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1 ERXITFERDOER

Nx VU F =7 ( [INCBO18424| i TINC424] & HF79) 1L, Incyte Corporation (LLF,
Incyte #) TAIFL SN 7z Janus F7—F 1 (JAKL) MOV JAK2 (SERMEZ 7R3 HH 0O JAK BRE K
THY, BHOHEFMEES (MPN) ORMIIEROT-DICHE S ey Y I DUk (—V
V) ThoH, VXYV F=T Y UEOS TR, CHuNgOLP (575 1 404.36 g/mol) T
H v, F O b F 4 1T (R)-3-(4-(TH-pyrrolo[2,3-d]  pyrimidin-4-yl)-1H-pyrazol-1-yl)-3-
cyclopentylpropanenitrile phosphate T& % (Figure 1-1) [2.4 FERGE AR OEFE AT,

MPN DOJFERIE+ 5 13 S 40 Tu7Z2 A3, JAK - Signal transducer and activator of transcription

(STAT) MREEDOEF I RIEH DR EREEZRIZLTNDEEZ X LTS (Levine and
Wernig 2006) , ¥T4F, JAK-STAT fRIKICBEHDL DB FARNBE R INTE Y, FFIZJAK2 BEis 1
D 617 FLBXNY ST ==L T T =T @E U JAR2YOE 28 B, SRR AR A

(PMF) T 65%, AREMEIM/MIIE (ET) T 55%, EMEZME (PV) T 96% % OREF THE &
L TU 5 (Tefferi and Vainchenker 2011) , & BT, 'BHEARHMEE (MF) BE CIXEfEEO2HIE
WOFRNTH D EEZH5NTND TNF-a <° IL-6 72 EDRIEMEY A M A i EFH L THDR,
INEDOHA NIA DY T FNAREIZIL JAKL OBENRIBIN TS (Mesa et al. 2007,
Quintas-Cardama et al. 2010) .

XY UF=T1F, JAKL KON JAK2 &S00 fiET 5 Frny o —BHEHEEKT
HY, JAK-STAT R ZFAET 572, MF OEEHEIG & & bICERZ WET 5 ATaeER &
% [2.5 BRIRIZ B9 2 WEFE ],

Figure 1-1 LEVY)F=T) VBIEOILFEEE
Hl.
f‘-l‘i . ‘ CN
N / / + H3PO4
_ —N

HN_
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2 BRERMAEIZ DT

2.1 BFHGEHEORERVESR

MF 1%, BBEOLEPH 78, ZaUsfl S s G, R T o 22 BRIERCIR ZHEER D
Bl, &Ml ThHs CD34 BHIEMin ORI A fi & 3 2 MesEsE Ch 5, MF BHE THE, %
FEVES A N A L OEATTHEE LD 7 o — O TSEMEHIE OB N A B i, B EEORMEL A 4
U%, ZOBMEREDOEMIC L > T M ia A b~ S, BEgE i & OV O ERAL T Ol
mOER (IECHFIE) "4 U5 (Stein and Moliterno 2010, Barosi et al. 2011) . T 78 EREIER
& LCIE, MEICBEE S ek (NP, MM, ZME& TEoKE) , A, mEHFR
(fARAE, Hifm) , {HEEMEOSHRER (FBRUK, RN, BT, KEEY, B8 BAabh
% (Mesa 2010, Mishchenko and Tefferi 2010) , FFICHEIZE KIZR 256014 <, ZWIFRIZIZ
85%M 5 100% b OEE IZHIEAFE S H4L5 (Barosi 1999) , X 512, MU S O FIMRIILHE £ A3
N2 2 & CMIRER BA-L, BEARSLEERHIER ENE0T 256055, MF B#& ORIK
RIEITZETH D0, JEROEITITHEVEF O QOL 1Tk E b, N THIMFER L, K
YufE, Wi, PIIRETCEEZ ST L VT35 (Cervantes et al. 2009)

MF [ZADHEETH Y, WK TORIEFRITFER 10 T AHTZD 04 005 14 NESHNTNDD,
FEIE R TP 2 ENMEMIZH D (Barosi et al. 2011) , ENTORIERIT 10 TAHLVHK 02 A
GERIZEIEES : 220 N) TH Y, AREEIT 1500 AFRE LHEHI SN S (FRE] 2011, /M 2007,
FI¥F 2007, Dan et al. 2006) , [EWNST MF OFIEFRS (FRAE) (X 65 OWENRH Y, Filh
TORIENZ\ (Barosietal. 2011, 7% 2011) .

2.2 MF &%

MF (2% 3 5 1a% 58t & LC, International Prognostic Scoring System (IPSS) @ U A 7 73¥EIZ
SIRFET LTV ZAPEBIN TN D, PSS DIFGHET /LT Y XL TIIE Y A7 > BEEfEMED
BAITRRBENHER SN TVDA, ZHICHEY L WEEIEERE OREBIZIE U TRENT LI
%, MF 12K L CIAHEZ B 72 b LI 2 ME— ORFRE I RGBS ch 523, £< O MF
BED 60 A TRHShmin TH L0, BIMOHRLERLDITII HTHLZ L, 2L
ZBHEARETH > THBMEICBE T 2 EERGIHESCHE T O U X7 2E, BEEEO 1 F35ET
X 27% & @V (Ditschkowski et al. 2004) Z & 72 s, [FIFERSE MMM OMITIXENTH
% (Passamonti et al. 2010) . BAED WL & 72 B2 WAL, AM-SClE R & D BE OFER K O
RIS © T 2 HERIENBIR S D035, R S DL ey (Tefferi 2010)
ZDXHIZ, MF DIRFRIEIFIRESNTEY, BARSBEZHGTE 2 601372202 L
Z, JERFERA BAY & LI xHEFIEIC b 2R WA S LD IREEIT D e, L3> T, MF I
B4~ 2 ERCMfEz 2> he— v L, BEO QOL L FPhokE% BfE T 2 &% MF OJREH
E-CH 5 (Barbuietal 2011, Mesa and Tefferi 2009) .
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ROKTIIAX Y U F=TRARINERTHEHIA TS OO, [ENTIE MF Z8#I0ES L
THAGR SN TV D IRANT MF IZRRT 2B MICH T 2 RHEREE LTHWOND T > Ka o fl
FOHTHY, MF BEOIRFRIEIIMD TRON TV D72, Fiiz 2 iaEE iR AR H 2 E
NTW5[2.5-1.1.2 ],
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3.1 mEICET SR

JREE, AN RE T BT, SMETHElE S 7,

JRIRIZDONWTIE, A& OB &K OB LM E O O - o OB EZ Eii L, & 5ICR
OB K ORI IFIEIZ DN TIE, ICH TAESNLEAEA A KT A4 ICHEIL L 73R & 0 L,
Z DRRARIC TS & %8 SN AME O S K OB 715 %, [E N O RLHEEEEICHE > TR L7z,

BANZOWTIE, gERIE LT L, WA OB K ORBRIFIEIZOWTE, ICH THESILE
BT A R A NZHER U7 A T L, £ ORRRIZEED E8E ST SMNE O BIE & OB
U % [E N O R R EREICAE > TR L 72,

KRAIOHFERZEERBRIY, M ay hAF— L TiE L7z v hZ2AWT M2ErRER Y A
RZ A4 L DOBGEIZOWT CER 15 6 A 3 H, BEHEFFRE 0603001 5) (ICH QIA (R2)) | I
o THEME Lz, [23 mBEICET 2MEER (QOS) 23.8 JHE[2.3 dnE 2 B3 2 5 &k
(QOS) 2.3.P #Hl],

3.2 FERRERBER

FERGIREER & U C, SEEER, EWohiealn, FHIERERE L L7z,

HHHBRICBWT, VXY UF =71 in vitro TERA KR OEAR O JAK2 EPEEZREL,
JAK-STAT R D > 7 F AREZ ] L=, PUEEER & L, invivo BRTALX Y UV F=7
&5 JAR2Y'T R R A RE Lot ESIR OB AR Lz, £72, in vivo 3BRTIT,
JAR2YOF 75 B 3B U T IRk O~ ¥ A AR CMIEONE /N CETFRO ER SRR ST
W5, I, Hi A A AERE LT, JAKYYTF R AR U~ 7 A TR L%
FEPEY A B A > (IL-6, TNF-0) OIMMEHFREZIKT I 72, £/, JAK2 #8452 & T
IL-6 DY 7 FVRELIHI TE 5 LB BN DH[2.4-3 H],

