO S 581 % A+ 5 B BERHEERET Y %)
B L Lz “HEREEALEGRBRICB T, ARKI200mg 2 1 H 1[0
EOeG Lic, At 195 BIAARARE (130 #1) XEH ) —nED
(65 f) ICEEMEB BT SN P, TERHMEEE TH S 24 @HEE
DBFER A 27 (TSS)  [MFSAFv4. 0 % W3] N_R—2F 4
& H#E LT 50%LL gD L iBRE OB (1SS SaEBIe)  [95%F
FEX] () IEAHIEE 24.6 [17.5, 32.9] (32/130 f5l) . H T
—BE9.2 [3.5, 19.0] (6/65 %) . REMIZE [95%EHEXE] *9 1X
15.7 [5.5, 25.8] | p=0.0095 *9 T -7z,

MEVEAALI (R 5-BAAA 24 BRI E T) ORIERRBIBER X, AFHE
TH7.7% (75/130 i) Tdh o7z, ERBIEMIZ, f/MIRAE 17. 7%
(23/130 f51)) . THI12.3% (16/130 fF) . HELr9.2% (12/130 ) 4
Tohol, [6.1&M]

1 2) BRI EHE



« JFRPER BERRAERE . M OVBEME S M SO A BENE If/ MR IfURE 2 & 7
17 L7 B BORHEE B (WHO 208 51E IWG-MRT SE¥E |2 33 & 2 )

+ DIPSS XI& DIPSS-plus UV A7 53D @Y 27 HfH-2 V27 X
-1 U R oBRE

- ARSI & T L TV e W EE

< I R TSR FTRE 7R Sem DLk o> AT S X B B A CIRRE Y
450em® LA EOMIEZ 49 5 B

* MFSAFv4. 0 C TSS 728 10 LA E D ERRIENE 2 H 9 5 B

FANETE B RN 10g/dL R ORA M A H T 5 BE

1 3) ERERRAMEEIC O 5 Bk L CENARER

¥ 4) JE%]Cochran Mantel Haenszel {EIZ & D REMZE [95%5HH X [H ]

(%)
¥ 5) A E/KYEM{H] 0. 05

18. EhzEmE

18.1 YEF#R
FARF=TF, YXAXT—¥ (JAK) 1/2 KT 7 F 0 A %R
18 (ACVRL) (Zxt 3 HEEREZR T HIRHbEWTH D, £
AaF=71%, JAKL/2 DFROY 7 FNMriESF (STAT ) oV v
b AHET D Z LIk 0, BRERRAERE (25 U CIREE e A B i /E
ERTEEZLNTWD, £, EARF =T, ACVRID D>
TFINABRES T (SMAD) DV VLA BRET 52 L TAT UV UTE
AL, AR OSKRE A2 NS, SmifEtEd 252
LTS,

18.2 EMmEA
EABRF=T% JAK2 V61TF EFRAEA LB bt Eg T 7 L~
U ANSAERE A U7 e, MR IR MERSOR D, AR B TR
Tz 31 2 WU AR M ERRTEERAAE IR . B BELZ 361 D RiBRAIAD & Ok
SR M ERATEHIAL O BN 3R itz (in vivo) o ¥

19. AR ICEY HEIEFHME

—HRRA R EAnF=T7HBEAKMY (Momelotinib
Hydrochloride Hydrate)
it % 4 M- (Cyanomethyl) —4-{2-[4- (morpholin—4-

yl)anilino]pyrimidin—4-yl}benzamide
dihydrochloride monohydrate
CosHasNeOp - 2HCT -H,0

505. 40
S
o
N“TCN
H H
/@NTN\ o ZHCI « H0
'S

{és W A~ E~HRE GO
21, EBEH
EHFA Y R 7 FHE A RED B, WUICEmT S Z &,

22. a%
(F L 58 100 mg)
1458 DR, N7, RBAIAY] X1
(F L 58 150 mg)
1488 D, N7, RBAIAD] X1
(F L 58 200 mg)
1488 D, N7, RBAIAD] X1

23. ETEXM
1) Mesa RA, et al. :J Clin Oncol. 2017 ; 35 : 3844-3850
2) Verstovsek S, et al. : Lancet. 2023 ; 401 : 269-280
3) Tyner JW, et al. :Blood. 2010 ; 115 (25) : 5232-5240

24, XWEFERERVEVEDE %
TT0 A AT T A RS
HORUH PR X AR YK 1-8-1
HAB— T « B F—
TEL : 0120-561-007 (9:00~17:45/+ AL B J O (H4R3E A 2 %
<)
https://jp. gsk. com

26. WERFTEES

26.1 BERSET
T30« AI AT T4 UBRRE
B HER AR 1-8-1



1.8. BMI3CE ()

1.8.2. Zhik - R R U T DR EHRHL
1.8.2.1. ZhRE - ZHR

SHEER IR
B BERRHEIE

PEER (IZNRICEET R

1. BERRBRICHAANDNIZEBEZEDO Y A7 5, RO K& & R OE MORIEZEIZ O
T, N7EREGRE) OHONEEZ R L, REIOENEL Vet Z2 0 I BifiE L=
BT JEIGBREOFEREIT O Z L, T, JAK BHEFNC X DIEREO W EBE ~DORE
IZOWTIE, OVEROERMIZHOWTHEREICHFT 52 &, [17.1.1, 17.1.2 2]

2. WEERRFRORAE ATV, B REIRMEE & P S e B IR TS 2 &

1.8.2.2. ZhEE - R DETERM

EARF=T1F, YXAFF—E (JAK) 1 KTVJAK2, N7 7 F B A ZRE 1A
(ACVR1) /77 F v roFhEEXFT—E2 (ALK2) @ NICET 50 HERERE T
&5, LAFIRT AR KOV CHM U7 BRRRBREAE S & . & A 0 F =7 135 fifHEE
(MF) ORECEERIERIZ T 2R A H T 5 & L HI2. ACVRI/ALK2 FHEMERICE V&
M%z%ET D MF OF - RIRERIRE E B2 o2 b, MEBERHEE) 2206 - 2%
E LUK EITY) L& LT,

1.8.2.2.1. e - IR DOBFEIRM L 73 - F-ERRABRRAR
e MFIZXTDHEABRT =T OHME

BRI, ER 2V T AEFBRTd 5 SIMPLIFY-1 345 &2 O MOMENTUM kB % H1.002
A L7, BLTFISRT 23 BROFE RIS, A 1T =713 JAK BLEFIO IR DA (2B
HboF, FEU A7 LAY A7 O RERRMEE (PMF) | K OEMER B IE X
BEHEZIMAE (PV) /AREEVEM/MRIIAE (ET) 7> HHERT 2 Z kM E BERHEE (Post PV-MF
/Post ET-MF) DBFITHR LT, MF XD MIEOHE/ N, EEARGER X OB IO SE 2%
BIREROH HAEFHMOIERZ - b T AN H D Z PRSI, ZIUD ORfERIT
YR —7 4 7R TH 55 1M AH SIMPLIFY-2 580k & OV 11 A GS-US-352-1672 ikl 2 L - T
TSI,

H U 27 %@ Y A2 T JAK FEFNGRIE D 72y MF B35 2 x5 & L7 SIMPLIFY-1
AT, E%ﬂﬁ@ﬁ&btzﬁJﬁ®ﬂm(H%ﬁﬁﬁﬂ~x?4yﬂ%%%uiﬁ9
L7 DEIE) 12BN T, FEEEREDOL X Y ) F =715 5 F A 0 F =7 DIELMEN
méﬂt(wwom)oWR@#7&w~7mﬁ_kmf\&~x§4y@mmWﬁﬁ9ﬁ
W (fi/MEER 15 /UL LLF) Tl U F=T7BECTSRR MEFL2—F, £AuF
ST HECITAHER (A vF =T 26.5%. VXV ) F=THE29.5%) & RIFLE DR EN
IRENT (BEARTF=TRE23.4%, VXY UF=TRE35%) . ZOMRRENS, XV YT
= 7RO /MR UTe B ER CIIHEME N LEIZR Y | KAEOLX Y VF=7



1.8. BMI3CE ()

WG XD Z & TR NARBHERO bR W RIREE SRR S e, — T, BA B
F = 7RI MDD LT BB RN BV T 2 AER] & RO Mg/ h R D3R &
e WXV ) F=T7 LEFULSNTZE A v F =7 ORKRA AEN RSz, BIREHEE B
Th D 24 BRFOEIMIFKFEI AT, TATF =T (66.5%) TLXYV Y F=T7H
(49.3%) L@, £05bEMAFT HEH (B 2 EUE 12 g/dL AKil) TITREH
EWFINEN -T2 (FAOF=TEE623%, VXV ) F=TEE372%) . BIEACEI DR
B E A CHRBEOEMEZR L, AT =78 (PR 0 AL H) TIILF VY F=
THE (PRAE 0.4 AL H) X0 IR o7z, EOMMOE KON A2 B 5 3~ T
OFHEEE CTLX VY F=T LV LEA BT =T HTEOUENRITED T2, BIRGE
HH Th D 24 KD TSS BEEHIG TiX, BT A L EDRE (X=X T A VD TSS %
JERIRT-D 1 2L U CTEEACETIT 2 EE L e hoTz2 b /U VAR Z—DERE D
IBLEAVTF =T HETIHKS L— ROFEFGICILD2BTHIEFNSEh-722 L LM~
— DU F YY) F =T DT T R RE N AERER TH 5 COMFORT-1 B> & IEfEIZE
SHENT LD TIT RPN 2 L) ITX Y FERNCHEE LI HiETlInx VY ) F=71Z
KT HEACF =T OIEBITRENR -T2 b DD, RFID & HREFIET — 2 12515
fEHTIED 1 -5 TH 5 Mixed model for repeated measures (MMRM) FEATIZ L5 _X— AT A L
5D TSS ZAbE (24 HERFD TSS Die/N " FFEHEDON—RZ T A b OWE) OREMZET
10 R A MR — D 124 /NS FIEREE (57, RIS, MR,
WIT. F 9, B, EE TR OX—Z25 A b OEbER DS ERAEIC L D%
FERTE H OUGEORE RIS, BATER OSEEZ RITWHE CHRFRRE TH D Z LR S
oo BEMiTHZIZOWT, REBRTV A v LOBH (L% Y U F=T7REOWERE 1T 24 BEEFED
FERMICE AT =T EEIC7 g 24— "—F2) (2L FEGHMOBEHERIIREECIX
HHHLOD, FEART =T ELGTIIRE OS KONLFS 7 a7 7 A V&R L, WEEORERIX
MALL L T2, DLEDOFERMN S, A v F =713 MF B3E DR 4 ORGR 72T RISk LT,
NX V) F=T LRBEOWEDREZATHELELIC, VXV U TF=T7 LidEIHbEINa

MAZKE T DU ENREGT D 2 LRSI,

F Y 27 3@ U A7 TIAK BLEANGEEEZ A L, BREEL OEILO & 5 MF B4
XL L7z MOMENTUM ikBR Clx, ENADO T A KT A > CAMIZHT 5 ZFHEREE L
THERE SN TWD XY —)b (RGN ZxtiRE UCRHMli L7z, ZORE5, FEFEMGE
HEROFEFNIHE L2 TN TOEZHREIRGHIE R 225k Lz, FEFHMEEE & Lz 24
KD TSS LRI G TlX, Y — kT 2 A uF =7 OEEEN RSN (p=
0%%)0Iﬁémﬁ%ﬁ%ﬁ@znﬁ%DﬂRf%ﬁff~w’ﬂTéﬁ@@ﬁféﬂk
(p=0.0011) , 24 BEERFOHEIMIHKAFRN S TIXL TV =TT DF A B F =7 OIEHHEN
%éﬂ(wwmm)\@@$®ﬁmfiﬁﬁ%%ﬁﬁal IO LN HDD (p=
0.1265) . X7V — L LR TE A0 F =TI EEWENIFEKFESEZ R Lz (EAnTF=7
#30.0%., T —/H20.0%) . ZAUCHNZ ., BEVEZ LT AR f ek &3 8 = BAL T h
STHERE DEETHX T — KT AR TF =T OEBENBO N L E2EET
HE (p=0.0012) , EARF =TT IJAK HEANGEEZA L, BRBIELOENLO H 5
MF B I3 L TH Y — % R BEMSGENR AT DB 2 6z, REITZIZON



1.8. BMI3CE ()

T, SIMPLIFY-1 #B[AEE, BT VA o EOBH) O EIEALH (24 1 ﬁ)uhﬁp&%
BIXREECIEH D OO, T—F 0y A TR (2021412 A 3 H) 2B 5280
OSTA$—Fw®%E@ﬂEﬂ&ﬁ%%F¢/msA#~hmon4®mumowz
1.409) . p=0.3510] | BB TREOFERIZIB N TS, OS O/ — FELIF 0.890 (95%ClL:
0.504,1.572, p=0.6879) TH YV, 7T —& B v A TREEDFER & RO/ 358D LTz,
D) HWELLH (24 HE) FTOOS TIXE A BT =T LD BERIERMEM RO 5
e [— K 0.506 (95% CI: 0.238, 1.076) . p=0.0719] , ZAHDOFERICBEAL T, M
AR OB LA MOBEIEE PN EFHF S L TWH I 2B ETLH L, EARTF =TI
& 2 e s R e OV L el 50 R s AR AF ] D JE R AT B2 L TN D RTREME DN RIR S LT,
TAREOEIUL AR b7z JAK FLEANRIEE 2 AT 2 oM T L7z MF BE 12 LT, 4
V=& LR S AIMERHEGE SN2 Z LT, BRIICERDOH LR THDL LEX BN,

e MFIZHTDEATF =T DM

M, 3 0% N FFER (SIMPLIFY-1 3B, SIMPLIFY-2 #5. MOMENTUM &k
BR) M OMEKRT 7 & A BRD SRA-MMB-4365 kB (XAP iklR) % F0IZEHiE L7, 55 11
FHERER T 24 WM OMIEZALH (FA v TF =7 UIHBIROFK L) [Tz, TDOH%RDK 7.5
EFETOIREHRY,PLRIEEH T A 0 F =Tk 512 X 2 BHIE /2220 6 3HE L7,
KB L O S EATIC & > TRAAIZREMG L7255, 2SI 0> O % B P OBk 4 7276555
JREATHEREICKH LT, TARF=7200mg (BALGAE) %1 B 1 B&FLG LN, A%
WRFE BB R m WO IR 2 MR L7203 & RAF R AR Z R LTe, E72, JAK BEARI DR
WREOFMIZEAD LT, FRAREAEEME T 77 AN EAT DI LR ENT, ZalkD
UAZ W NG KRB TOMEYRE=4 U v 7 TRIBAEETH V. TR, HE
B R OISR L0 B/NRICINZ D 2 N TELEEZ BN,