SR BAERREBR ORI, CYP 1T SEMEMITE O 5, CYPIA2, CYP2B6, KX
CYP3A4 Z758 7 5 AlREMEIHR VW & & 2 bl

KBS EERBR CA LN E B, REOIKBMEHATH S JAK EEHL THEIN
LETHY, BRARERICKT 2RIEHBERO FRIE 6 EHELE Sz, WTOZEIZBWT
b, EEESUIEEERARD Sz, V%Y U F= LR, ROEREHERE KO
DAFHEITRD bienoTz, WTROEBHICBWTEH, HRICEFIIALNT, EFLE T
RO BT, IR - BEEE (BRI ORI ORBVEAEREOKT) B’@dbh, 7y o
HHHF~OBITORER ST,

FERERABRORER, I AR OALEA~DRENE 2 N2 LG, HIRTFOMEHZBET 5
ZEPHEREEND, £, AF YV F =TI TICBITT O REEA R ETE RN LD,
AR HIEEZRL L 72 2 & D3RS S 2 [2.4 FEER AR BRBR OEFEFEAM ]
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3.3 & ER AR B

SNEICE T HERKRBEROER

NF U F =7, Incyte FEABIEL L 28R CTH A, /T 4 A5k L Ineyte thidF v U F
=7 OILFHEFEEN A fics L, KETIE neyte #1725, KEILATIE 7 7 0 A5 Bz LT
5o

AETIE, £9, PK/PD, BEEOEE, EWHAEH, QT, RUSAATAL 787 4 O
Fta BECEFEHERE, B v T BE, WEREEERE, BHlEEERE A RICE I iR
BEA 10 B ER U2, WIS, MF 2k LT, FEREMEEMHEET PMF) , EfZmE» -
T LB RERHEE (PPV-ME) |, ABEMEIN /MR IED & 81T L7 B BifMEE (PET-MF) 3 %t
gz, etk FIE BRRMEER ROCKMETHWLHE - HREYZBIT 5B TE VI B
Bro(251 #ED & 1 BEBER Lz, FORKR, BEYeSEROSER GCEE R AT o
Ty ANBERS LN, RHTOHERE  HESEELZZ LG, F I HRABRICBTTA 2
L& LT, MF BFREZRETAZOOHRALER/ECFSONTA N7 A4 3FEELRWZD, &
I HEBOEL, ABRT7FA >, o FREA PRI O TREEREERLF (Food and
Drug Administration, FDA) RUBKINE FHEFLZEB S (Committee for Medicinal Products for
Human Use, CHMP)} & @OWiaRIZEEY 2223 6 1FF L7z, PMF, PPV-MF, PET-MF BH #xf5 & L,
KE, HFY, ROA—ANZUTTCEBLET ¥ Ak, 772 RxHE, —EHeREERER
(351 #ABE) OB EIT, Special protocol assessment O FIEIZTEVY FDA L5 B L. 77,
PMF, PPV-MF, PET-MF B#FZ &g & L, BN THEM L/ 7 % L{k, DBest available therapy
(BAT) xtfe, IFEmibieii (2352 BB OFBEE L, Scientific advice D FNEIZTEWY,
CHMP LEE Lz, ABETINRG® 2 0% O HEEZ £t L-E, A% F=70 MF
iextd AFER O E2MERRALA N, £ 2T, PMF, PPV-MF, PET-MF BHIZXd A EHE
BRI R A E CAGEREE AT, KETIE 2001 £11 B, BRINTiE 20128 8 A, &
FTHTIT2012F 6 B, AAATIE 20128128, BETIEZ2013F 1 AICRRESNE, 2014 48F2
HHEFSIZBWT, 59 OF T CAGE ST A,

ERIC& 1T SRR OER

@vcit, 0] o zakRe K oBEE BIE LTEAADBERAL S E L
oD MEE (1101 BB A ER LS, FORR, 1101 BB LAEE 1 B (131, 132
B) o TiEettl PK oERESNER SR L, i, AF Y U F =TI CYPIA4 IC L - T
RMENDEEDHARANEELT VT TOREBEEICH LU THREED PK, TN Z2MERTFSH
HZ L, B MF OB, BEESOERERIIAARLIECE, HAHWNIEREBARUAOT T
HEOB TREDEWIRNEEZ N H, PMF, PPV-MF, PET-MF BFH % 4410 A A,
TE, @E, S T7 7 EERFEF O AR (2202 B 2 FEMHE L7, 2202 3BT 351 W
BRSO ERE CEEFMERL 28R EL, 7YVT7T ABEICHTIENE £2% PK %
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AT A2 b LTn, 2202 BROEARANE T VT AN (BIK) OFERICHRE EREEVN AR LR
T, 0 351 AR L O 2352 BBROFER & IR ERE 2EWR RN EB X LN L2581, FME
55 10 AHRRER (351, 2352 AlBR) Z AR 2 VakBRpkia & LTI 2 2 & 2t L, 2202 #ERO
BaARTS, LREOANEERKREBR ORI 2 BRI T — & /Xy 7 — P OZ A PEIC DV TR EF
FERR AR (DLT, M%) L OMkziTo7- (EERE I HERBRK TR 2011)

2202 ERTIE, HAZ 110 4D 5 BEAID 50 44755 24 BRFOKFi % 58 T35 > XUTE N LAFIIZ EP
1k Lf:ﬂ%e CCHIRIfRT 2 1 IR 250 & Uc, RIS TIZHFRNIHAE L 72 ZEA IR AU
DT DCE LR ST b DD, AT ORE R TITFRNCHE L AR EZ LBl - 72,

PLEOBFRRIEIC LY, ARFETIE, SMES TR (8 ER) & 1101 HERoOfE R o 1% Y
UF=7D PK IZ2OWTHARANESENDEFEERE TREREVIIAONRD ST L[2.5-
3.1.45 I, F7z, 2202 HEOAARANET T N (1K) ORERICEIR ERE 2B RH LT,
0% I $Baih%ﬁ (351 AABRAL TN 2352 3ER) DOFERE RE BN RN -T2Z L H[2.5-43.11
IH] [2.5-5.11 3], ‘B BESHERE 2 FREERIRE - 2R & L CHUEIRFERGERREZITO 2L L LT,

ZKEEEHT“@EHJ“T~§?/\\//7~\“‘ 2.5 ERARICBI T 2 BHERHm) S~ T, 7235, 2011 42 9 A 8

2, AFNETES D200 - R A TEBERRMEE) & L TR smHERL O ELZ IS L T
W5,



Page 10
CTD1 S ERRIIREROZERURRORE

4 S EUEREE

4.1 LEVI)FIIMNF BEOEELGRIETHIREZR I SE, £
OMRIERMIZH=5

MF BED 85%5 0 100%IZHIESFEO LI, ROEEREHEO— 2L L TEALNLTNS
(Barosi 1999) ., AETHIERBR L LTEB LR 2 205 O ERB (351 R, 2352 B8 o
WL, BERERES - AT A L35 35%LL BAE LR E OFIGIE, JREE (K7 R
& BAT) It TAF Y I F =7 THREICE 2 (p<00001) , £72, BAA, TEA, #
BA, RUREBAD MF BEA25EE Uiz 2202 388 T, 24 @RS TORBERES—2A7 4
8 35%LA AR/ L7 iR O FIG 1L 32%, MIREEOM /R (FE) (X27% THY, T
T MF BECR L THARMOBIE T 5 BIRITRD O, BEATLERRTHS Z LA
R AN,