SIMPLIFY-1 RERICEBWT, TEARF =T OB EENET a7 7 A VIV ) F=
7Ll O RAESE LB 2 DN, RTIIA FRLOBBES (&K, L —F3 L
FolE) T, AMEBAE [TAeF=TRE18.7% (7.0%) . Lx Y UF=TFE292%
(4.6%) 1 FROEM [FAF=TRE145% (6.1%) . /XY U F=THE37.5%

(22.7%) 1 MEABTF=THTEL, EARTF =T ORERERNET 07 7 A VISR
iz, VxRV UF=7Tld, PHENEZ L— R 3 L EOM/IMRBDE DR ELEIS 2 X
H5HZEEBMC, IRMSIEICES < BRMEH & H &FRE OBLUE DS TEBR FEME FHl & TR E S
nCWicied, 7 b— R3 LU EOM/MRIBAE (FAeF =78 7.0%, VXY ) F="7#
4.6%) K ONRBREEDOHFIRIZE o o /MBI E (BEARTF =78 1.4%, VXY U F=T7H
1.9%) XM CRIRE ChH o772 b DD, IRREDOFE G- Fhl 3T H & T IZE o 7o i/ Mg
JEOFRBEIGIL, EARTF =T (6.1%) [TV XY U F =T (24.5%) CHEICH
<V TR RIEHRIRESGD IO O HERE OMFHCEEL RIZT LB NS (R
AERE  EAnTF =T 94.4%, VXY UF=T869.9%) . £72. 15%LL EOSEE TR
WULIEAEFESED YL, BFME LY VF =T 3.7%) Sl_XTEARF =T
(15.9%) T 5%LLEmWRBEISZR LR, 20O X< Ao -FEFSZORIE S
WXFRIRE CTH o7,



1.8. BMI3CE ()

MOMENTUM #HBR CTlX, EARTF =T OB REENET 0 7 7 A WX T —L bt
RTCRIFTHoTz, MBI R ONHAEFEFSE FBEEEG 5% L AT =T, ¥
T — VDA O FH (22.3%. 9.2%) | M/ MREAE (22.3%. 10.8%) | il
(16.2%, 92%) ZNF SV —NREEL L CTEARTF =T HETIY BHEEICRALZLD
O, FVEERAEERR (EArTF=T7, ¥V —LEtOIR) [EERAHEFES
(34.6%. 40.0%) . 7L — R3LLEOFEEFESR (53.8%. 64.6%) . IpREOKRLGHFILIZE
STEHAFEFEG (17.7%. 23.1%) ] ORBEIGIIX TV — VB & A TRWREHREIG 2R L
72o —7J . MOMENTUM i&i#1T COVID-19 /> 7 X v 7 O CTHE Jiv, HAELLIITH
HINIZ COVID-19 B FER (FAuF =T 1361, ¥ TV =B 16 | FECICE-T
COVID-19 B S (EAuF=TRE 6], X TV — /B0 B (CEGRERM CAEBRD b
T2 emn, AT =T EEGIILED COVID-19 ~DJEGL ) 2 7 DR INRIE iz,
COVID-19 EHAZLE D SETHNTEA R TF=THICOAHBO N2 b OO, KEBRITVT
LEES N, TNOOKGIY 7 F U N SR THRNEB L -FHLETHY . CHITNT
NHEU I F oML T oz, U7 F 0 R ORI K U 7-BIAETliX. COVID-19
SOREYGE Y A 7 T ATRE & B 2 BT,

MOMENTUM k6% & FERIC, U A7 E@ Y A7 TIAK [LER] vy ) F=7)
TRIREZ A5 MF BB &2 %145 L L7- SIMPLIFY-2 iR Tlx, £ A nF=7F% BAT £
(Best Available Therapy : EATHIWTIC X 2 FIH TR 8 B DIRIHRIE) & AN THEFR MK
(TARTOREFLR, 7L — 3L ELOFEFR, EERAEFLE) TRWVEIREGZ TR
L7c, ZOEME LT, BATRECIFNF Y U F =T 2 H G5 ST HRE DK 57 (88.5%)
b, MRFPIAEFREORIEHAZRET 2 B TERHAEO LY Y ) F=T7 kb 3h
T Z &, BAT BEIZIERTOHIWTIC L 0 EER 2 BT EEORREE LSRRI TW D
CICERT S EEZ LN,

IO DORARREBR TR O T OB, SN A M, Sk e A fm ~ofs
bz &Te MF OHEAT, JEYYE, MmAieZERiEA X2 FE, MF BF BT 5 ERERE —FK L
T\,

. HARAD MF BEIZBIT 5 A 0 F =7 OFNMER Ve MH

MF BF 2R & LIZBRERRO 5 b, AANBHEIZEARZVE M HERBRCH 5
SIMPLIFY-1 RERDAIHAAN LN (FEA T =R 6 HlILONLXY UF =T 9 fHlD
15410 . HAANMF BEFICBIT 5E A 0F =T OFNER NEZEMITOWTELFIZE L
T 5,

AHTO SIMPLIFY-1 iRERBAAAIZIES 6 FEli L7257 [ AHAER  (GS-US-352-0108 #fR) T
I, EABRTF =7 (200 mg §E) ZH[ERE OGS LR B AR AR OV A AERE R A TO PK %
g L7z, ZO/ER, AT =T ROEERH#HM THDH M21 © PKIZHA &L TH
ARNTEWEB RO N7 b OO, BRMICEZEZREN TRV S B SN, Zofh,
WIRIPE & OSMRIPEZERIZ DV, MF O R ONEIFRIERIENZE A B F=7® PK, PD K&
MG EZ SO BRI 72 E AN 23R D b o 72,



1.8. BMI3CE ()

SIMPLIFY-1 3B D H AR NEF T, #BREEDR O TV D b OORREM & FREICH
ARNEFHATOHME (MFIZHE D BIEOHE/ N, ERARTER K OB ILOSEE) RSz, £ A
0 F =T RECIXEAEA LI CRER & RIFRE O @ WA ERE SR S, T X ToWRE
NIEEAA 252 T Lz, BEA(EHOE TRIZT X TOERENEA nF =T K EDIEE
BHINCBAT LTz, BEALH R OFEERIIE Toat 15 iV, Zatkic iR E N =
FRENT, BIEAHIOEA 0 F=THTIEI L —R3IU EOFEES, HERAES
B, HEIEST-AEFEER, HETIEUIFESLETH > AEFRIRDLNT., FE
B ORZEMET T 7 7 A T EREM & RO 2R LT,

v &V ES T AHEER O MOMENTUM 3R IZ H AR NEBEDHAAN LN TV oTe Z &
P25, MF R BT 2 IR K OFMAIE O RN BT 22 E N Z21T78 0 DRV 2 L &
iz\mMHHYJﬁ&&@Nmanmwﬁ%faxA%%<7&7%!(%I\m@\
VUHR—IV) DFERICONTHIET L=, SIMPLIFY-1 iR Cld., AARANZRLS 7V7 A
LBV T, 2FREFE O HARANEN & FEICE A v T =7 OFMERN RS2,
MOMENTUM Bk Cld, fEHLFEE. 7VT7T AERTHLE Y =T 5E A0 F
=T OEMENRENTZ, MF OFFREICIL, JAK-STAT R OIEF I 715 ML 3% < B -
TS EEZ B, AT ROFERF BRI BNTH, JAKIRERI THLEARTF =T
D, MNGEMOBNI L AEELZT L < AMEETRT LIRS THLEEZLN
Too FEBE. 2O 2R R TOAIMEDORERNG, TARTF =T O—E LIRS
7oo L7235 T, MOMENTUM #BR DR GEMICIB W THAANEEZE TOEART =T DH
ik 2 R L 7o B 1315 S TunZe b o SIMPLIFY-1 &R T B AR NER Oft R
e FRRORFIREZBET 2 & AARANDOYRBEEMICKHT 2E A v F =7 DHIKRD
ARVETEAER & FRRICIFTE S L E L BN,

1

PLEX D ATGEBHIGEICRIT 2208 - AR e TEBMMEE) S3E L,

1.8.2.3. PBER IR ICEEET HERDORTERB

1. ZWEENXUIZN R D ARG EARML & 72 > 72 R X VS T AHGABR T 5 SIMPLIFY-1 55k &
O'MOMENTUM #BR DX G EE 2 LL FORITRT, BISEFORFUCH - TE, &
FDV A5, BIEOKRE S ROBMOREEIZHONT, ZhbDBEBRBEONAEZ
AL, EARTF =T OFMELPLREMEZ+0RTOIMNERND D Z Enh, EEHR)
fE LCRRE LTz,
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SIMPLIFY-1 &% U MOMENTUM RERD ¥R BH

SIMPLIFY-1 7%

MOMENTUM :5R

JRFEME BERRAEE . & OV M2 UE A RE

P R MSE D S AT U 7o B flR e AR
(WHO 43# 1% IWG-MRT £ HS3% 2

)

IPSS U A7 3¥EDOE Y 27 2 VA7 D

BESULTR-1 U R 7 TR MR, JTE

K. Bl (~EZ 0B 10 g/dL K %

PES . RO SUTFIH ATRE 72 B HIEIC ARG T

b5 EE

[RVAE B BRI K ONRIFE SR A R AT 3 A 388 it oD

B

ENE& Ptz alfe7s 5 cm UL OIS A

ERAY e

RSP E BERRMEE . R OB 2 E S A RE

P MR ILIE D> B RAT L 72 B R HEIE B
(WHO 43#H 1% IWG-MRT Ao %32

1)

DIPSS X I DIPSS-plus U A 7 3D Y A

7, 2 VA7 EHE-1 U R 0BRFE

R A 2 T8 L Qe W EE

EME R TR ATREZR 5 cm LA O ME X 1%

B R CTEFEDS 450 c® DL EOIEA BT 5

B

MFSAF v4.0 CTRJEIR A =2 723 10 LA LD EFIR

SEEE R T 5 BE

~NEZ T EUREN 10 g/dL RO &M A H 3

5B

WHO: World Health Organization, IWG-MRT: International Working Group Myeloproliferative Neoplasms
Research and Treatment, IPSS: International Prognostic Scoring System, DIPSS: Dynamic International Prognostic
Scoring System, MFSAF; Myelofibrosis Symptom Assessment Form

2. ERZVE I FARER O SIMPLIFY-1 il &2 O MOMENTUM &5 Cix, Wi b Fhiit
&5 O BRI 2 LB L 95 WHO 793 (PMF) 3% IWG-MRT D% (Post
PV-MF,Post ET-MF) [Z25& MF & 2raniciiBzEZxtge e Lic, EARTF =7 Ol
AICER L T, B REAERE ORI TR EIC L D BREORME AR L, MF &2
Wri 2 ERHDHZ b, EEME L U THRIE LT,
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1.8.3. Rk - AERUZTOHRERL
1.8.3.1. Rk - AR
RERUVAE
WH, RACIFEARF=7L 1L C200mg %2 1 H 1 ERRO&EET S, 2k, BEORRE
XV EEET S,

RERUVAEICEET SIE

1. fhOPUEMEEEA E OOFRIC OV T, ARMER O SIS LT e,

2. EEONFHEREREE (Child-Pugh /7% C) #H T2 BE G T 285615, AAI 150 mg
ZRMHEETHZ L, [9.3.1, 16.6.2 ZH]

3. ARAIFGIZE 0 EWERANRE L72GAICIE,. FRE22EIC, KA KREUIHET 5 Z
Lo BIERIC X 2ER., BREMEDPED DI, +o7 B30 S WigaiE, 50

mg T OMBETHIENTEX S,
EIIVEH FLEE L
[IIRANY 357 25,000/mm? 2L _E 50 mg JlEZFEET D, 100 mg HEREOLA
50,000/mm? A 1Z1% 50,000/mm3 LA _EIC[EIE 5 & TIREE A%
(RFIE G- bRT O M/ MDY | BT 5, IREZICHBT 2546121%. 100 mg
100,000/mm? LL_EDIGE) THEAT 5,
25,000/mm?® A N—2 T A > X 50,000/mm? PL_EIZEE TS

FCHREEBET D, KRERICHET 5E
IZIE, REERTO A D 50 mg T HED |
A R B R 500/mm3 A5 750/mm? LL_EIZ[E1E 95 & TIREET 5, IRE3E
HICHRT 258101, RERTOHEND 50
mg BT A |