) F= T ORNE T A N R ORREIE IS W T, BIREED S —-RA T4 s E 35%
LLEoofiE/as 24 A B2 THEHE T ATEL, B[51RBBo7r0—T v 75 =% (F—Fh v b
A7H 2011 %1 H . H) T 91%, 2202 #BET 86%, 2352 R B0 144 BEFOT v 77— Mk
BT 48 M2 EA THHETAHEED B THY, FAloBpRIRHMCbIZ - THMHTH I &
AURHEE LS, 70, 2352 3EER D BAT BETIE, Best response T 44% % DR E 0 PR E A HY
MLTEY, WME (bFR{E) 25 85%ThotnZl b2 Ex 2L, V&Y ) F =7 OEFNR
Retligta /M TR E B R b,

V) F=TRE L ABEDHE T X o T, FICEEEROMESE ), EENER
FAINRIEAS A3 2 2 &0, Zhicf MR ESEREESR R ORI EL5HELINR SIS Z
EAEE SN S[25-6.1 H,

4.2 MF BEOLEEK (RHRER BESTRE ZEDHETOER B
F.EOE BE--BRELE) ERESED

HEEMEOIER TH 2 RHIRIERL, BiT, FRERDOR ST MF BEO QOL ITHL{EET S5
W, ZHGOERPYET A LOBENESIIEVWEB AN A, EIRICHTAINETOE
ORI EICAHERETH O, DROHHF T 2EA T2 -7, LavL, 351 RB T,
modified MFSAF v2.0 2 V8B CHh % 24 BRI CRIEN A a7 (RUIRIEE, 3R,
EWE TFTOEFE, Bif, 28, BH - HHOGEH 2 50% U EETLEHEREOE S
(46%) | RO HIERA 2T OEE (-69) | OWTFhb, AF N F=TE2RETEHL
T ZERICEAFREICSEELE (p<0.0001) , 2202 HETiE, 7V70O MF BEFIZALT
modified MFSAF v2.0 ZHWTREE L= 35E s, (24 AERICERAER A a7 25 50%LL HE T L7zt
BEFOBEEG | X 9% THY, L3 Y IFoT7OREICL VERYKSE L, @ROERIZOWT
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E, WY 24 BEHCEGELTEY, 512, BAATHAX VU F=7I12 X AMEROLES)
RIZFEETH D 2 & DR SH72[2.5-6.1 1],

MF 8&®D QOL #HEEHE S

EORTC QLQ-C30 % W Cilli L7=#E 58, 351 sBRCIE, FRAMERERE AR WINOIEE T
b, VEIVFoTERETHILETTIERICHANAEICKE L, £, 232 BRTIE, 4
AR EEIRAE /QOL, &EIMERE, W57, YA, FRELIREE, MEARFEE, AACRIR, ROVFHT, B
RINCERDN DD EBZEZHNTWD 1081 > ML EDZ (Osoba et al. 1998) T BAT |2~
L7z, 2202 iBRTlE, N—RAT A »ORENBDRE NS o772, FHEDN—AT A
NHDEBITD TN THZ LD, SEMEEIED SN72[2.5-6.1 TH],

4.3 MF BEEOEFHROERNHFCTEDS

351 RBRD OS 7 v 77 — Mgt DEBMIF (FFfE) @ 102 ] TiX, 0S @ HR (95%(E#H
X[#) 1% 058 (0.36~0.95) THV, VXY UV F=T L7 I7vROMICABRENALNT
(p=0.028, B/ T v I7HE) , £z, 2352 RO 0S 7 v 75— Mgy DEBREIME (hk
i) :1513] TiE, OS ® HR (95%(EHHX[H]) 1%0.48 (0.28~0.85) THY, ¥V UF=7¢
BAT ORICHREZZTA LI (p=0.009, @RIz 7 F 7 E) [2.5-6.1 1],

5 DRI DER, LI RV IZET 5KRBROBER

2202 B LN 2 SO M ARRER (351 5Bk, 2352 3BR) CTHW -k - HE L Z 0%
ZEMT 22T, V¥V UF=T1L MF OIRKEIHEE LTEEERH Y, 2O+ & B A RE7R
BRI a7 7 ANTHD I EIREINT, £72, 2352 BRD 144 |EET > 77— MREN S,
XV F=TORMOEBEELHRINTND
MKM%%f%éw%yu%:fm,%@Wﬁ%ﬁ#%%%mﬂmiémﬁiwﬁ%$%@%
BNTPHEND, EBIC, WERBR CIXE M-l MR 08 b2, FEMEFAE EELRD
FBUIREN TH Y, HEIXHREEE RRENENLU T CThoTo, VE YV F=T &G T 55
ICRRCEBNPMELEEZ HND U A7 1E[2.5-6.2 THIIZ/R LT,

6 =EH

xRV U F=TILIAK [HEHKTHY, MF BEICRH LX) F=T7 2K 53252 LT, WE
O/ MF 2B L7 R OB N A DD Z ERNMER SNz, £70, AFIOFIFES D

720k L, MF & O QOL LR N2 LTz, OS IEEDAREME L RIB S N7z, U
ATIZOWTHE, Al MBI RN EHEE CHALNDT-DEELZET L 00, Hik - HED
FHICE B RE Ch o7,
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iEX D, vy ) F =71 3HEER IR 3K MFAE L2 MF B ISR LIEIR SO & 58 7 70
ORI ET DL LN TE OME—DEAITH Y, OS RO ATREME b RIRShZ/2%, TiRD
DNE TRIEREARHGEZIT) 2L & LT,

GIETIED V¥ W EHE Smg

[—ix4] NEY)F=T

IR EESHIES) IS AT

[k OHE] @, RAIZIEAXR Y Y F=7L 1T 1 B 15mg~20mg ZBtEHELE L,
1 A 2[E, 12 FKEEL BLICREARET 5,

k. BEOWREICE VEEHEET 5, 2 Uk KEIZ 1B 25mg % 1 H2[E &35,

MSAATEOE N EHE G R EEHR O & OFEICK T D s B E 2 2 HELR O EORIT,
UTnLEBY TH D,

(R OHE] @5, RAIEARZ 1 B 26 12 FEEEE BRIk n53 5, A&l
NFYYF=7L LTI S5mg~25mg DFPH & L, BEFOIREBIC L D@ T 5,
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Table 2-7 B R FRBRIZIS T DA EIEGIEEBEIE oo 25



Page 4
CTD16 NEIZHITHERKREFICET HEHR

1 NEICEITSFERARKRE

AFNL, B REPHEE (Myelofibrosis, MF) ZuGE & L, KETIX 2011 4 11 H, BN TIX
201248 H, HFHHTIL201246 A, AA ATIX20124 12 H, #ETIX 20134 1 KRS
NTWD, FEETOREGIRDLZ Table 1-1 12”9, 2014 4F 2 ARFRIZIBWT, 59 O E Tk
THARINTND,

Table 1-1 FEETORBRR

[ HKEBH RIRE - B

pNES| 2011411 A 16 H HFRIY 27 UEm Y A7 OJFFM B BERRHEE & OB A2 E T ARENE
M/ IAE 70> & 4T U 72 B Bl E

el 20124E8 H 23 H JFRVEE BERAEIE (B PEZSRMEE BERRAEIE) |, BRSO S ARBEME M
JIRIIE D> ST U 7B BERRAEIE O Bk N\ BB S 31 2 IS S E R o

B 201246 A 19 H JFRVE B BERRAEIE (BRSNS BERRAEIE) |, BEMEZS ME S ARBEME M
JIRIIE 2> S AT U 7o B BARHEIE Ok N EBEIT R A E, KOV XUTIE
N