M FIEEFS | 71— K3 LI T L—R1LUFXIIR—RAT A ZEIET S
£ CIRERT 5, KRB ICHBIT 554,
IREERT D FH B 50 mg JHET HED

WD ARERTO RS 100 mg DA 100 mg THBIT 5

7£2) : NCI-CTCAE Version 5.0 IZ¥L %

1.8.3.2. A& - AEOKRTEIR

AREOERBRFEICIT HHELEAE - HEE, DU TIMI T 2 HEEEHE - AEosr
TEMRBTINZ | RN Z xR E L7285 THEER (GS-US-352-0108 k) 2B b7z
PK., RMEZEYENRE (PPK) Mg, WRER-SOGHEAT, W ONZEE M AHEER  (SIMPLIFY-1 3t
B) OHARNEMOBREICHESEFRE L, 56 N AHRER (SIMPLIFY-1 75k & O°
MOMENTUM #) ©7 o7 NEH (#E, B8, v AR—/1) ORFES G CRHm
L7,

1.8.3.2.1. BN B T HHEERE - BEORTEER

PMF X/ Post PV/ET-MF (3 & x5 & L7255 VI FEEER (CCL09101 35R) Ik W\ T, &
21 H1[E#EE (QD) OREICBIT2EA T =7 (WHARAKIO D 72 AA]) OZ2ealk,
B, PK MO FHG L7z, &I CE A 1 F =7 100~400 mg QD &t
150 mg BID DZ M OIS MEZ IREt L 72/, 400 mg QD C 6 il 1 2 il FH S Hil R e
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(DLT) AS%BLL, SKMMiEIE 300 mg QD & ¥WF Shi-, FARHEZEEIT 150 mg QD,

300 mg QD 2 T} 150 mg BID OFEFIE A BN L, I IWG-MRT FEHEIZEL-SV T MF (2%
BHAMEZ AN L7z, IWG-MRT M2 55 < A I & CRRRILE (N E/ r Bl
O, TR O S, RAEORE/ N, I IMREL OISR hERAE ST O HEN) 235580 5
N7 #eBE OEIAIE, 150 mg QD, 300 mg QD, 150 mg BID DJIE (LA FRNE) (Z 44.2%,

57.6%. 54.8%T& V. 300 mg QD & 150 mg BID DA ZWMEILFFEE CTH - 7=, IWG-MRT %
HIZHS S EOLFEEIG L 3 M CRRRE Th o7z 31.3%. 32.7%. 324%) , N—RA 7
A VREZHR LK AT C & o T2 R D O BEMIEKAFIZ 72 - 72F1E 1% 150 mg BID (53.3%) X

D 300mg QD (66.7%) TE< . AMOIGEEIE & FEEROMM TH -7- (150 mg BID :
31.0%. 300 mg QD : 47.6%) ., ZA&MIZOWVT, 300 mg QD THIL L A EHELOREIE
A EEELKOEEL L, AR (150mgQD) #EF LMo &E L FRETH 7, L
EE0, "R T4 VR TaT A NEBE L, TR OBKAELE RS
300 mg QD IZHRE L7z,

CCL09101 #k & [FIER O3 R ABH K ORRER T Y 1 > CTHEH L7255 VI FEFER  (YM387-11-02
BR) Tk, EARF =7 (CCL09101 ik & [F U 7 & /LAl @ 200 mg BID & UF 250 mg
BID OZ&4E, BB, EARTF =70 PK KOAEMMEZFHE LTz, £ ORE%, 250 mg BID
[T DLT ZZH L2272 b DD 7 FIEf TRESUIRIEAHLETH Y . 200 mg BID DF5
MR BT a7y A NVERET D EEZ BN, EFEEIENMNL T 200 mg BID DA%
PE 2 A WICEHE L7255, CCL09101 7Bk THERR X 417- 300 mg QD DA EE (IWG-MRT
FHEICE S RADRHE COMRILES) LRREChH-o Tz, LMDV T, 200 mg
BID Tl&, 300 mg QD & [k L THEFRIC XL HiiE Lk OVEER 2 ik L7 23 20 -
72 LAEX D, CCLO9101 REACIRE LT AT =T (W7 EAA]) OEKHELEHE
300mgQD DNRT A v b= VAT T 0T 7 A RIFFE L, UBEOBSEIE QD OETT
i,

D%, RN ZRIT, 72K L TR CTHW 2 T EDFERI O X ) /S A
FT ATV T OF A B E U728 THFER (GS-US-352-0102 3XBR) # %M L7z, %
DFEHL. 300 mg # 7 HIE 200 mg SEANEFREE OEE R (AUC R Cmax) THDHZ &
SRR S AL, LAREOBRFE 1T 200 mg SEAIAME A S vz,

#5477 D PMF 313 Post PV/ET-MF [BE &2 5 & LB A N7 v A L—3 3 3o
Fo U —iklR (GS-US-352-1672 3AR) Tid, RS 72 200 mg QD (BEHI) DL - H&
ICBITDEABF =T OANER N PK/PD ZaHili L7z, ARBRCEIC NS A ~—b—%H
WA T =TIk 2B MENRERFT LIRER, Bz A9 5 MF & Cofm kT
DD DR STz,

FIZ, PMF % Post PV/ET-MF fBEZ %G & L7122 DO R Z U N AHRER (JAK FH5E
FITEHEIE D 72 B 255 & L7z SIMPLIFY-1 iR, KON JAK BLEATARE 2 A9 5 HE
R & L7 MOMENTUM #E#) (28T, JAK LEFANGIREO A I b L FE A n
F=7200mg QD (HEHI) T X DM, BHER, &l O dEEN R CEFHIR ORER D W]
R RSHL, MO XV Y F =T R ONT T — L L L TR ET7 4 b+ Y
AT T AIRRD BT, £z, SIMPLIFY-2 i % & 72 3 O8I AHFER K& Ok



1.8. BMI3CE ()

KT 7 & ZRERO SRA-MMB-4365 ik (XAP #Bk) 2T, 24 B OEIEALI KR OE
M HREDE AT =7 200mg QD (FEA) DOLAVEZFHMN L72FE R, MF O A 9)# 2

SR IE DR 2 TG IR 2 H 9 5 BB LT, W HERE AR L2 LEFR TRER
BT a7 ANERT LI PRI,

PPK &7 /L % T2 BRER A 70 MR B5 - BUGRIT 24TV 3 -2 D3 T #HRER  (SIMPLIFY-1 7t
B, SIMPLIFY-2 ik X O MOMENTUM &) OF —2 b, 1 HY7EDDOEABTF =70
WRIEE E . 24 RO EER G NERHMITE B K O OBIRE RN L, ARE T, i
# B & TSS ICBEITRRD b e o 7oy, IR & & MIRARE OHE/ N & ORICEILENTED 5
izo LINL72RD 6| IREEE & MIEARE DM/ N O BIRITHERE BIZIX O D ENKRE N7,
ZEMETIE, 1 BY 72 OBRFEENEVIEE T L— F 3 LLEO /MRS E & KR = =
— O RF—ORBEIGITEVEA AR SN 2 2RE, et LIREEICEEIIRD S
Nipinotz, TARF =T OREGFEEL 7L —F 3 LI EOM/IMOEAE R R = 2 — 8
F—ORBDOBEEIZOWTIL, HHFHIARE L 2o b00, BRNICERDO O HFRE TIT
RN EEZ LR,

PLEDFERENS | %xm%:fmm@ﬁlHl@&%%Mﬁ%%:ﬁ#é%%%ﬁ%
% MELRE Lz, JHEREIE. 8 AR CHRE LT A 0 F =7 GB1E% O i)
WS I HERED X7 L — R 3 BLEOFEMRFR RO RBUS U &R SisLE I
Kox, BEORBICIVEEEZEEWET HI L& LT,

1.8.3.2.2. BAAMF EETORE - AEICET 538

HARN MF B 12300 5 HiE - &L, @EFEmRAZ SR E L7258 THEME (GS-US-352-
0108 #ER) 22HAF 6 AL/ PK, PPK fg#HT, WREE-SUGHENT, W ONCH I FHEER (H AN MF
HBE %G1 SIMPLIFY-1 #BR, K& TUYMOMENTUM ikBR) OFZhERK 0% 20k ok B4 125
DERE LT,

HAR AN OVH AN DR A % % RI2E A 1T =7 200 mg SEH[E# 5050 PK OV 2

Z M L 72 GS-US-352-0108 #ER Tix, HARANDBEEEDNHA ALY b @EWEA 2358 iz
HOO, BEFEEIIRE EBE L, MF BEICBIT 22N 2RE-FOSBEREREEZ 2 &
IRINCEE /272 TIX 0 Ll S vz, WRIME R OWMNRMEZERIZ OV T, MF OZE R ONA
RARICHAMZENS E [BAR, K7 U7 (BB, BE, v HHR—) | AR O]
172 <. PPK AT CIEIRIE I & & U TRIE ST, IRE-SUSHAT Tl RN EAE A
THERDELL L T2 Z & SIMPLIFY-1 R CTHARNBEE LANENEZ O MES ~ 7 7
MR E S BEE LARBEDRRBO BN -7-2 &, GS-US-352-0108 FABR CTH AN & A A
DFERERR AN DIREEDZIIHRMIICEE TIIRNWEEBEZ N2 LD, RIEMERSE A
0 F =70 PK KRR R B Z KIF T RTREME IR & & 2RI S vz,

2 SO ERZIVE M ARRERIZ ST, SIMPLIFY-1 iRBR D H A NEOBFHIIN Z .
MOMENTUM #RBRIZ HARNBEDHAAN SN TR o722 v, MEIRIEICET 2
DRI K OMMRIVE O BE RN AR 72 [E N AR 2213780 IR0 2 & 2B E 2. SIMPLIFY-1 7Bk &
@MmﬁmeﬁﬁfaﬁA%%<7v7%I(%l\m@\//ﬁ$~w)®ﬁ%_0
WTHRIRE LT,
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2 OO ERZ)VE I AHRER [SIMPLIFY-1 it (AARANERAKROT U7 NEMEET) K
O*MOMENTUM & (7 27 AEMEETe) 1 OFERIZOWT, SIMPLIFY-1 3RO H AR
NEM (BAuF=TF 66, VXY VF=T7F 96 Tix. &FENLFRERICHARAN
EHTOEDEN RS, BEMEICHRRENETGED Doz, BARNZRS TV
7 NEM [BE, 515, YU R— (FAF=TRE LB VXV F=TEE:9
#) 1 TH, SEREMEKOHARNER L FEICE A 0 F =T OFIMEN RSN,
MOMENTUM B Cld, BARANBEITHAAN SN TRV OO, EM &L, 7
CTNEH (EARF=TRE LB, XY AR 66]) THEARTF =T OHEMEIR
S,

PLEX Y MFBEFOREERNLRE LARE AARNCEAT2 2 LIRS THY
WA & RARICAH CORRHERE ML - MELd [@E ., RAIZIZTEArF=7 L LT 200mg
Z1HIEROELET 2, o, BEORBICEVEEHET S, | ERELL,

1.8.3.3. A% - AEICEEY 5 ER OB TR

1. AH L OWMES CE N S 7= B AR Tl ot EME Al & OFH L7258 0 a8 &R Y
LARMIIHRGH L T 59, AMER LML L TN 2 &0 b EE M A3 03
EBEIRELT,

2. HPHEREREEHRE 255 & L7z GS-US-352-1153 RERICEB W T, EARF =7 D PK L
LAV R 5 RS REREE D B A 5 L 7=, BHE OfFHEREREE £ (Child-Pugh 43%8
O) IZEABF =7 200 mg HEZ& HREE LIS, fERA LR L TEARF =70
Cmax [T 13%H8I0 L, AUC 1L 97%H80N L7=, M21 (EERHY) O Cmax 1% 76%8/)
L. AUC (X 48%/) LTz, & A F =7 Ol e Ok M21 OIgEE &0/ O
JEEEETD L. BEOERERE B CIIBMAHEZ 200 mg QD 2°5 150 mg QD (2
WETDZENHERESND -0, EEME S L TRE LT,

3. JAKIHERTHLEA BT =T IXEMAGEHEHEZAT 52 LD, OB FAIERIE
FrRAZ LR 9 2 mERED . Rl MR DS — )72 U A7 & L CTEIF LD, MF B
Zxtge & U728 I ARRBR T, /M Ekiseb KOV L— | 3 BLEDJEMm iR
BHEICHES S EA BT =T OfE, REXTE G- 1L O FEEDS BRICERE S, M
FHEIHED) Z EIC L W ARARERZEE T e 7 7 A ARROLNIZZ ENnD, b
AR CRE L7 HEFAEI IR G R0 FEICHE T T, FERE & L TRE LT,



1.84. FRALOIE (¥) RUTOHRTERM

1.8. BMI3CE ()

AFOER EOIEE () OREITHT-->TE, AHOEEFET—2—F (CCDS) .

B RERAEIE 2 2D RE

7V UBRER) OBEFALS NI LEEZ S BITRIE LT,

IIEhE L L THT Ao X 2% —F¥ (JAK) FHEH vV ) F=

R EDER ()

BREARHL

1.

1.1 AR OFGIX, BAFRHI RS TE D ERHFR BT,
T M A EVERE S ORIk L T 72 ik - B A FF o=
& T ARANOBE DY) & S D RERIC DN T O AEE.
THZ L, Fio. WEBRICHENL S, BE LT OFEBRICE D
PR OMERMEAE I L, REEZSTHr LG 26675
Z &,

1.2 KRN OFEGIZ LY | EEZLHENE XL Y A L A PEDRYLE S
MBE L, ECICE SRR RE SN TND Z &b, +4
TRBIEREAT O Te ERYMEDRIEITIER T 52 &, [8.2. 8.3,
9.1.1-9.1.3, 11.1.1 &[]

g

r--3
[=]

1.1 HrEMEEE A X
DB DERO—%H)
7RTEERE & UCRRE
L7,

12 A OEFRRRIC
BUWT, AKAIE ORF
BfR A S ECERVE
B 70 RYLIE DL T
Hobohl-Z b, £
T2 - T SERI D3
HERTNWAZ En
b, EEME AR 7
OREE LT,

2. B (ROBEIZEEBELENI L)
AFN DL LIEBOE OBEERE O & %

2. EELHO—RIEE
FIHE L CREHIL T,

5. DRERIIZRICEEET HEE

5.1 FRRFRBRICHAANDNIZBE DY X7 535, MiRO KX X
KL OE M ORBEZEZHONT,  T7FEREAE ) OHEDOWNE % B
L. AAIOFE IR N2 00 28R L7 1T, i
DORBINEITH Z &, FrZ. JAK BHEFNC X 21RO 720 B
SOFGAIZOWTIE, OTERD FEREIZ OV T HEEITHRGETT
HZ &, [17.1.1, 1712 2]

5.2 B FROMA ATV, HRERMEE &
HT+sZ &,

M S VT B IR

5.1, 5.2 N EEO®
WRizhiz->Tld, T
REMAMAHRARTH D
GS-US-352-0101
(SIMPLIFY-1) Bk &
¥ SRA-MMB-301
(MOMENTUM) tB&
DGR K ORRIR K
BERIL, KHlOF
R OV % +4y
BRSO ER D D
TEMBRE LT,
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Z )

1.2 HEEORHEREFEE (Child-Pugh 5% C) AT % HE IG5
AL, AFI 150 mg ZBABHEET 52 &, [9.3.1, 16.6.2

1.3 KA G XV EWERI BB L 2568121, TRESEI,
ARANERFETRET 5 2 &, AWEMIC K 2E% ., AAMR
RO BIL, FHRNRPRD bW GEIE, 50 mg T &

THIENTE A,
RIEH FEIE AL
M/RIgY> 25,000/mm?® LAk 50 mg HEZEET 5, 100 mg
50,000/mm?> ¥ ERFOEAIZ1E 50,000/mm? DL E
(REIP 5-BRtART O (I 5 £ CRIEEZBET D,
MR A RIEZIZHEHT 2561203,
100,000/mm? LA £ 100 mg THBI$ 5,
B
25,000/mm> it N2 T A 2T 50,000/mm3 LA
FizmliET 5 & CREE B ET
Do WEBICHT 2HAITIL,
WREERTO A EDD 50 mg HET S
1)
IFHRERED  |500/mm? AR 750/mm? LA RICEIHE S5 F TRK
T3, REZICHERTHAIC
1L, WREERTOH &S 50 mg W&
ﬁ—éiil) .
FEMAEFAE [ L—F3UEEY |7 L—F1UFUIN—R2F A
EHHL IZEIE T 5 F ChREET 5, k3L
BT 25 A1, KRIERTO A
/)5 50 mg JHET HED

1) RERETO A 100 mg DA 100 mg THEIT 5
£ 2) NCI-CTCAE Version 5.0 IZH# 1 %

FREDHEE (B B EIRHL
1. RERVHAERICEETSEE
1.1 fOFEMEEH & OORICON T, AR et |71 AR TE
S LTV, i S 7= BRI R BR T
fth D HTEMEESEA & OF
H L7256 O a0 &

O RMEIIMET L Tk
O AR VLA
PEITHEN. LTV WD
EMBRE LT,

72 JIFHREREE BE &
*t5 & L7z GS-US-352-
1153 BRI 5o
XFRE LT,

73 H U AERRICK T
2 R EFRE, RFET
PG 1k D FEHEIZRE S

Z LI K AR FTRER
BT a7 7 A LR
WO BN Lk,

RO ICHE U TRRE
L7z,




1.8. BMI3CE ()

FRALEOER (R BERL
8. EELEARANIE
8.1 M/MRIAME, &, GFPEkBESE RS bbb 2 eid (8.1 AAIO JAK FLEE
50T, AR OGN, KOS ESMIC Mgk |ICERT 5 ek
(M ERECEE, AMERYHS) 2175 2 &, [11.1.2 B3] BdHOONDZLND
HT b, FEEM
PRI TZ0ORE LT,
8.2 fhEkIERIC L Y, MIE., BEE., VA LAXIRRICES (82 AH|D JAK PLEME

JRYLESC A A LR N B SIS 5 Z e 3 5, T4
VA FERSENEIEME LT B2 NNH D DT, AFIBEITE
SO TR TANA, FEEEOREOARmAZMEZR L., AF O
BRSO 72 VB DR 2 BT 5 2 &, ARFIEG IR
YUiE OB+ odET 522 L, [1.2, 9.1.1-9.1.3,

11.1.1 2]

8.3 HARIEZ N H HbND Z ENH D DT, AHI DO GBRLAHT
(2 BFITRE U CTHAIRIEE O IEERIZ OW TR L, BE R
R BNTZHAITITESLICHEKE L, WURLEEZZITH LD
g5z L, [12, 912, 11.1.1 B#]

8.4 ITHEREMEENH L OND Z L dH DD T, AFIDOFK GBI

A, MO RIEMICF#EREEZITS 2 &, [11L1.3 S
iy

I & 2 a2 okt
T HMEERICL Y,
A, BEE, UA LA
ST T X 2 EGE
R B Fn RS 3 B %
L IFENT 2EBEN
NHDHZENDL, EE
WAEE AL 972 DORRE L
77

8.3 AHDERAKERIZ
B THARIEZ D FEBL
DARHHINTNDZ L
DD, EEMRE AR
TeORE LT,

8.4 AHIFGIZ K DT
BEREREE N H B b s
TERBHDL EDD,
HEEMGE 2L 372 D%
E LT,

9. RENDERZHITHBEICHT IR

9.1 B6HE - IEEFOHIHBE

9.1.1 BBOKMBREE (BITHEROBREEDHSEER UL
YU LERABTROHSEBE)

EEAIREMESE 2 BERH D, [12. 82, 11.1.1 &[]

9.1.1 AHAlD JAK fHE
TERIZ & 2% IR4
x4 2 I ERIC &
D, LERROBEIZB
TRZEERIREI L S/ 5
BENDLHDLHZ L0
O, FEME 2RI
OEE LTz,




1.8. BMI3CE ()

R LDOEE ()

B ERHL

9.1.2 BRE (BRME. ik, VMIILAREE) 286LTLS
BE

T IHERIC L VIREEZ B ST BENRH 5, HEMEORK
YIE & A0 L Q0 2 BEILERRBR IR S Tns, (1.2,
8.2, 83, 11.1.1 &MH]

9. 1.3 BEF#RVIAILARF+ ) 7DEEXIE HBs HuRiztEm D HBe
ihE L < (X HBs HikEtE D EE

B AT R 7 A WV ZADFIEHALIC L BIFRDNH b b BENNH
%o AN BRIFREF XTI BRFR VA NAX Y U T OBREITE
KRBR CIIpRAb ST g, [1.2, 8.2, 11.1.1 ]

9.12 AAlD JAK fHE
TERNC & B oZIs &
X9 D fERIC &

V. ERLDOBRETITH
erEftsEsB8ZEh
NHDHZ e, EE
MAEE AL T2 ORRE L
770

9.1.3 AH|D JAK fLE
TERNC & B sEIs &
9 D EHERIC &

0. EFELOBFITEBN
TBRFRTANLAD
FHEMEGIC & B HFR A
HobNHBENLH
HT EMND, EEMLE
PRI TR E LT,
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FHEOREE (B R ERHL
9.3 FFiREEE RS
9.3.1 EEDO#EERES (Child-Pugh H¥E C) B& 9.3.1 JIFpkREEE B

ARNOBIEAEZHET D & L bic, BEOREZ LV HEEICH
2L, BIERORBUCTEET 2 2 &0 AROMAPRED EF
L. BWERAMES HobhdrBZndH 5, [12, 16.6.2 5]

9.4 £HEREEZET HE

BERT 5 IREMED & D I, ARAIEE G- R O 5% 1 1
W TREE S 2 BV & ONE B 72 VR I Z DWW TRl 72 2
Lo 195 5]

9.5 IR

AR ATIENR LTV B ATREME D 3 5 el 169 L oA RN
falitEa blal s Ll SN 25O 5T 52 &, BIER
(7 PEOUHF) [ZHBWT, MKREERE (AUC) Of 23 %
(7> ) RO 1265 (8% ofh T, §E, WEE, B
RERD, BAR, BLBESENRD bz, £72, fho JAK R
FEHI O ERRIZ B TRGEIERHE S TS, [9.4 28]
9.6 =ELiw

BH LW EREE LY, b FAHF~DOBITIZIARATH S
N, BFERR (T v R ICBWT, RN ORI T ETO
Bofgbicky, BRBRERE (AUC) ®42E04E% 10 HEICE
T LR ORE RO G T, MAEROEFRRD . (KERE
DO BT,

9.7 INR%E

ANREE 2 g & U T BRI T S0 L Tu7Ruy,

Zxtg & L= GS-US-
352-1153 FABR O EkAFIC
EOSEFRE L, A
DRFIZEB N TARAID
M EN EH- L, &
TERD < Hobivd
BENLRHDLH L)
5, EEMLE AR
ORE LT,

9.4~9.6 FEEFARRER T
TR AT O B
NieZ &t FEEY
AT OREL
e Elo, ZEERE
L CAA| OB HiER D
T S aar A

9.7 /NEZEERGLE L
7= BE PR A BRI 320 L T
WRWZ EMHEREL
77,
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R LDOEE ()

B ERHL

10. ##E/FH
AFNTIEIZ CYP3A4 ICR R END, £o, RANTAKT =4
VR Y X7 F K (OATP) 1BI/IB3 OB TH Y . FLpmE #
> %7 (BCRP) DOPHLEIERZRT,

10.2 BtRER (BERAICEE TS E)

P SHIER

HRIAEAR - BT 1E

PR - fEBRIA -

OATP1B1/1B3 BHEHA
raARY v
=Bl = I B N

AFNOEINER DR
s hoBThinrd
DT, BEOREE

b DOEKD
OATP1BI1/1B3 [HZEE
FAick o, KoM

L HEICHIZE L., BIER |[REN EFT 2 wHetk:
[16.7.1 ZIR] ORBUADEET D |Bd 5D,
&,
UV CYP3A #5384 [(ARAIOFHMENRTET |2 b OZEAIZED
A R HBENDRHHDOT, |CYPIA FHEEMIC K

T /)N )X —)L
Trx= MUK
A3 UF XY VD
(St. John’s Wort, &>
hePg—r R U—
K &R
[16.7.1 8]

BHEDOREEZIEEICE
BIH L,

D AHIO i HRE A
KT % ATRErER &
Do

A =R N i Ek==="1]
FA ST —)b
ST T—)

AFN DA A 5 3
LBEENRHDHDT,
BEORBEEEICH

INsoHEANZLDHE
WpH O EFHIZ LYK
FIOVEFREE MR T L,

TRT TV BT, ARAFN O 1 EAMK T
[16.7.2 &R] T L AHEMEN B D,
BCRP DREH L 72 5% |Zh b OFAIORIVEM |AH#I> BCRP FELEEM
7l DOFRBINEIRINDE (ITLD, b D3EA|

OANZRBEF IV ENRHDDT, BE (OmPEEN L5

DAZFA DIRREAEE B |TREMER D D,

BT ANLT 7Y
P
[16.7.3 ]

L. BIER OB
DEEBETH L,

10.  FERGR R O Rl
WS & AAIORH
(AR DEEFR Zridl L
7=,

10.2

AFN O FE M HE BAE R
BRoOfERICESE
OATPIBI1/1B3 [HLEH &
AH & OPFAEEEIZ K
0 KD i A R
ERFTDAEREER S D
TEMBRIE LT,
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1.8. BMI3CE ()

FRLELOEE (B B ERHL
14. BRALEDZFE 14. WiBZRET B2

14.1 FFRXMFHOEE

14.1.1 R ARET D720, FolFl Z2 [FE L7zR MLradEiho £ %
BEIIRMNT DL,

14.1.2 R8T D720, ol z [FE L 72t OGS TRIF
L. RO, #Fied D L5 BFIHRET L2 L,

DEEFERE L THE
L7

15. TOHDIFE

15.1 EREREERAIZE D < 158

16, 1.1 BARBBRIC W T, IREFRIRMARSE . FZEResE, PIRMmAS
i, PRERIR AR SE S5 O B R AR ZERRE SFR D B ATz,

16.1.2 LIERFGDOY AV K+2 49 588 Y v~ FREHF %%t
G L LIz JAK BER b 7 7 > F =7 7 — Ut O R BR D
fER. FERHMBEE Th 5 FERLME R FS (Major Adverse
Cardiovascular Events : MACE) M OVEVEfEE (GERAIER S %
<) DFBRIZOWT, TNF UEABHCR T 2 % — R
(95%f5HEX M) X224 1.33 (0.91,1.94) KTN1.48 (1.04,
2.09) THY ., 95%EFEXM ERIZTOKE L TWIELE~—Y
v 1.8 T x . TNF [HEHBECK T D IHMERREE S L7202 o 72 2
EMHEINTNWD, £, AHITHEKHBRICHEODTLIME R
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1.9. AL FRITHR D 30E