AA A 2012412 A 27 H B BERRHEIE, BEMEZ MAE I T ASBENE fL/ Mk UE 55 00 B BRESSEM R s B
BATLTZ, RV A7 X3E U A7 OB BERRHEERE IS8T 2 HiE XX
SERTE

i [E 201341 H 21 A Y 27 SUEE Y A7 OFFEVEE BERHEIE & OB 2 M XA REN:
M/ IAE 70> & 4T U 72 B Bl AR E

BMEIFMIEDHKE M EE<

2 NEDFAXEEDHE
KEOTATCE (2013 4 11 AERL) KON EU OdE@oRAcE (2013 4E 11 AERR) O
ZLLFICRT,

2.1 KEDFHMFXEDHBE

211 BR%E4S
JAKAFI (ruxolitinib) tablets

212 FHE-ZE
1 BEFIC A F Y U F=7% Smg XiF 10 mg XiF 15 mg XL 20 mg XL 25 mg ZHT 5,

21.3 BEE - HR
AFNE, PREIY R 7 XUEE U R 7 O R BERHERE & OVELME 2 MU A EME /N L 7>
SBAT U= B BERRHERE 2 5 9 2 B OIRE A0 & T 5,
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214 HZ*k-HA=E

2141 HERAE

AFNOHELEEI A6 FH B, /MBI EES < (Table 2-1) , #&5-BAMARTIC 2 MERAIE 2470, #
513 2 ~4 BRICEREENLETDETUEZITH 2 &, ZORITAEE ORREIZIS T Ta
ERHMEZITH Z &, I b HERNENL, eV AL HICELERT D L,

Table 2-1 AEIDOHEFIBHE

i/ RN R

200x10° /L #8 1[E20mg 1 H 2 [H]
100x10° /L BL_E~200x10° /L LATF 1E 15mg1 H 2[H
50x10° /L LA_E~100x10° /L i 1[E 5mg1 A 2[HA

2.1.4.2 M/MREE 100x10° /L LI E THRERE L-S2E0NESEICNT 2AELE
HA FS4>
BEDERUBEREORE

AHIOBEG-H /M 50%10° /L A, & L <IZAFPERES 0.5%10° /L AR L=5a
ZiE, BEEFRET A L fMREDS 50x10° /L LL L, AFHERAS 0.75%10° /L LI EIZEE L7
&, BEZHEBALTHL IV, HE5FHEFORKHES Table 2-2 12777,

Table 2-2 Mm/MMREAVEIC & 5o BT 5EEDRKXAE

BITED /M EL ARFIH 5B O R B

125x10° /L L | 1[E20mg 1 H 2 [H]

100~125%10° /L At 1E 15mg1 H 2 [d]

75~100x10° /L i 1A 10mg 1 A 2[E% 2 B E
ZELIEEAIT1E 15mg 1 H 2 [FE~OH A THE

50~75x10° /L Aiifi 1[E 5mg 1 B 2 [E% 2 @M E
LELTEAIE 1B 10mg 1 B 2 B~OH RS ATHE

50x10° /L A 51 & foe & iy

* LRI OR KR TH 5, KEHMATLHEE, TWROMES 1[H 5mgl A 2 B2 HE LZHET
BT %,

TFRERDS 0.5%10° /L A2 I8 LB G- hri%, 0.75%10° /L PAEICEE L7354, 118 5mg 1 H
2B LT 1 E Smg 1 H 1 EITHETE 52, HEREO N, Wi 1 EMORKH®Z B
RN &,

AERE
M NREDNBD U236, M ROBUME L X B3 5-H W % [R38Ed 5 729, Table 2-3 IRk &
BE a5 2 &,
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Table 2-3 mM/MRBAEICHT HRAE

/RIS D R 0D F B
25 mg 20 mg 15 mg 10 mg 5 mg
LRI T4
1A2@E |1 H2[H 1 H 2@ 1 H 2@ 1 H 2@
P &
20 m 15 m
100~125%10° /L ¥t s X
1TA2@E |1 H2[H
75~100x10° /L 35 10 me 10 mg 1 mg EHERL
100 ; SR
! LA2@E | 1A 20 1 B 2] I
Sm Sm Sm Sm
50~75%10° /L AT ¢ ¢ ¢ ‘
1A2@E |1 H2[H 1 H 2@ 1 H 2@
50x10° /L i B 5 e

2.1.43 M/MREEAS 100x10° /L LLE TR ERE L - EZE0OAMIEN 5 TIEA LS
EOHAEESE
HRIERR EEZ b, /MR AF P BRSNS E RS A, Kis 1E25mg 1 B 2 EE
T1ESmg 1 H2REFTOHELTSH LV, &5 4 BEDNITEEL2WZ L, £, 2
WA LA DB L D b,

FROFME T STl T BE T, ARONRERTT S -

a. FHBALAET & B L, 2T X0 HIE L7 RO & 5 50%#E/), B L <1 CT &
MRI THRIE L 7= BIEARE DS 35%LL BRI L72dno 72,

b. 4B DM/ MEES 125x10° /L L ETH Y, ZOREIC 100x10° /L & FlE & 2o 7=,

c. TFPEREA 0.75%10° /L L ETH %,

RONT-IERT —Z IS E, 1ES5mg 1 H 2 BOHETORMBESGITNELEZRLTHD,
ZORETOMEERIL, X327 v bOAEERY A7 & ERIZEFEICRETLHZ L, AKlE 6
» A$HE L TH MY A X0 UTIEROUENED LR WEGAICE, #5245 &,

2.1.4.4 I/MMEE 50%10° /L LLE 100x10° /L K& TR 5EA LE-EHE DMK SIS
NI HHAELEE
ZOv s va i, MM 50x10° /L LLE 100x10° /L R TAR Y U F =T OIREAIT O H
FHOBNEET 5, MDY 100x10° /L BLEO B o ikl x4 2 AELEH L, 7o a
V2142 =5,

RETHEUVBREORE

AR OFEG-HIZ I/ MRE 25%10° /L &0, & L <ITAFHPEREDY 0.5x10° /L ARG L-5a
ZiE, B AR WS 2 b MRS 35%10° /L LA L, ZFFERAS 0.75%10° /L LA I [EE L 724
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A, BEEZHEBELTCH LY, HEIE, 1HSmg 1 H2EELIZ1ESmg 1 B 1EOESL SN
THET 5, FEEEOREN, f/MREDY 25x10° /L RS L < IZFPERED 0.5x10° /L i &
R0 HIEZE 52, el 1 EBORKHEEZBE XTI 57220,

AERE

IR RS 35%10° /L LA RIS L84, Table 2-4 O EIREFIE LU ZRE S, FAEWES
15 e RS

Table 2-4 m/MMREAGEIC T 2 FAERE

i/ HESE &

25x10° /L A Eitaaal )

25x10° /L LAE 35x10° /L K 1E 5mgl B 1 EOBEETT 9,

D0, BT D 4 T ORI DY 20% A 1ESmgl B 1ETEELTWIREIEELR,
25x10° /L LAE 35x10° /L K 1A 5mg 1 H 2 BEOBEETT 9,

D0, [EIED 4 W TORZ A 20% L0 E 1E5mgl A2ETHERELTWSEEITL A 1 ENZEF,

1A Smgl B 1 [ECHERELTWDBEFITEE LR,

2.1.4.5 [M/MRE 50x10° /L LLE 100x10° /L K& TR G L -EZEOAEMEA+
ATREBVESORAELESE

5B G 4 BEEUNITHEE L2 &, £, 2T LA ERIZHEETHE LN &,

7 a 2143 ITRT X IICHIMER AT 0%EEL, HEZ 1 EoREEIZOE Smg T
OHBELTHLWY, 7L, RKREIFTIF 10mgZ 1 H2EETS,

TROFMZTXTH-TERETIE, ARBOMELZRNNTS

a. D7 & B/ MEED 40x10° /L & Y

b. I/ NRELAY 4 T LN T 20%LL_E DI 2588 72

c. HFHEREAN 1x10° /L LI E&H Y

d. 4 EUNICAEFEFERLMKFENEC X 2MESC R Thiu Ty,

6 # HULEORKGR S, %7 4 v MBBENY A7 E ERZBEICRESNDIRETH D,
AHlZ 6 H HEG LTH MY A XD UBERDOSED RO bR WIGEEITE, &5 2 F 1k
THI L,

21.46 Hmicx3 2HAEREE

/NI A3 do B3, TEH A B &3 25 IS RE L= 3 B 5 Wi 47 5, Hifu) 5 [E
"WL-SE, HhoFERAFERSATONE, TR0 RE cREHELRHAT 5, b L
SIEE L THREARE L TV A5EAIE, ERWHETORREEET 5,
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2147 ®AO%G CYPIAAMHERLHtAT 5L EORERT