1.9. —BEBMICRIXE

1.9.1. JAN
SRR 29 4E 5 9 BATERAESRSRESE 0509 55 4 Sl L vammE i,

JAN (HA&A%) & AvF=7HEBEEKY
JAN (3% 4) : Momelotinib Hydrochloride Hydrate

1.9.2. INN
WHO Recommended International Nonproprietary Names: List 69 (WHO Drug Information,

Vol.27, No.1, 2013){Z momelotinib & L TI# ST 5,



HASE R I 0509 B 4 &
% 29 & 5 H 9 H

FHENREAETER (R) & &

B A R - AT R B R
C = " #H W)

= H 5 O — R FRZ DN T

FRLICOWTIE, TEHEML O —fREGA PO BRI DWW T (FAL 18 4 3 J 31 H R
BRI 0331001 HEA G IE EREMHEBEN) JFIZLVBRVFE->TWDHEZAT
HoHN, A, BOPEICBT HERSE AT (BLT TJAN] &V )H,) 1220,
BIICBIRO LB ED-OT, MTHOE, EE TREMRESICEMG LA L i
LAY A

(ZHR)
HAREIR S — 47— 4% ~<X—A : URL http://jpdb.nihs.go.jp/jan/Default.aspx
GIIRDOIEHD 9 5, JAN LSADEF OB RIT, HiLT —F X—ADFR TR
HZEELTWET,)
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(BZ 2) INN [ZUNE S 7= B OB EICE T 5 B — R4 7
Rk 18 4F 3 A 31 HIRMAFAIF 0331001 /245 @E EXRA N BFEEEHMEE BN THIE?2)

B 28-1-B8
JAN (HAR%) AT~ A
JAN (3% 44) : Spiramycin

AESTA I UII - R=

RESTA LI : R=——l\/cm

AT A1 : Ca3HuuN2O1a
AT A1 CasH76N2O1s
AT A I CagH7sN2O15

(AET~AT 1)
(3R,4S,55,6R,8R,9R, 10E,12E,15R)-5-[2,6- 2 F A % 2-3-C- A F/L-0-L-rib0-~% V &' F J 3 /b-(1-4)-3,6-0F 4
XV3VAFIAT ) PD- TN T ) N EFV9-2346-T T TAXFT A4V AF LT 2 ) -B-D-
erythro-~ Y 5 ) L F F 2)6-R /L L A F L3k R b A hF 8- A FILA~FH 5 4-10,12-
Yx 54U R

(3R,4S,5S,6R,8R,9R,10E,12E,15R)-5-[2,6-Dideoxy-3-C-methyl-a-L-ribo-
hexopyranosyl-(1—4)-3,6-dideoxy-3-dimethylamino-f-D-glucopyranosyloxy]-
9-(2,3,4,6-tetradeoxy-4-dimethylamino-B-D-erythro-hexopyranosyloxy)-6-formylmethyl-
3-hydroxy-4-methoxy-8-methylhexadeca-10,12-dien-15-olide



(A F=A 1)
(3R.,4S,5S,6R,8R,9R,10E,12E,15R)-3-7 & b & 3/-5-[2,6- VT A F +/-3-C- A FJb-q-L-ribo-~F V ¥'F J L/ )b-
(1-4)-3,6-CFT A FL3-DAFNT I ) PD-Z VAT ) I NFH]9-234,6-T 8T T AF 4D AF
VT 2/ -B-D-erythro-~% Y 7 ) LA F 3)-6-TR )L LV A F)b-4- A hF 8- A F)LAF W T H-10,12-2
T -15-F Y K

(3R,4S,5S,6R,8R,9R, 10E,12E,15R)-3-Acetoxy-5-[2,6-dideoxy-3-C-methyl-a-L-ribo-
hexopyranosyl-(1—4)-3,6-dideoxy-3-dimethylamino-B-D-glucopyranosyloxy]-
9-(2,3,4,6-tetradeoxy-4-dimethylamino-f-D-erythro-hexopyranosyloxy)-6-formylmethyl-
4-methoxy-8-methylhexadeca-10,12-dien-15-olide

(AET~A 1)
(3R,4S,55,6R,8R,9R,10E,12E,15R)-5-[2,6- 7 A % 3/-3-C- A F/L-0-L-1bo-~F Y BT ) 2 /b-(1—-4)-3,6-V T 4
XT3 TAFNT ) PBD-INANAET ) UNAFFU]9-2346-T NTTAX 4T AF VT I ) -Bb-
erythro-~% Y v°7 ) L LA F)-6-TK )L )L A F)b-d- A FF V8- AF)L3-TF 0 /R ) A LA F o AFHT
77-10,12-Y = -15-4 U R

(3R,4S,5S,6R,8R,9R,10E,12E,15R)-5-[2,6-Dideoxy-3-C-methyl-a-L-ribo-
hexopyranosyl-(1—4)-3,6-dideoxy-3-dimethylamino-p-D-glucopyranosyloxy]-
9-(2,3,4,6-tetradeoxy-4-dimethylamino-fB-D-erythro-hexopyranosyloxy)-6-formylmethyl-
4-methoxy-8-methyl-3-propanoyloxyhexadeca-10,12-dien-15-olide



BhkF 5 28-4-B3
JAN (HAA) € 2xnF =7 HBEKMY
JAN (3% 44) : Momelotinib Hydrochloride Hydrate

CN

Iz

H
N

N~
™

O

C23H22N(,02'2HC1'H20

N-(Z7 ) AF )4 L2-[4-(ENRY -4 AT =Y JIEY I DA AR XTI N R —K
Atk

N-(Cyanomethyl)-4-{2-[4-(morpholin-4-yl)anilino]pyrimidin-4-yl} benzamide dihydrochloride monohydrate



BokEE s 28-4-B5
JAN (AAR%) 7=V 777 ) CEilkE
JAN (3£ 44) : Difelikefalin Acetate

i XH3C _COZH
CO2H

NH,

NH2

C36Hs53N706°XCoH407

4-7 2 /-1-(D-7 ==V T T =)b-D-7 = =)V T T =)b-D-B A LL-D-U TINERY D AT VIR
737y

4-Amino-1-(D-phenylalanyl-D-phenylalanyl-D-leucyl-D-lysyl)piperidine-4-carboxylic acid acetate



BhrF s 28-4-B6
JAN (HAA) 7~ F =T HBEKY)
JAN (3% 44) : Capmatinib Hydrochloride Hydrate

N/CH3
N e 2HCl « H,0

C3H17FNgO+2HCI1*H,O

2-T VA B N-AFILAAT((F )V 2614 AT VA VL2124 R U T 9024 )L}
N XTI R R — KT

2-Fluoro-N-methyl-4-{7-[(quinolin-6-yl)methyl]imidazo[1,2-b][1,2,4]triazin-2-yl } benzamide
dihydrochloride monohydrate



Bk T 28-4-B7
JAN (HAR%) X 7ua7aAx8y
JAN (3% 44) : Daprodustat

0] N @)
h ‘
N N\/COZH
O 0

C19H27N306
NA(13-P 27 BAF AT b RE246- R0 AF Y EY I D05 A MBAR= T Y Lo

N-[(1,3-Dicyclohexylhexahydro-2,4,6-trioxopyrimidin-5-yl)carbonyl]glycine



BT 28-4-B8
JAN (HEA%) =¥kl /v
JAN (3£ 44) : Esaxerenone

A
S\
1 /©/ o
HO
\/\N AN N
H
E CH;
F
F

CaoH21F3N204S

(5P)-1-2-t R ¥ TF/L)-N-[4-(A X > AR Z) T = = )L]-4- A F)L5-[2-( N U 7 A a A F )T = =
NVI-IH-BE 2 — L 3- 1 VARF I R

(5P)-1-(2-Hydroxyethyl)-N-[4-(methanesulfonyl)phenyl]-4-methyl-5-[ 2-(trifluoromethyl)phenyl]-1H-
pyrrole-3-carboxamide



ek 28-5-Bl
JAN (HA4) : ~ULRZ 2L
JAN (3£ 4) : Velpatasvir

C49H54NgOs

{(25)-1-[(25,55)-2-(9-{2-[(25.,4S)-1-{(2R)-2-[( A RN F L H AR = /NT R /]2-7 = = AT EF /L }-4-(A FF
AFINER Y D U2 A MAH-A I F Y — b f LY-111-D 8 KRRV Y BT (4,346,717 7 M1,2-d]
AILE =2 AN)S5-ATF B Y DA N3 AT AT T E 2 AN TINNI VATV

Methyl {(25)-1-[(2S,55)-2-(9-{2-[(2S,4S)-1-{(2R)-2-[(methoxycarbonyl)amino]-2-phenylacetyl} -
4-(methoxymethyl)pyrrolidin-2-yl]-1H-imidazol-4-yl}-1,11-dihydro[2]benzopyrano[4',3':6,7 naphtho[ 1,2-d]imidazol-
2-yl)-5-methylpyrrolidin-1-yl]-3-methyl-1-oxobutan-2-yl} carbamate



iy 28-5-B2
JAN (HA&%)  hART 7 Zen
JAN (3% 44) : Cabotegravir

cH, O  OH

H
o F F
N
/l\/ H
o i N N
H
(@]
Ci9H17F2N30s5

(3S,11aR)-N-[24-V T VAR T = =) A F)V]6-E RRFI-3-AF)L57-UA4F V235711, 1la-~F V¥ E
FaAdxtynB32-ae’) F[12-dE7 -8 /bRExh I K

(3S,11aR)-N-[(2,4-Difluorophenyl)methyl]-6-hydroxy-3-methyl-5,7-dioxo-
2,3,5,7,11,11a-hexahydrooxazolo[3,2-a]pyrido[ 1,2-d]pyrazine-8-carboxamide



iR 28-5-B3
JAN (HA%) AR T 77t R UL
JAN (3% 44) : Cabotegravir Sodium

..

Ci9H6F2N3NaOs

QHS O ONa

(3S,11aR)-8-{[(2,4- 7 A T 7 = =)L) A F LB ILNTE A JLY-3- A F)L-57-V A F V23,5711, 11a-~F
bt FetF4ryrpBalt’l F[12dE T Y0645 —h—F U 7L

Monosodium (3.5,11aR)-8-{[(2,4-difluorophenyl)methyllcarbamoyl}-3-methyl-
5,7-diox0-2,3,5,7,11,11a-hexahydrooxazolo[3,2-a]pyrido[ 1,2-d]pyrazin-6-olate



BhkF S 28-5-B4
JAN (HAR4) 2y Ah~7 (BB THHZ)
JAN (3% 44) : Necitumumab (Genetical Recombination)

T2 BRI RN AT 4L REES
L 8
EIVMTQSPAT LSLSPGERAT LSCRASQSVS SYLAWYQQKP GQAPRLLIYD
|

|
FTLTISSLEP EDFAVYYCHQ YGSTPLTFEFGG

ASNRATGIPA RFSGSGSGTD

GTKAEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNEY PREAKVQWKV

|
|
STYSLSSTLT LSKADYEKHK VYACEVTHQG

DNALQSGNSQ ESVTEQDSKD

LSSPVTKSEFN RGEC

QVQLQESGPG

GYIYYSGSTD

SIFGVGTEDY

KDYFPEPVTV

LVKPSQTLSL

YNPSLKSRVT

WGQGTLVTVS

SWNSGALTSG

T?TVSGGSIS

SGDYYWSWIR

QPPGKGLEWT

MSVDTSKNQF

SASTKGPSVL

VHTFPAVLQS

SLKVNSVTAA

PLAPSSKSTS

SGLYSLSSVV

|
DTAVYYCARV

GGTAALGCLV
I

TVPSSSLGTQ

I
TYICNVNHKP

PKDTLMISRT

NSTYRVVSVL

QVYTLPPSRE

VLDSDGSFFL

SNTKVDKRVE

PEVTCVVVDV
|

PKSCDKTHTC

SHEDPEVKEN

TVLHODWLNG

EMTKNQVSLT

YSKLTVDKSR

|
KEYKCKVSNK

CLVKGFYPSD

WOQGNVESCS

PPCPAPELLG

WYVDGVEVHN

ALPAPIEKTI

IAVEWESNGQ

VMHEALHNHY

GPSVFLFPPK

AKTKPREEQY

SKAKGQPREP

PENNYKTTPP

TOKSLSLSPG

HEH QL : B'r /L I U HEHN301 : BESHFE G s HE K451 - fimm 7 mtky 7
L& C214—H $4 C224, H #4C230—H #4C230, HHH C233—H 4 C233 : YA/ 7 1 FiEE

F R BESH OHEERELE
Fucia1-6)
(B1-4)GIcNAc(p1-2)Man(e1-6)
Galg., Man(p1-4)GlcNAc(p1-4)GIcNAc
(B1-4)GIcNAc(p1-2)Man(a1-3)/



Co436H0952N170002020842 (& 737 G557, 4 AREH)
H#  C2199H33990N5750678S15
L& Cio19H1581N2750332S6

2V AT, b b EREERTZAEERICHT BRI e N gGl £/ 7 a—F AHiRTH S.
AV LAwTIE, vUAIxTa—~ (NSO) MLV EAIND. XY AT, 451 07 I %
FIEMN DD HEE (y180) 2 KRR O 214 D7 X/ BRiEIEN 725 L (k) 2 R THR I DHES v
RIE (O3 K 148,000 THD.

Necitumumab is a recombinant human IgG1 monoclonal antibody against human epidermal growth factor receptor.
Necitumumab is produced in mouse myeloma (NSO) cells. Necitumumab is a glycoprotein (molecular weight: ca.
148,000) composed of 2 H-chains (yl-chains) consisting of 451 amino acid residues each and 2 L-chains (k-chains)

consisting of 214 amino acid residues each.



Bk 28-5-B5
JAN (HA%) :T7hoINF=7
JAN (3% 4) : Acalabrutinib

0] =
NH2 . |
N— N~ N
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N
o} HFN
/J\Nb
H;C

Ca6H23N702

4-18-7 X 7 3 [2S)-1(T Z2-A4 /A MR Y D24 A I X V[1,5-alE T TV -1-A L-N(BE Y T2
AR AT IR

4-{8-Amino-3-[(2S)-1-(but-2-ynoyl)pyrrolidin-2-yl]imidazo[ 1,5-a]pyrazin-1-yl} -N-(pyridin-2-yl)benzamide

¥ JAN DA OTE®RIZ, 2B L L TRELELE,



1.10. #3E - BEEOIREFERBOFE L0

1.10. ¥ - REFOHEEEZEHDOFT LD

b4 - Bl

N-(T ) AFNY)4-L2-[4-(ENHRY -4-A )T =V )Y IV 4-A L}
A7 IR (4 FARTF=T) | O OZE DR

0

N~ CN
H

e 2HCI < H,0

0

BhEE - 2R | B RESRAEE

ik - AR | @%, RACETEAeTF=7L1LT200mg % 1 H 1 FEREOEET D, 2B, /&
FHORBIZLVEERET D,

RS D FRE

WA K OE | JRIR © & 4 0 F =7 HRE K

sy« v | A
ALY ¥ TH 100 mg (1 $2HE A v F = THEME/KFY 12194 mg (FAnF=
7&LT100mg) #H)
ALY ¥ THE 150 mg (1 8 E A v F = 7K 18291 mg (FAnF=
7L LT 150mg) &H)
F LT x THE200mg (1 HEHE A v F =7 HEEE /KT 243.88 mg (EAnF=
7L L T200mg) #H)
w EE
iR | BRE | &5 B b R O 5 3E B
(GR#E) R (mg/kg) (mg/kg)
~ U A WEEEE L | RO 5,10, 15,20 BID >20 BID
(C57BL6)
~ 1A WEEEE R | RO 20, 30, 40, 50 BID >50 BID
(BALB/c)
7w b WFHEE L | &0 20, 40, 60 BID > 60 BID
(SD) HelR 7.5,15, 30, 60 BID > 60 BID
@)
Z v b TS | R0 50, 250, 500, 750 750
(SD)
S X ThREAHL | FRO 15, 45,90, 150, 250, > 1000
(B—7 500, 1000
JLR)
KAE 5
iR | wERmE | &5 | &5 Be b LS Uy e
FRE | WIR | (mgkg/H) | (mgkg/H)
Fw h| TARERE | R0 | 48R | 25,50,125 | HEE XS | OGRREE): SEC(EARICEE
(SD) GPRREEC Y | ), —MeRREZ (ML,
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B, U ooER - AR

o RAE

=17 RESINmS], EE
DOAXAE, MR E R OIKME, 4
PR BRI DARA

68: VUL, (KAFEOKAE, FRifl
EREOARAE, HEH - FEH L

R S OARAE, Wl - Haf:

U »oSERAEYE, RERL IR R
DIEVE/ZENE, FEE LA R

FEID - AR

7wk
(SD)

&N

5,15,50

=5 HIMER « V2 o8Ek - 4F
FRER « [FHE FEERE DIRAR,
fEfieg U oNE - AR - 1
BRIE Y oSk U o
B Ve, EE: AR B
T,

=15: Blek PRANE 2/
A4

50: FETC, e, FAEBHOR
B, REHINIHI, A
BOME, R - fihkk
R FE DIRIE, R Bk -
NETREY s~ T
v b OIRAE, #RIRMER -
SRR MERAAE O EE, #
v UV E O E I - B
fige - Mhidk: (B ILAE, T -
RTINS Y o <Ef: AR EREY
/IR MERE AL, FEE: 2/
ZEHE, REE R R Eas)
JAETERIRATE S

b

(e—7

LK)

&0

4 A

5,30, 100

30

=5 JlafR: ZE

=30: fi@2 e D, BE
AT, e, gE: ERREKR,
JHge: MR A L, B R
AR AR T

100: ABCARIE, HIEE, 1&H)
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49910 1668.004 |PARTIAL VALIDATION OF AN LC-MS/MS ASSAY FOR CYT387 IN 200842124 _ wn | s 4
K2EDTA CANINE PLASMA ~200947H CKIED
49213 g14.1410 |FULL VALIDATION OF AN LC-MS/MS ASSAY FOR GS-0387 AND THE 20134£9 /] _ wn | s 4
M19 AND M21 METABOLITES IN DOG PLASMA WITH K2EDTA ~20164E8 H CKED
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42222 07 008 Permeability of CYC11387 and CYC11930 Across Caco-2 Cell Monolayers 200743 H #is (F—ANTYT) sk KPR 5%
CDCO_Cytopia Plasma Concentrations of CYC11387 and CYC11825 Following
) a .. . . . £0 A N s 2/3
42223 06_014 rAe(:]l;:Cntliiteril}t,lon to Swiss Mice at Target Doses of 10 mg/kg and 5 mg/kg, 20064F5 H (F AT ) A FEPER =




1.12. RTEH—FE

BTERRE | REEES ZA kL AR 5 Ji 34 RERER ST | WA st |FHE 2%
42224 CDCO_Cytopia|Serum exposure of CYC11387 in mice following oral administration at 20 20074E5 ] it Ak R B
07 019 mg/kg and 50 mg/kg
42225 8290926 Pharmacokmetlcs., 'Abso'rptlon, aFld Excretion of 14C-GS-0387 Following a 20138~ sk N i
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422.6-16 | OPT-2012-086 . sk R B i
OPT-2012-126 |OAT3 OCTI, OCT2, OATPIBI, OATP1B3 and BSEP- mediated transport 20124E11H CRIE)
422.7
Cen. Pharmacokinetics of GS-0387 and GS-644603 Following Oral Co- A Gilead Sciences ; s PN
4.22.7-1 AD-3522020 administration to Male Sprague Dawley Rats 014F A RS CKI[E) 5 FEPTETRE &%
423.1
) Acute Tolerated Dose and Maximum Tolerated Dose of CYC11387 by Oral 200647 H ~ 5 — .
423.1-1 [CYT00028:584 Gavage 2006412 (hepoyyy | | RPIEDE 5%
) To Determine the ATD and MTD of CYC-11387 as an Oral Administration to 200749 H ~ . [ %
42312 |CYTO0037:759 o "ot o 200861 ] 24N PR 55
. . 200844 A ~ ; . .
423.1-3 GWR1000 |Acute Oral Toxicity of CYT387 in the Rat 20094E5 f] s & B 2%
o 200748 H ~ ; Do .
423.1-4 |CYTOO0041:787|Determination of ATD and MTD for CYC-11387 20082 1 s & B 2%
Oral Maximum Tolerated Dose (MTD) and Single Dose Study of CYT387 in 200845 H ~ e P .y
42.3.1-5 GWR1002 | Beagle Dog 20094F5 f] 24N PR 5k
423.1-6 CANO08107 |Analysis of CYT387 in Dog Plasma 2008410 A #H4s AN N 5%
423.1-7 CANO08108 |Thiocyanate Analysis in Rat and Dog Plasma 20084212 A # s s NG B 2%
4232
. Acute Tolerated Dose and Maximum Tolerated Dose of CYC11387 by Oral 20064F7H ~ 5 —— .
4232-1 [CYT00028:585 Gavage 20064121 (hepoyyy | | RPETRE 5%
423.2-2 |CYTOO0041:795|Chronic Toxicity Study in Mice 2007511 A ~ = AN N ]
200848 A (A —ARUT) B
. To Determine the ATD and MTD of CYC-11387 as an Oral Administration to 20074F9 A ~ e —— .
4232-3 |CYTO0037:834| .\ "o e 200841 (AT 7) ot KN 5%
4-Week Oral Dose Range-Finding Toxicity and Toxicokinetic Oral Gavage 2013457 f ~
4.2.3.2-4 8283319  |Study With GS-0387-01 in RasH2 [001178-W (wild type), CByB6F1- 2014456 ] AN PR FEAD
Tg(HRAS)2Jic] Mice CKIED

10




1.12. RTEH—FE

BTERRE | REEES XA b AR 5 Ji 34 RERER ST | WA BigsE  |FHlL 25
- . 200844 ~ . s =
4.2.3.2-5 GWR1001 |Oral Dose Range Finding Study of CYT387 in the Rat 20094ES 4N B 5%
. 20074-8 H ~ ; T 5
4.2.3.2-6 |CYTO0041:788|Determination of ATD and MTD for CYC-11387 20082 f1 EZAS P E R %k
- ici i i - 2 ~ N el =
42327 GWR1004 Oral 28 Day Repeat-Dose Toxicity Study with CYT387 in Sprague-Dawley 00848 H sk N ST {i
Rats 200948 A
CYT387: A 28-Day Oral Gavage Toxicity Study Followed by a 28-Day 200942 H ~8H N TR -
4.2.3.2-8 1009-0461 Recovery Period in Sprague Dawley Rats (20094210 A 4&ET) st PR i
42.32-9 |CYTO00029:624|CYTO0029 Chronic Toxicology : Repeat Dose Study in Rats 20064101 ~ - i~ ENE R 5%
200743 (A—=ANZIT) _
.. . . 20114F4 H ~
423210 1668-009 I()f;_’f).’;ﬁ. A 13-Week Oral Toxicity Study in Rats With a 10-Week Recovery 201245 A st R T4
i (20124E 11 #ET)
GS-0387: A 26-Week Oral Toxicity Study in Rats With a 10-Week Recovery | 20124F12H ~ - g -
423.2-11 1668-023 |5 . 201446 1 CR ) HIZAS FEP R Al
- : , 2013476 4 ~ . s .
4.2.3.2-12 8283317 7-Day Oral Gavage Tolerability Study of GS-0387-01 in Non-Pregnant Rabbits 20134512 2N FENE B B
L . 200848 H ~ - e
423.2-13 GWR1003 [14-Day (Oral) Dose Range Finding Study of CYT387 in the Beagle Dog 200947 s PR 5#
4232-14 GWR1005 |Oral 28-Day Repeat Dose Toxicity Study With CYT387 in Beagle Dogs 200943 H ~9H s+ RN R
CYT387: A 13-Week Oral Toxicity Study in Dogs With a 6-Week Recove 20111601 ~
42.32-15 U ¢ v SHEy I o8 v 20124E7 /1 Wk | KRR R Al
" (20124 11 #ET)
GS-0387: A 39-Week Oral Toxicity Study in Dogs With a 6-Week Recove 20134373~
423216 | 8141407 [0 A EEEOE ty Study in Dog & 20144101 Wik | kkpevERl B
(201649 H ET)
4232-17 CAN09105 |Analysis of CYT387 in Dog Plasma 2009426 H & s+ &R %%
4233.1
4233.1-1 GXE0001  [Bacterial Reverse Mutation Test 200943 H~6H HEZAS R A
. . . 200848 ~ o o o
4233.1-22 GXE0002  |In Vitro Mammalian Cell Cytogenetic Test: Human Lymphocyte 200946 2N B FEA

11




1.12. RTEH—FE

MIEERE 5| W EES HA MV AR 5 f 4 P AR E ST | AR wHEs MG 25
42332
42330-1 AD37FP.125.B |Rat Bope M'arrow Erythrocyte Micronucleus Test Following Oral 20114F9H ~ ﬁ Ak R Bt
TL Administration of CYT387 20124F5 H CKIE)
4234.1
GS-0387: A 104-Week Oral Gavage Carcinogenicity Study in Sprague-Dawley | 2015421 ~ ] . e o
4.23.4.1-1 814-1519 | ° 2018423 1 CR ) AN FENE R r A
42342
26-Week Oral Gavage Carcinogenicity and Toxicokinetic Study With GS-0387-|  20144F7H ~ - s ik =7
4.2.3.4.2-1 8283320 01 in 001178-T (Hemizygous) RasH2 Mice 20164F1 H CRIE) s PR B
42351
4235 1-1 2287293 Oral Gavgge Stl.ldy of Fertility afld Early Embryonic Development to 2014451 A ~9 - asn G T4
Implantation With GS-0387-01 in Male Sprague Dawley Rats CRIE)
Oral Gavage Study of Fertility and Early Embryonic Development to 2013412 H ~ - ) - =
423.5.1-2 291 . . . i @R it
33 8291598 Implantation With GS-0387-01 in Female Sprague-Dawley Rats 201446 A CRIE) I FEEDR A
42352
Oral Gavage Dose Range-finding Developmental Toxicity and Toxicokinetic 201346 A ~ i - —_— -
423.52-1 8283314 Study with GS-0387-01 in Rats 201446 1 — AN PR il
423500 2283315 g);lall ;ivgiiv ]lien;t;{rzfs-Fetal Development Study for Effects With GS-0387-01 in 22(15?2?HN - Wik NG =5
CKE)
Oral Gavage Dose Range-finding Developmental Toxicity and Toxicokinetic 201348 A ~ - e e =
423.52- 28331 . . . i 2y it
3.3.2°3 8283316 Study with GS-0387-01 in Rabbits 201445 A CRE) 7% YRR Al
Oral Gavage Study for Effects on Embryo-Fetal Development and 2013410 H ~ - - —_— -
4.2.3.5.2-4 8283318 Toxicokinetics With GS-0387-01 in Rabbits 201443 H CKIE) A PR A