TR &t & L7 BhiesBrIc L5 < &, ARFIE 8178 CYP3A4 [LESR (RE7 e
U, 7o) 2a~wAy, a=_"TFEry, TL—TIN—IT 22—, LT FEN, f T2
T =, Fhary—i, gL U NFEN, IRTITUL, XT7Y Ry, RLVT 4
Frn, "tairy—n, U rFen, $xFen, 777 EN, TV RuvAfTy, Az
FV =) LGS S & & OREERIMA A R, f/VRER 100x10° /L LA EOBE T 1\ 10 mg
1H2ETHDL, b HEMEIX, LRMEFAINELHCEARFT 52 L,

i/ MRER 100x10° /L A3 0 B3 TIE, AHI & 50172 CYP3A4 BLESK O HFF % 51308 T 5 2 &,

21.48 [RBFHEEES

e R

TR E & AT AR xS & Lz S ERER BRI LS < &, /MR ER 100x10° /L LA B~
150x10° /L K TH v, TEE (CrCl 30~59 mL/min) UTEE (CrCl 15~29 mL/min) D EHERE
EZATHEEOHEREGHREZ, 10 10mg 1 A 2EBETDH, 500 HEMAEGT, 2t
EHIEE BRI D 2 L,

BT 21T T B ARG IE BEE OHERBIG A EIL,  /MREL 100x10° /L BL_E~200x10° /L
WO BFTIL 1\ 15 mg, M/REL 200x10° /L DL EOBRETIZ 1 [E 20 mg &5, BEIE, FT
Ehi B OBEICIT ), & BR5MEMRENL, etk Aote FoIcELERTH L,

BT A B LR WAREIE A (CrCl 15 mL/min AJif) B3, KOHEE ULHEE OBEERES %
BT 5, M/E 100x10° /L A0 D B TIIARIR G- 28T 5 2 &,

FrisReREE

JIFHERERS S 2 A T DB 2t & L= 3mahieskBRIc 25 < &, fvMR %k 100x10° /L BL E~
150x10° /L RGO HBEOHEERMGAEIL, 1\ 10mg 1 B 2[ETHD, &6405HEMENIT, %
Sk L AT AR ER T D 2 L,

i/ NER 100% 10° /L S35 O TS RERS 5 FBAE CIEAAIR 52 0ET 5 2 &,

215 BE5AE
AFNIR NG HATH Y, RFEOFEIEMRRIRATETH D,
R ZENT-%E, BEIENTRALCEARLT, RENZALGF EBVRMAT S Z &,
/B E LIS OBRE CARAIE G2 kT 25 & 1%, AFOHEEZEHE 1H Smg 1 H 2 [\
FTOOX W T DI L EEBH/LTH L,
FEAIDOBIUN R AIBE/REF CTIX, RO X ) ICElERETF2—7 8 7L FLE) /A LTA
Fa#E5E+H2 LN TES
o K40mL DO/KT 1 EEER 10 /pHHELE L CTERE S5,
o BEAINELL THND 6 BERILINICHEYIZR S U v P E VY, BPERET 22— 7 20 L CREK
o SR RN
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F = w7%ﬁ%mL@mT##< Lo BIERET 2 — T 2N Lo REF OARKRE EICxT
B R AR O Y N R AE T B TR LT Ruy,
21.6  F#

5 mg #E - FIZ”INCY”, BSOS & 474 S 7= T 3 B O SEA

10 mg & - FIZINCY”, BORHANS 107 & FT4) S v [T B Ao BEA]

15 mg §& - FNZVINCY”, SCRHANZ?15” & T4 & - BB B §EA|
20 mg $& - FANZ”INCY”, BOHRNC 207 & $T4 S vi=h 7 Vg A O SEA
25 mg $E - FANZVINCY”, BOeHANZ 725" & T4 S = B Ao §E4]
21.7 EE

L

21.8 ELHRUEALDZEE

21.81 Mm/MREAE, M, FPEKEDE

AR EX, f/MREAE, AL, aFFRERBAE LS EE Z TR B D
IR IIBE L TR Cd b, AREIOJE XL — R 72 £ 5l L 0 HHEARECTh -
7o /R 23 A BT 72 D RTREMEDN & D,

B &N HAITIE, MBI U ORI, Bl 7e & 30EC 72 5 ATREME D & 5.,
TFRERIAE (ANC 0.5%10° /L R0 13 L TRl ©Hh 528, BIET5 £ RG22 5 2
&

P 5B M BRI E 24TV, #5501 2 H~4 BEICRGEENZET DS E TELIT) =
Lo, TORITEEOREIZIG U TEmEKEZITY Z &,

2182 BEEYRYH

W, ~Aanxs7 07, BEEOUA VAL D EEREIENL Z 5 alfettnd 5, HE
IRIERENERYE N A DL DA, BHERICEGZMT 62 L, £, BHBMEEDOIRE L B
HNCAFN DO G- % 21T TV BEFIZBWT, BB HRE SN TS, 207D, BIEMITIEE)
PEOFREDOFAREMEIC DWW CTIERE T 5 2 &, EAIE, ARAIE G HITEYYE OBE 2 EEE Blgg L,
FUE RO NG EICIREY R EEITO L,

V

ETESREBERE (PML)

BHARHEIERE DL V) F TR EICRBW T, EITHL M AEMIE (PML) OMRERH 5,
H L PML BN 2 841001%, #5291 LI+ 2 &,
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wikay
BRI O B DBl & SER 2 BEICHBA L, b DA TE BR 0 EHOICIEREZ %
THEoBEETAZ L,



Page 11
CTD16 NEIZHITHERKREFICET HEHR

219 HEEZ

21.9.1 BREREABRICH 1+ 5 5 FARER

HRRBII SRR FCEBIND 720, & DEFOMEKRR CHE SN AEFSH
BLR 2 B OFEF ORFARRERIC R T 2 A FFRBER L EELKT 52 LT TE T, BARBRTO
FERPDIFR CBIE SN DRERZ IR 5 LITRS 220,

AR OLAENE, BT I 10.9 5 H ORFRRER 6 3B THRFE 617 Ao x5 s L TiHIiL
THEY, TS N AHRBRIC I T 25 BMMEERE 301 A3 E EN T D,

TIH OO MR TIE, BFOARKOBRGEWIM P REX 9.5 » A (P 0.5~17 » A)
ThHV, 8T%DEEN 6 » He#x 28&5%4%\), 24.6%DEHN 12 h» A2 554237
720 1E15mg 1 H2BIOHETEEGMG LIZBFIT 1114, 1[FEI20mg 1 H 2 [FITERERMRLWGLZ
BEIT 1904 Th o7z,

TEERT VA LMET T B ARABERERIZE VT, 155 ZOBRFICARIN KRG S, Kb EE
DRV FFGUT M MRIBAE L BTl o 7z, M/ MRIBEAE, B i O%F BRI E 13 Sk
ETH o Tz, OBBENEWIFMK TR EERIT, #E, FEIEOE VR OER CTh-o7,

WEBGREZMDRWAEEFRICE2H LT, RARGEEZED 11.0%, 77 2R ELHEFO
10.6%24 U 7=,

ARANO P TG IE#I, B REHEE ORER 3 1 5-BRGRT ORREE T, B L2 —HMT—
IR T 5, AMERBZFRPICAK O G42 R 1L L, ZO%IZEE ORRRA S| & i
BAL U2 G580 SN2 b D0, HEd Ik NEERE B EAL ORI 22 > 7203 E 9 ESLEE S
LTWAW, M/ MRBAELSN OB TR G2 135 & 21, HEEEZEZEL TH L,

THEMT VX MMET T AR IR CAK A G SNICBEOR LBEN G o LA EFS
% Table 2-5 2/~ 9,
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Table 2-5 AEIDRBESN-EETREALE-EETSER (CEERI VALILETSER

B : 54 LIEED)

AFBE 7T R

(N=155) (N=151)