12




1.12. RTEH—FE

MIEERE 5| W EES HA MV AR 5 f 4 P AR E ST | AR wHEs MG 25
42353
Oral Gavage Study for Effects on Pre- and Postnatal Development, Including 201448 A ~ i s v -
4.2.3.5.3-1 8307965 Maternal Function With GS-0387-01 in Sprague Dawley Rats 201641 A CRIE) i+ Eaakoty Hl
42354
42354-1 WIL-604183 A Dose R.ange—Fgldmg Oral (Gavage) Toxicity and Toxicokinetic Study of GS- 20164E3 A ~11 A - YEAh N E (i
0387-01 in Juvenile Sprague Dawley Rats CRIE)
42.3.5.42 WIL-604256 g;lr;f; %é:\‘;?g;)}i(z:lcny and Toxicokinetic Study of GS-0387-01 in Juvenile 20;&?;222 ~ - sk TG STl
CKED
4.2.3.6
4.23.6-1 41501205  [GS-0387-01: The Corrositex Assay 201547 H~9 1 _ sk KN R 5%
42.3.6-2 EUNO0031  [GS-0387-01: The Bovine Corneal Opacity and Permeability Assay (BCOP) 201543 ~6H s & B 2%
ke Phototoxicity A f GS- in BALB/c 3T3 M ; - =
423,623 20054979 Neutral Red Uptake Phototoxicity Assay of GS-0387 in /c 3T3 Mouse 2014454 ~8 st R =
Fibroblasts
423.7.1
42371-1 EUN0029 GS-0387: As.sessment of Skin .Se.ns1tlzat1.on Potential using the Local Lymph 2015423 F ~6 /1 Wik HNEE Bk
Node Assay in the Mouse (Individual animal approach)
423.7.6
4-Week Oral Gavage Toxicity and Toxicokinetic Bridging Study with GS-0387 2013473 ~
423.7.6-1 8287200 [ o ke ging Study ~201446 /] wash | kPl AT AT
prag Y (20214F12 7 2ET) CKIED
423762 2336287 gat}?;/ee;azral Gavage Bridging Toxicity Study of GS-0387-01 in Sprague 201643  ~10 - st R =
y CKIE)
4237623 8340103 GS-642109: Bacterial Reverse Mutation Assay Using the Plate Incorporation 2016452 F ~4 f - HESh NG =5
Method CKIE)

13




1.12. RTEH—FE

T ERE S| REHEES A A kL IR T il T B ERS T | WEE st |FHE 2%
423764 8347289 GS-652151.3 and GS-652157: Bacterial Reverse Mutation Assay Using the Plate 201645 ~7 f YEAh N E Bt
Incorporation Method
4.2.3.7.6-5 YDF0001  |GS-030865, GS-072388, GS-713902: Bacterial Reverse Mutation Test 202143 ~8H sk HNE B GRE(i
423.7.6-6 8304635  |Bacterial Reverse Mutation Assay Plate Incorporation Method with GS-072388 | 20144E6 ) ~11 1 Z4S LA B FEAT
. . 20154E10 7 ~ o e o
423.7.6-7 8331674  |GS-713902: Bacterial Reverse Mutation Assay 201661 ] st PR AEAT
423768 8340102 SASe;gzg%S: Bacterial Reverse Mutation Assay Using the Plate Incorporation 201642 H ~4 f WESh HNEE =5
423.7.6-9 416301-01 |Opinion on the Mutagenic Potential of GS-642109 20215F108 K& e s & B ]
““%m(@mummmMQMWMmMmMMmMmmmmMe Gilead Sci
423.7.6-10 | 81;DSE-IS- ) ; P 2016510885 E | VAT sk | NG 5%
2016.1 Bacterial Reverse Mutation Assay CKED

4.3. ZE W

43.1. SEXE—E SR

14




1.12. FEH—E

55500 (kAR SR i i )

=7 FEHET
IHERE S| WEEE S 28y s | awnw | wen | s | L |50
~ & A
5.3.1.1
A Phase 1 Study of a Tablet Formulation of Momelotinib to Determine . .
53.1.1-1 GS-US-352-0102 [the Relative Bioavailability, Food Effect, and Interaction with 2013 5 Gilead Sciences, - HNEE P A
. ~20134-8 A Inc.
Omeprazole in Healthy Volunteers
53.1.2
A Randomized, Open-Label, 4-Way Crossover Study to Evaluate the
Relative Bioavailability of Single Oral Doses of CYT387 Capsule 2012 45 A YM BioSciences, N NG - -
53.1.2-1 YM387-1-02 Formulation versus Tablet Formulation and a Food Effect in Healthy ~20124-7H Inc. A FEPIRORY 5%
Adult Volunteers
53.14
FULL VALIDATION OF AN LC-MS/MS ASSAY FOR CYT387 IN 200046101 || . N -
5.3.1.4-1 1668-008 | AN PLASMA 201063 1 CRi) Zas FEE | Al
MT-SP-VAL- |CYT387 in Human EDTA Plasma via LC-MS/MS (0.50 - 1,000.00 2011478 H - ; D
5:3.1.4-2 RPT-1443 ng/mL) - Assay Validation ~20114F9 A CRIE) 51 R s
53143 GSLR2444 ;I/alninda:i::? oil a lg/le;ic:);i Nfc;r/ ]3[12 Determination of GS-0387 in K,EDTA 3(2)(1)??;4 fﬂ ‘ HEoh R g 1
uman Plasma by CK[E)
Validation of a Method for the Determination of GS-0387, GS-644603 20134F9H ‘ . . =
. : 5 5 N an 1A Eiiis
3-3.1.4-4 GSI-R2635 1,14 GS-642112 in K,EDTA Human Plasma by LC-MS/MS ~20134£104 o o AENETRE | REA
Validation of a Method for the Determination of GS-0387, GS-644603 20134124 ‘ ; e =
_ _ s s 3 >R =7 41
3:3.14-5 GSI-R2655RI and GS-642112 in K,EDTA Human Plasma by LC-MS/MS ~20144F3H CK[E) st HEPTEDRE FHf B
Validation of a Method for the Determination of GS-0387, GS-644603 20144F9 H ‘ . . =
) . 5 5 N an 1A Eiiis
3.3.14-6 GSIR2655R2 . 4 GS-642112 in K,EDTA Human Plasma by LC-MS/MS ~2015%:10H CK ) A PR FFAl
Validation of a Method for the Determination of GS-0387, GS-644603 201643 H ‘ . e =
_ _ 2 > 3 S ENA Anr
3:3.1.4-7 GSI-R2655R3 and GS-642112 in K,EDTA Human Plasma by LC-MS/MS ~20164F4H CK[E) st HEPTEDRE i
Validation of a Method for the Determination of GS-0387, GS-644603 2016410 H ‘ . , S -
) ~ 5 5 J an =14 Eiiis
5.3.14-8 GSI-R2655R4 and GS-642112 in K,EDTA Human Plasma by LC-MS/MS ~2016%11 1 CR ) 7 PR A
Validation Report for Method BTM-1154-R0: Determination of 200942 A ; ; AT N
5:3.1.4-9 FRO-R912 Moxifloxacin in Human Plasma by LC/MS/MS ~2009%2H s HAER =

€35

15




1.12. FEH—E

=7 FEHET
WAERHE S| W EEs 'z s | awnw | wen | s | L |50
~ Te A
Addendum Report for the Validation of Method BTM-1154-R1: 2014428 ; _—
3:3.1.4-10 FRO-R912A1 Determination of Moxifloxacin (Mox) in Human Plasma by LC/MS/MS ~2014456H CKE) s FEPEDRE =
Validation Addendum Report for Method BTM-1154-R1: Spike Solution 2013118
5.3.1.4-11 FRO-R912A2 |Stability and Long-term Sample Stability for Moxifloxacin in Human ~2014%E 12 ] s FNE B 2% I
Plasma by LC/MS/MS CKIE)
Partial Validation Report for Method BTM-1015-R0: Determination of 20124128
5.3.1.4-12 FRO-R2267  [Midazolam (MID) and 1'-Hydroxymidazolam (HMID) in Human Plasma | . 0124812 st FNE B 2% I
by LC/MS/MS CKkE)
Validation Addendum Report for Method BTM-1015-R0: Solution 2013428
5.3.1.4-13 FRO-R2267A1 [Stability and Long-term Sample Stability for Midazolam and 1'- ~2013%2 A %9 NG Bk Bk A
Hydroxymidazolam in K,EDTA Human Plasma by LC/MS/MS CKED
Validation Report Addendum No. 2 for Method BTM-1015-R0:
Freeze/Thaw Stability Evaluation and Long-term Sample Storage 2014578 ‘ ; o
i i ~ wek | oz it
3:3.1.4-14 FRO-R2267A2 Stability Study at -70°C for Midazolam and 1'-Hydroxymidazolam in ~201447H CKE) s HEAEDE =
K,EDTA Human Plasma by LC/MS/MS V
53.14-15 FRO-R1454 i\;ai;iztj;npl}z;zzt t1:0rli\élje/:$(;c/ll\]/?él"M-1363-RO: Determination of Ritonavir 302 100512212 ‘ Wik TR sz i
y CR[E]D
Validation Report Addendum No. 1 for Method BTM-1363-R0: Stock 20114E3
5.3.1.4-16 FRO-R1454A1 [Solution Storage Stability at -20°C and Long-term Storage Stability Study ~20114E3 A bz FENERE 5% pil
for Ritonavir in Human Plasma at -20°C by LC/MS/MS CKE)
Validation Report Addendum No. 2 for Method BTM-1363-R0: Freeze (- 20114E3 A
5.3.1.4-17 | FRO-R1454A2 |20°C)/Thaw Stability Evaluation for Ritonavir in Human Plasma by 201143 A st & R 5% i3
LC/MS/MS CKIE)
Validation Report Addendum No. 3 for Method BTM-1363-R0:
Freeze/Thaw Stability Evaluation and Long-term Sample Storage 2014578 ‘ ; -
) . 3 % 4
3-3.1.4-18 FRO-R1454A3 Stability Study at -70°C for Ritonavir and in K,EDTA Human Plasma by | ~201447H A FEPIEORE %
LC/MS/MS
Report for the Validation of Method BTM-1782-R0: Determination of 2014548 ‘ . -
) . 3 % 4
3.3.1.4-19 FRO-R3462 Rosuvastatin in K,EDTA Human Plasma by LC-MS/MS ~2014%6 A o A PR 5
CKE)
Report for the Validation of Method BTM-1782-R0: Determination of 20144548 ; .
) : ‘ ; % 4%
3.3.14-20 FRO-R3462R1 Rosuvastatin in K,EDTA Human Plasma by LC-MS/MS ~2014%6H CRIE) A FEPTREY b5
Report for the Validation of Method BTM-1802-R0: Determination of 2014558 ‘ . ATV
) . 3 % 4
>-3.1.4-21 FRO-R3463 Rifampin in K,EDTA Human Plasma by LC-MS/MS ~2014%7A4 51 HEPER 5

CK[E)

16




1.12. HITEH—FE

=7 FEHET
IRMERES | B RS 28y s | awnw | wen | s | L |50
~ & A
Validation of a Method for the Determination ofGS-0387, GS-644603 20134 10AH ‘ ; e
i . 5 > 3 R3S P iy
5:3.14-22 GSI-R2656 and GS-642112 in Human Urine by LC-MS/MS ~2014%1A o 5t PR 2%
CKED
Validation of a Method for the Determination ofGS-0387, GS-644603 201544 A ‘ ; e
- - ’ ’ 3 N& B &= A
5.3.14-23 GSI-R2636R1 and GS-642112 in Human Urine by LC-MS/MS ~2016%9 A - 5t PR 2%
CKHED)
Partial Validation of a Method for the Determination of GS-0387, GS- 2013%128 ‘ . .
331424 | GSIR2990 014603, and GS-642112 in K,EDTA Human Plasma by LC-MS/MS ~20134E12f 3 ok ARER | 25
Partial Validation of a Method for the Determination of GS-0387, GS- 2013412R ‘ ; .
5:3.1.4-25 GSI-R2991 644603, and GS-642112 in Human Urine by LC-MS/MS ~2013£12H CKE) s FEPEDRE =
Determination of Protein Binding of GS-0387, GS-644603, and GS- 2015438 ‘ . -
_ _ 3 B P il
3.3.1.4-26 GSERA225 - eir112in K,EDTA Human Plasma by Equilibrium Dialysis ~201543A CRI) 51 R 25
METHOD TRANSFER AND CROSS VALIDATION OF AN LC- 203098 | very | =
) } ; . = 1
3.3.1.4-27 814-1464 1\ 1S/MS ASSAY FOR GS-0387 IN K,EDTA HUMAN PLASMA ~201349] CKE) WA | PR |
Report for the QC and Pooled Incurred Sample Cross Validation of GS- 20134568 ‘ N Y - -
5.3.1.4-28 GSI-R2544 {2671 Human Plasma (K,EDTA) ~2013%E6 1 _ sk R | A
CKED
Report for Pooled Incurred Sample Cross Validation of GS-0387 in 20135128
5.3.1.4-29 GSI-R2957  |Human Plasma (K,EDTA): Comparison of Methods BTM-1636 and ~2013% 12 4N g AT 4
BTM-1686 CKIE)
2009411 A ; s 3 41
5.3.1.4-30 1668-007  |BIOANALYSIS OF CYT387 IN HUMAN PLASMA SAMPLES 011575 S| FENERE | AR
CKED
531431 E;isllﬁg gle\jgrgl_r}ell_tz)ozn of CYT387 in Human Plasma by LC-MS/MS Supporting 3(21011?;221 - sk R sz 1
CKIE)
Determination of GS-0387, GS-644603, and GS-642112 in Human 2013458 ‘ ; - -
_ - ’ 2 D K = EA Al
5:3.1:4-32 GSI-R2529 Plasma Samples by LC-MS/MS Supporting GS-US-352-0102 ~2013410H CKE) st AR i
Determination of GS-0387, GS-644603, and GS-642112 in Human 2013%11R ‘ ; , - -
B ~ H H y Py ENA i
5:3.1.4-33 GSI-R2853 Plasma Samples by LC-MS/MS Supporting GS-US-352-0108 ~20134114 CKIE) 51 HEPER Al
Determination of GS-0387, GS-642112, GS-644603, and Moxifloxacin 201443 B
5.3.1.4-34 GSI-R3190  |in K,EDTA in Human Plasma Samples by LC-MS/MS Supporting GS- ~20142E4 f] s HRNE L Hi# Elid

US-352-1150

CKIE)

17




1.12. FEH—E

o | AT
WHERE S| BETEs 54 b s | awnw | wen | s | L |50
o5 | RunE

Determination of GS-0387, GS-642112, GS-644603, Midazolam, 1 '-

531435 GSL-R3400 Hydroxymidazolam, Rifampin, Ritonavir and Ro.suvastatin in K,EDTA 2014458 ‘ st TR BE i
Human Plasma Samples by LC-MS/MS Supporting Study No. GS-US- ~2014%6H CKE)
352-1151
Determination of GS-0387, GS-644603, and GS-642112 in Human 2014118

5.3.1.4-36 GSI-R3688  |Plasma and Urine Samples by LC-MS/MS Supporting Sponsor Protocol ~2015%4 f] st FNE B 2% I

GS-US-352-1152 CkE)

Determination of Protein Binding of GS-0387, GS-644603, and GS- 2015448
5.3.1.4-37 GSI-R4396 1642112 in Human Plasma Samples by Equilibrium Dialysis Supporting ~201544 f] st &R 5% pil3
GS-US-352-1152 CKED
Determination of GS-0387, GS-644603, and GS-642112 in Human 2013412R ‘ ; .
) ~ > > b N £ Z/% zj]-]\'T?
5:3.1.4-38 GSI-R2943 Plasma and Urine Samples by LC-MS/MS Supporting GS-US-352-1149 | ~2013412H CKE) st FEPTEDRE =
Determination of GS-0387, GS-644603, and GS-642112 in Human 201449 A ‘ ; . -
- - ’ ’ b - =] A
5:3.1.4-39 GSI-R3687 Plasma Samples by LC-MS/MS Supporting GS-US-352-1153 ~2015%3A4 CRIH) st FEPTEDRE i
Determination of GS-0387, GS-644603, and GS-642112 in Human 2014%11H ‘ ; P
) ~ > > b N £ Z/% zj]-]\'T?
3:3.1.4-40 GSI-R3834 Plasma Samples by LC-MS/MS from Sponsor Protocol GS-US-354-0101 | ~2015%5H CRIE) A FEPTREEY %
Determination of GS-0387, GS-644603 in Human Plasma Samples by LC{ 20155 1R ‘ N - - -
3:3.1.4-41 GSI-R4039 |\ 1S/MS from Sponsor Protocol GS-US-352-0101 ~2016%E10H - A FEPTRRY ¥l
CKIED
Determination of GS-0387 and GS-644603 in Human Plasma Samples by| 201559H ‘ N - - -
3:3.14-42 GSI-R4420° 1}  MS/MS from Sponsor Protocol GS-US-352-1214 ~2016%E10H - A FEPTRRY ¥l
CKI[E])
Determination of GS-0387 and its Major Metabolite GS-644603 in 20165128
5.3.1.4-43 GSI-R6469  |Human Plasma Samples by LC-MS/MS from Study Protocol GS-US-352- st & R 5% i3
~2017%8A -
1672 CKED
5322
- - 3 . = -
5329-1 VV-NC-000209 Calculation of Potential Cytochrome P450 and Transporter-Mediated 20224F4 H 18 H | Sierra Oncology, sk AR sz i

Drug-Drug Interaction Risk Values for 200 mg Momelotinib e Inc.

18



1.12. RHEH—E

=7 FEHET
WAERHE S| W EEs 'z s | awnw | wen | s | L |50
~ Te A
5.3.3.1
A Phase 1, Single-Dose Study to Investigate the Pharmacokinetics, . .
201 1 ; - =
533.1-1 |GS-US-352-0108 [Safety, and Tolerability of Momelotinib in Healthy Japanese and 013 %973 | Gilead Sciences, | o p | ppeny | 24 )
. . ~2013411H Inc.
Caucasian Subjects
A Phase 1 Study to Evaluate the Pharmacokinetics, Metabolism, and 2013 45114 | Gilead Sciences e .
R _ _ _ > J ’ b S 723 ﬁ]\i‘
533.1-2 | GS-US-352-1149 Excretion of Momelotinib ~2013412 A4 Inc. A FEPYEEEY %
5332
A Phase I/Il, Open-Label, Dose-Escalation Study Evaluating the Safety,
Tolerability, Pharmacokinetics, and Pharmacodynamics of Orally- 2009 411 4 Gilead Sciences, § P =
) ) ) ; R =
3:3.3.2-1 CCLO9101 Administered CYT387 in Primary Myelofibrosis or Post-Polycythemia ~201244H Inc. 15 FEPIRORY ¥l fi
Vera or Post-Essential Thrombocythemia Myelofibrosis
A Phase II, Open-Label Extension Study Evaluating the Long Term
Safety, Tolerability & Efficacy of Orally-Administered CYT387 in 201048 A Gilead Sciences, | | - 5 -
5:3.3.22 CCLO9TOIE Primary Myelofibrosis or Post-Polycythemia Vera or Post-Essential ~2014%-6 H Inc. i} FEPIEORL 55
Thrombocythemia Myelofibrosis
A Phase I/I, Open-Label Study Evaluating Twice-Daily Administration . .
2011 1 ; S
5.3.3.2-3 YM387-11-02  |of CYT387 in Primary Myelofibrosis or Post-Polycythemia Vera or Post- 011497 Gilead Sciences, WS P& 5% fia
. . . ~2014%-6 H Inc.
Essential Thrombocythemia Myelofibrosis
5333
A Phase 1 Open-Label Study to Evaluate the Pharmacokinetics of 20144F6 H Gilead Sciences, e o -
5:3.3.3-1 GS-US-352-1153 Momelotinib (MMB) in Subjects with Impaired Hepatic Function ~2015%2 A Inc. 2y FEPIEORE ¥l gl
A Phase 1 Open-Label Study to Evaluate the Pharmacokinetics of 201448 H Gilead Sciences, e o -
5:3.3.32 |GS-US-352-1152 Momelotinib (MMB) in Subjects with Impaired Renal Function ~20154-3 A Inc. 2y FEPIEORE 5% il
5334
A Phase 1 Study to Evaluate the Effect of Ritonavir and Rifampin on . . .
. 201341 1 ; e N
5.3.3.4-1 GS-US-352-1151 |Momelotinib Pharmacokinetics and the Potential Effect of Momelotinib NOZ 03 1T$O6i ai eadhleences, stk PN BE H
on CYP3A Enzymes and BCRP Transporters Using Probe Substrates '
5335
Population Pharmacokinetic/Pharmacodynamic Modeling and Simulation | 202245 H 18 H | Sierra Oncology, N o1 e P - i
5:3.3.5-1 5382-PKPDOO1 Report for Momelotinib in Patients with Myelofibrosis ek Inc. i} PR 5
5382-PKPDO001 [Population Pharmacokinetic/Pharmacodynamic Modeling and 2022F9H30H . . e Do
3.3.5- ) . s . . . 1 hK1 i B »
5:3.3.5-2 Amendment |Simulation Report for Momelotinib in Patients with Myelofibrosis W GlaxoSmithiline | i/ FEPYEORL s gl

19




1.12. RHEH—E

EF'E;;%%

= AR R
RATERE S| R EE e 54 R smionn | wwgny | wmn | omes | 0 |50
~ e A&
5.3.4.1
A Phase 1, Partially-Blinded, Randomized, Placebo- and Positive- 2014 4£1 Gilead Sciences
53.4.1-1 GS-US-352-1150 |Controlled Study to Evaluate the Effect of Momelotinib on the QT/QTc ’ sk HNE B BE A
. . ~201443 A Inc.
Interval in Healthy Subjects
5.3.5.1
A Phase 3, Randomized, Double-Blind Active-Controlled Study Gilead Sciences,
Evaluating Momelotinib versus Ruxolitinib in Subjects with Primary 2013 4212 1 Inc. T = S =
_ _ _ _ E| [£3 ij\: ¢ y =
5:3.3.1-1 GS-US-352-0101 Myelofibrosis (PMF) or Post-polycythemia Vera or Post-essential ~20194-5H | Sierra Oncology, [EIBRIEIR] | HPIROR il ul
Thrombocythemia Myelofibrosis (Post-PV/ET MF) Inc.
A Phase 3, Randomized Study to Evaluate the Efficacy of Momelotinib . .
. . . . . Gilead Sciences,
Versus Best Available Therapy in Anemic or Thrombocytopenic Subjects 201446 Inc
5.3.5.1-2 | GS-US-352-1214 |with Primary Myelofibrosis, Post-polycythemia Vera Myelofibrosis, or 2019447 | Sierra 0n<.:010 st HNEE ST H
Post-essential Thrombocythemia Myelofibrosis who were Treated with Inc £,
Ruxolitinib '
A Randomized, Double-Blind, Phase 3 Study to Evaluate the Activity of 202042 H
Momelotinib (MMB) Versus Danazol (DAN) in Symptomatic, Anemic ~2021412 A Sierra Oncolo
5.3.5.1-3 SRA-MMB-301 |Subjects With Primary Myelofibrosis (PMF), Post-Polycythemia Vera (F—%0> Ine 1 st HNEE ST H
(PV) Myelofibrosis, or Post-Essential Thrombocythemia (ET) FAZ7H :202 ’
Myelofibrosis Who Were Previously Treated With JAK Inhibitor Therapy| 14512 43 H)
A Randomized, Double-Blind, Phase 3 Study to Evaluate the Activity of
SRA-MMB-301- |Momelotinib (MMB) Versus Danazol (DAN) in Symptomatic, Anemic 202042 H ~20 Sierra Oncology,
5.3.5.1-4 Final Subjects With Primary Myelofibrosis (PMF), Post-Polycythemia Vera 224E12 ] Inc. (acquired by |  #EF4+ N E R BE H
(MOMENTUM) |(PV) Myelofibrosis, or Post-Essential Thrombocythemia (ET) GSK in July 2022)
Myelofibrosis Who Were Previously Treated With JAK Inhibitor Therapy
53.52
Open-label Study to Assess the Long-term Safety and Efficacy of Gilead Sciences,
Momelotinib in Subjects with Primary Myelofibrosis, Post-polycythemia 2014444 Inc. N —_— 4 .
5:3.3.2-1 GS-US-352-1154 Vera Myelofibrosis, Post-essential Thrombocythemia Myelofibrosis, ~20184F12H | Sierra Oncology, i} PSR 25
Polycythemia Vera or Essential Thrombocythemia Inc.
A Phase 2, Open-label, Translational Biology Study of Momelotinib in
Transfusion-Dependent Subjects with Primary Myelofibrosis (PMF) or 2016414 Gilead Sciences e -
3.5.2-2 -US-352-1672 ) . . ’ i ‘R % fi
533 GS-US-352-167 Post-polycythemia Vera or Post-essential Thrombocythemia ~20174-8 A Inc. A FEPYEORL %

Myelofibrosis (Post-PV/ET MF)

20




1.12. RHEH—E

W ERES | REEES 24 bV R I fit 191 TRBR R A RS g e T—HD
~ Te A
5.3.53
5.3.53-1 — Integrated Summary of Safety — Sierra (I)rIICCOlOgy, Ak & B AT 5
5.3.5.3-2 — Integrated Summary of Safety updated — GlaxoSmithKline | {4+ P& 5 fia

Patient-Reported Outcome (PRO) Evidence Dossier to Support the Use of
5.3.5.3-3 EVA-13884-01 [the Modified Myeloproliferative Neoplasm Symptom Assessment Form
Total Symptom Score (modified MPN-SAF TSS)

20072;25 8H Glleadlizlences, Widh Kk B 1
A .

Patient Reported Outcome Evidence Dossier to Support the use of the 202243 H7H | Sierra Oncology,

5.3.5.3-4 | VV-CLIN-00595 24N N B 5% i

Myelofibrosis Symptom Assessment Form (MFSAF) v4.0 Diary HE Inc
5.4. ZE X 541. ZFEXE—EZR

21



1.12.2.

RUTREERIGVEE %

FALOH B, LLFOHEHA

4.2.1.4

42343
4.2.3.7.2
4.2.3.73
4.2.3.74
4.2.3.7.5
4.2.3.7.7

S F RS R FAE R
Z DA DOFER

Gy AR

R BLOKE I B3 2 38R
{RAFEERER

R O TR R

Z DM O MR

FHSE D B, LT OIEHA

53.1.3
53.2.1
5323
5342
5354
53.6

In Vitro-In Vivo® BEi# 2 #a 5t L 7=l B 5 &
MR AR AR B E &

o b b AAREENE - B
LBEIZH T ZPDHABKUPK PDABRRES
= DML OFRER R

Mk % Ofl R BRI BE 9~ 5 ik &

22

112, FEEH—B