27 —F* | JL—FK3 |Z1L—F4 |[&£7L—FK |ZL—FK3 |[J1L—1F4
HEHEG (%) (%) (%) (%) (%) (%)
et ® 23.2 0.6 0 14.6 0 0
FEED F N 18.1 0.6 0 7.3 0 0
SHIA 14.8 0 0 53 0 0
PR B ¢ 9.0 0 0 5.3 0.7 0.7
TN © 7.1 0.6 0 1.3 0.7 0
53] 5.2 0 0 0.7 0 0
RIS 1.9 0 0 0.7 0 0

COKEESDEM T EE G B HEEH%E (CTCAE: Common Terminology Criteria for Adverse Events) , /N—3 3

~ 3.0

P, BRIRHM, MAE, FESHEALOAE, ARG E PO, SR UE, PN AR o B A, R,

HRBE

B VS, (RREDE L, R L, TS
Bkse, PRIAMERCILGE, AEPERISIRGE, R, MR, SR, ROCANES, RO R

[yis
COREHN,
TR,

SR e REEIN
LR SR

, A=, KB
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MEDNDHEERDIHA

=ik

ZOOF M AHRERTIE, CTCAE 7' L — K 2 UL EOE A% £ TOMRK O RAHITH 6 HF T
bolz, AMNRRTEEEZHIELIZBEIZ 14 (03%) Thol, KFIRGEETIE, ~ET
0By ORISR T3 GBREAD 5 8~12 ¥ B 1o 5-BtART 250 1.5~2.0 g/dL TRl % FARfE I
BlEL, ZO®IIRAIZEEL, H5HRGEAZK 1.0 gdL THEAECEFREICEE L, 20
~NESTr Y OEENE, BRENSEEHRICEIMEZZ T2 E ) DI rb L TR b,

T U MM T B AR ERBRIC W T, ARFIBEHET 60%, 7 BARBET 38%DBEENT K
LN W TR M BRI 2 5% ) 7=, #2272 8F O 1 » A H7= Y O EAL R RE 1L, AH
BN 12, 77 vREEN 17 Thote,

/R E

T M AHRRTIE, 71— F 3 XL 4 OB ENRER L-BEICBITARIAE T
O O IAFLK 8 WM Th o7z, M/IMABAEE, & ORE XI5 i X v #aEE
L7=, M/ 50x10° /L LI EICEE T % £ TOHMO T REIT 14 A Tho 7=, MMl 2=
T BEOEIGIE, AHEED 4.7%, SR A CEER 4.0% Th o7, H/IMRIBAME DRI T
Gzl LB OFIGIE, KRFFED 0.7%, SR X RN 0.9% Th o7, A G-BRAAHT
D ML/IEAS 100x10° /L BL_E~200x10° /L ARl D BE TI1E, /MRS 200x10° /L LLEO B &
B LT b — R 3 X 4 DI/ IMRIBAE DTN @ o T2 (16.5%%F 7.2%)

BRI E
ZoOF M FHRERTIX, 1.0%0HRE D, G ERE/IE D RIK CAK O A & %2 FE k5 %
Fk L7,

7T ARRRERICB W TAKIE 5 EBEH L7 T v ARG EBE TS S KRR A R
WIZE T 2 & BHEE & Table 2-6 |27,

Table 2-6 JL—F3X[F40MBEZHWREERE (TS5 RABHER) °
A 75 AREE
(N=155) (N=151)
4 4
ZL—FR® | FL—F3 | ZL—F4 |[FL—FK JL—FK3 | Z/L—F4
FERRRA (T A —4 (%) (%) (%) (%) (%) (%)
M/ IR 9 69.7 9.0 3.9 30.5 1.3 0
2 96.1 34.2 11.0 86.8 15.9 3.3
I BRI 18.7 5.2 1.9 4.0 0.7 1.3

BN, N—ATA EIZDDD D IRWIRES L — RMEE R,
O K EE NG FHESILE AR, S—T a2 3.0
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TS5t RABRBRTHELONEMNT—42

JUL—RK1DOT77=73) F70A7 27— (ALT) EHORSUIE(L LIZBAEOEE
X, ARFIBEN 252%, 7T BREEN 13% CThHhoTz, 7 L— K2 L ED ALT EHORBLRITIAA|
BECT 1.9%, ZL—F 30 ALT ERORIFT 1.3%, 7L—F 4 O ALT EFHITRDSN20-
776

J1L—R1DOTARTXUET I ) 7 A7 27—% (AST) EHOBEBTE(L LB
DOEIGIE, RABED 17.4%, 77 BREED 6.0% ThH o7z, ZL— K2 O AST EHORBBIRIIA
FIFET0.6%THY, ZL— K3 Xik4 D AST EFITERO SN o iz,

7 L—FK 1 OFa L A7 a—/VIEORB X ITE(L L7 BEOBIEE, RAIBEN 16.8%, 77
RN 0.7% Th ol FL— R 2 OEmal A7 a—/ VIEDRBRIIARFRET 0.6%TH Y,
T —R3XT4DEa L 27 a—/VIIETERD ot

2110 FEYHEEEA

F rOO—L PAS0 BBERRZBEERIIFEET HEH

LR U F=TFFEE LTCYP3A4 I K RREF &,

B7172 CYP3A4 [HESR  fEFEMRBRE I b2 —/L%& 1 [ 200mg 1 B 2 [T 4 HFEEG%
(A 1 1E] 10 mg ZHEERG-32 &, RARAER LG LB LTAF Y U F =T D Chpx KT AUC
MENFI 33%E 91% L Lz, &7 had Y — & ofi#EETlx, FEls 3.7 BE»S 6.0
REEICIER L=, 7 by — e O 5% T2~ — 71— pSTAT3 FAEIZA LT
EAGE, xhsd 57 hary—L EilEG%OLF Y Y F=T AUC IZ—E L T,

AL 58 T) 72 CYP3A4 BRERA O HH G- T 2561, HEOHENSHERE SN D, BT 256
X, et GRMEE T A, HEIZIT O 2 L,

BREXIIHFEED CYP3A4 PFHEK AR ICHEE CYP3A4 FAEROT ) Ar~ A v
Z 1[81500mg 1 B 2 [0 4 HREEGZICARS 118 10mg 2 HEEGT 5 L, REIEARS &
L TLAFYVF=TD Cpay KO AUC BENTI 8% & 27% EFH- LTz, FIIFH~—DT—D
pSTAT3 [HEDZEAIE, *Hnd 2IRFEEFHIZ—F L Tz,

ARFN a2 R ST D CYP3A4 FESR () 2~ A v d) LG T2ExOME
FHENTHELE S 70,

CYP3A4 FHEI : MR AICY 77 0% 1[H600mg 1 B 1 [ET 10 AR GHICAF 1
Bl 50 mg # WA 595 &, KFIHEAERG EHR L TALF Y UF =T D Cpa LN AUC BENZE
N 32%E 61%IKT Lz, £72, A%V U F =7 OiEHAREIIC KT 2 FRHEZEEIT 100%3800
L7z, ZOHNG, FEJFH~—7—"Thb o pSTAT3 OARLEIH 72 10% DI TN —H i b
AREMEN B D,

AAl% CYPIAL FHEIE L OFAE G 5 & 2O HEFHITHIE I N2V, Wil 23855818, BF
DT 2561%, BN AL+, HEILIT) 2 &,
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2111 FALGEA~DEE

2.1.11.1 13§

MR 7 2Y —C

WEhm A&kt g e Uie, ARAIOBEE 72t Gt 24 5 8 L7 BRIL I S L Tun7yy, s kR
T, xRV Y F=TEENRHEFEEE CHIIIROEINE OB RAEAEORAD 2 b 72 b Lic, K
RO IG~DF 5%, BRI T ¢ F BRI T I (ER Y 2 7 NIES L SN D 5E T
fRES 2 Z L,

XV Y F=TIEMBEAMTOMET v N RO R IR ORI TEY, HEE,
7w b 15, 30 XL 60 mg/kg/day, A 10, 30 XL 60 mg/kg/day T o 7=, fEFEMED T
VT AT bR ol L, EHAENORHEAEEE TH D 60 mgkg/day B EEE- S
727 v bTIE, BBRAENK 9% Lz, ZOHETIE, &EMESEHE 25mg 1 H 2 BEET
DERRIETE & i U TR 2 (OB R (AUC) IZ#T 5, VXTI, mEHE O RHAEEE
Th 5 60 mgkg/day THI 8%DIE VKT K OB IR OEINNED bz, ZOREE, &
EHESE B C O RRRIREE & Ll U TR 7%k 35,

7 v MO R OHAEZORAEICET 2 R CIL, MIREMICL XY ) F=T %2k HE

INTGA—=EMNG, M LTckmHE GrEHESREHAE 1B 25mg 1 H 2 BG5S TORKERE D
34%) THZ v MIIEAIBLEO A EF TR O e o7z,

2.1.11.2 B3L%

NxVVF=Tne MFHPFIZBITSIND N E I DIFAHTH S, BAFDT v FTIEILF Y
U F =7 2 ORI PICBIT SN, BHEROETFRED 13 [FTholz, £< OEYMN
v ML ISR S, HSICARNC L2 EERAEFELEDELDARENH 5720, RHEIT
TORFOEEMZEBE LI BT, #ALTILT 50, KOG EZFILT D00 WT gk
ETNE R R

21.11.3 MNE~ADEE
/NIRRT D AKN DLV K O ZIETHENL ST TV7R0,

21.11.4 ElMEFICHITSEH
ARFNOEGRRER T, BHIRHEERE 2RO 95 51.9%0 65 Wl EThHoTz, ZNHDEH
EINIBFEEOBRE LI LT- & A, L TAKIOLZ M IAZIMEICEITZRD S )

277,

2.1.11.5 Bi%peEE
A BRE [CrCl 72~164 mL/min (N=8) ] K OMEE [CrCl 53~83 mL/min (N=8) | , #%&
F [CrCl 38~57 mL/min (N=8) ] XIXE [CrCl 15~51 mL/min (N=8) ] OB hEfEE 4 A4
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LR ki G & L7oiBR T, Al (25 mg) HER GO & Y@ 2 b L7, Mk
Mravie+ 5 8 AORMBHRERTS, BLISEHRE L L TBRE L,

SEIERBREOBHEREL AT HHBRE L BRRETOERE LR LA, VXY
UF =7 OEYEEEIIREEE THo7-, L, XY ) F=T7REOMEE AUC 1%, BHERER
FHORELEN EFT DI o0 TN LT, MRENT & 28 & 3 2 KRB B RS T, RbEE
2 bR U, A%~ —H—Td 5 pSTAT3 FHEDZEAIE, *hisd DR EIRE R ORI —
BLTWe, WXV U F=7 3@ a2 U CTHERE LW, BT D —E ORI E K
L7c AIREMEIZ R E TE R,

HAERE (CrCl 30~59 mL/min) MIXEE (CrCl 15~29 mL/min) OEHEREREZ A L, /MK
#100x10° /L LLE~150x10° /L RiiO B, ROENT &2 5% 1F T D R BIBE B RS ICAH 2 % 5
THEAE, HEORENHIEIND,

2.1.11.6 FFiaEES

R BRE (N=8) MK OMRFE [Child-Pugh A (N=8) ] , #% [Child-Pugh B (N=8) ] (%
HJE [Child-Pugh C (N=8) ] DOFHREREE 2 H T 28R E 25 & LB T, A4 (25 mg)
A 50220 & Y ERE A T U7z, BE, PHEROEEOIERERES 6T 588 T,
xRV U F=T OV AUC HAFHEREIER OB L L TZENEI 87%, 28%, 65%IENL 7=,
JFHSRERE T 2 479~ 2 B ClL, ERMICE T 2THIC R MR IR & bl U CIER L7 (4.1~
5.0 BEEXF 2.8 BEfE) . A~ — I —Th 5 pSTAT3 [HEDOE(LIE, *eTH2LF VU F=7
IRBEEOBINC—8% LT\ /=2y, BEE (Child-Pugh C) AFREREFREE O —E8 DORERE TR A1
RAMLE YY) F =T OMmAEFRREICES PRI LY BIERE L,

FSESE & MO P RFSAERE S 24 L, M/ 100x10° /L BLE~150x10° /L i 0 B (oA K %
BT 554510F, HREREDOREIZO DD LT HEDOHENHER NS,

2112 BERS

AHN O B4 56 DU LB T\, PR T E D BMEOMIANET, s 200 mg O HE]
BehHThHoT, BERGA#YIKLUZEEG, AmEREAE, &, i/ sAEZR & o-F sk
DN ZFE D ATREMERS B2, YR CRHRIE 21T 5 2 &,

MABBEHT AL ¥ Y U F =7 QY2 EHE S 2 wTREMEITAR Y,

2113 {EREAHR
20134 11 H
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2.2 EU O FH1F3XE DB

2.21 AR5E4

Jakavi 5 mg tablets
Jakavi 15 mg tablets
Jakavi 20 mg tablets

222 g5 -8E
1 2 Ruxolitinib 5 mg (U »EetE & L C)
1 $£ Ruxolitinib 15 mg (U »E&HI & L 0)
1 £ Ruxolitinib 20 mg (VU > &g & L)

BERIOER A2 B3 2008
1 BEFFLEE—KFn4) 71.45 mg
1 BEHFLIE—7KFn4 214.35 mg
1 S FLE— /KT 285.80 mg

223 HlR

EAK 7.5 mm OO AGOERTHY, AHEIZ INVR) , REHMNC TL5) SHIFHISH T
5o

£ 15.0x7.0 mm OAFMEO AEOFEHTH Y, FEIZ INVR] , K&HAINZ TL15) EZIHIE
TW5,

) 16.5x74mm OEFHEOAROERITHY, FEIZ INVR) , BOHAZ TL20) EHIEIE
j/l/fb\éo

224  FHEEXIIHHER
AFNE, BRVEEBEGRAERE (RMEZE R BEAEAE) | BTV MR OB RERHEE, XITAHE
P/ INHR ILE 12 O B BESAHEIE O i B E 12 31T 2 BB STk O1a 2 s &+ 5,

225 HFAERUVHE
ARFNT MRS OTRIFRICK LT 72 5k - BBRA R OEMO b & TRET5 2 &,
AFNOF GG, 2k (BfERomEZ2E5T) OWEEITH Z &,
AFIOHENLZET D ETIE 2~4 BT LI, TORITEZOREIZG T T, 2imEki (A
Koz &) #E=FZ V752 L,
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XETF

FtEFAE

AN OHEERR AR B, /MRS 100,000/mm’~200,000/mm’® O EH TIE 1[E 15mg 1 B 2 [,
/N AY 200,000/mm’ B2 5 HBE TR 1 E 20mg 1 B 2 WTH D, M/ 50,000/mm’~
100,000/mm’ FBHIZOWTIE, Bl EEZHEET - 0DOERBBONATND, ZhbDERHFIC
B D hcamHEEREHEIZ 1B Smgl H2ETHY, HEICHEZFMT 2 LERH D,

RERE

LA O ECIE SO CTHEZRE T 5. 50,000/mm’ A3 0 i/ MR ER I3 500/mm’ il D
T PERMRO LN TZEAICIE, BEEZTRET 5, /MBS 50,000mm’ L E, AFFEREEAS
500/mm’ PLEICEE L=%0E, 1 [E S5mg 1 B 2 BCTHREAZEEL, Mk (9iMmRsymi s
te) OEBEHRERNE=F Y U ZIZESHTHIE L TH LW,

M NRIEAEIC & B G-t 2 BT 5728, fRERAS 100,000/mm’ A AR T L 72 B 5 Ok
AT D,

BN ARY5r E B2 BN D%EIE, /MR O%F FERSN # ) T hiuE, fek 1 [E 15 mg
1 H2EOHEEZIT>TH LU,

BB ORI 4 BRNIBIEH &N D OMEEZITH- TR b3, TO%ITHEE L HEDM
W2 EMU FOfREHITHZ L LT D,

AFN O HEIZ 1B 25mg1 H 2B ET 5,

717 CYP3A4 [AEE XIS T L0+ J— Lt FED AR
Az TS 7 CYP3A4 BLEIERT CYP2CY & CYP3A4 DFLESE (] : 7r=a)—n) Lif
AT BHEIIE, AAO | EORGREFERICHEL, 1 H2EEGET).

5§ 7772 CYP3A4 BHESE UL CYP2C9 & CYP3A4 @ “HHEFEKOEL G L, MmigFrmATEH
AN AN BT 5 A HEFROMEBBE R OIEROE =5V > 7% S bICHEE (] 8 2
[[]) [CEMETHZ ERHEREINS,

Rl SRME
B HtREREE
S ST O BHRERE E 2 AT 2 8E TIE, Ml HERE 2 LEE LRV,

HEOBHEREE (VL T7F= 27 VT 502 30ml/ARE) 26T 5H0F5TIL, iz
FESSHEREBMEHEZFEEBICHE L T1 H 2 &G THILERS S, REBEGEHIT, ek
OEMEEZEBIES E=X U o IT 52 L,
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MEFENT %5 T D RHBRBRE BT 2 RBORE FORRIEEZRET H7-0DT —4
RN TWD,
FEREFEFATAFENTNDLT —F 2 W THEYEIRE - 7RI T v Iab—va v a3k
BE L7z & 2 A, MEENTHORIBEERE CIIBBHARELE LT, 15~20mg % 1 [\#5325 0,
10 mg % 12 FEEOMIRA 220 C 2 [ G 3 2 % GIENHERE S, B53MRENT Y4 BIZIRE L
THBNRICERM T2 2 EBRHERE TV S, /M 100,000/mm’~200,000/mm® O B T,
15mg %z 1 EHE5T5008EE L, /M 200,000/mm’ 2 % % B4 TiE, 20mg % 1 [[
BET 20, HD0F10mg & 12 FFROMRZ2 2500 T2 BlEE T2 ORLEE LU,
ZDH%OEE (1 FH#EE, H250I% 10mg & 12 BEE ORI A28 T 2 [B#E) 1%, kST
BHIZBELT, £&Efrty v a v BIATo, UEOHEITIV I ab—va o TR SN
ZbOTHY, KEBEEET CHELZRET 25512, Hx 0B TR A MM E1H
HICHER L TOBITY 2 &,

723, MERGEHT UL R i FIR-F IR MR8 & 52 1 TV B B~ 5T 57 — #1315
HAILTULRUD,

FrbéREEE

FFEgRERE S (REEIZRID22Y) 24T 28 T, /MBI RS < HESERIAA B 2 50 B
LTl H2E®EGTIVNERD D, EORITEZEMEROCAENEDOIEERVE=42 T 7SN
THEZHFHET 52 &, RAIFGPIIFHRERS & 20 S 7 B8 Tk, ARG GE%E ORY)
D 6 WEITAR E S 1~2 BT LT, ITHEE R MEREDS ZE U T2 R LR IR AL BRI IS U,
AiMEk (AmERSE 2 ETe) ZHET S &, MEREDIED U 27 20 & 572012, KA
OHEREETHLNTED,

EEREE (65mLl L)

R AT D FHEAREN L L2,

/NREER

18 & LA T /NI 31T D ARAKN D2 o O W ITENL S AL TR uy,

BEHIE

BHIX, "FXT7 4y F-UVRATUPRBITHLROME L TH L, 72720, BEHMHICH
gt A XD TR OLERRD LR WIEEITIE, 6 » ARICEGE2H I35 2 &,

& 2 FRIEDERMYGER D HNTBEICE LT, BIBOR SHAS—AT 1 EHKRLT
40%H9 M L (BERPIRATED 25%HINTFY) |, BRABEIERICHMERUGER RO b /2o
TRER TG 2 IET A Z ENEE LU,

&5k

AFNFBEIUIZERERFICRE N5 5,
B ENTHE, BNORMIZATOT, 477 8B VICREIORMZ1T .,
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2.2.6 ZE
BRI ATEI DTN D BIED & 5 B,
(SR INQOECSIN

227 EELHERUEALDZEE

=g ke

K535 &, M/ MBE, i, FHERBUME R & O MmiRENA EERNREIT 5 A

RRMEND D, AR OEGRMGATIC, 2ifEkE (@ ek %@@)@Mw%ﬁﬁ_&
50,000/mm’ A7 O ifiL/ NRELC I 500/mm® Al OFE R A R ERER DSFR 0 S AICIE, 5 ik
T %,

TRIRBR AR O /MR ER 23D 720 (200,000/mm” i) A C I G- F S i R BB/ JiE 23 R H 5
DAREMEN N Z ERRBO BN TN D
m¢ﬁﬂ95i—%uﬂkﬁfﬁb,@ﬁiﬁﬁ@ﬁ%ﬂﬁ%ﬁ$%ﬁi@%@f%éoLW
L, BFOREBIZEC T/ MRE AL EIZR L5603 8 5,

B RBL L7 BE T, WA LB R 580805, HERHM2ZET 2L TE 5,
BHBIERTO~T 7 1 B U2 10.0 g/dl R0 BE 1L, HEBBITO~NEZn RN L0 ZU0E
FLH LT, ERIZAETBE R 8.0gdl KL 725V A7 NRKEWV (793%%F 30.1%)
B BIARTO~E 7 7 B 28 10.0 g/dl R0 BTk LT, Mgk B 3 ONS AFNZ B
B DA ERROBRMEER NVEROE=42 1 > 7% S DICEMEEICERT S Z ERHERSND,
TF AP ERIBVDE Gt FhERER 500/mm’ Ai) 1X— IS AT TH Y, AFIOFGHENIC LY &
BT ENTET,

BE ORI . CTamEkEEsE=4Y 7 L, LEISUHEZRAE TS Z &,

™R
HERME, ~Aar7 V7, BRIV A NVAEROFEI Y 2 7 1ZHOWTEE ZHET 5,
HRERRHEE OTER A HRICAR 2 5 SN TWEEBFIZB W T, MgrmEIsh g, 2o
7o, R ARG 2R, TEEME I EEORZICOWT, FEOEEICESE, Mo
LI, Wi L OmMIE, ML o N UBE, VoL U VRIS, A =Ty
JICENEFICL Y BFEEZHET 2 2 L, kb, WHEMML, Y2 ) o BERICRAEDR ICH
FERBCOE RN EDOBE TIIMBHIEL RO BTN DL Z LITHET D2 L,
BB REIMERRGE MR T 5 £ TARAIOR G 2B LTI R b, EAE, AFERGHOR
FHaEERBEL, B0 L OYERD TR 6 NG A ITITELONIHE Y 2R 2 e %,
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wikES
A, #HRHEZ O OBk ER Z BEISHRA L, ZHONRIALTBEITITITE DR
DERLINNIZZTHEIIET S,

EITH S BB ENE

TS M A BE (PML) (3B BERRHEE IS 2 AR OBBPICRE SN TW5, ERE,
BEBHEPEET DI LN TERY PML ORFEEY 2 8dE GREN, ik & OERhEY e i dk & 18
) 1TSS T D2 &, BEDPHTZ2 0 L < ITEAL L7EIR R O 2 /R 9720 & 9 v k< 4R
L, 23D ORER K OIS FEBL L7-BE Y, MRNEHE~ORSM Y 2R 0 iz 5 ET 5
&, bL, PML Db 7=54, PML TideWE TSNS £ T, I5R5&5FT L2
s

Al 7 SR E

PR RERE E

HBEOBHKERELZ AT 2BE T, AAORGHEZRET S Z &, MRETZZT TN
RIIBIR BB T 2B AR, M/ MERIC RSO CIRET D, T ORIZMGENT B ICIRE
L, B THRICRSG T2 (HEEE, HD50IE 10mg & 12 R OMFEZ 2200 T 2 [\l&E)
EOICHEREZIT O HAE, et/ E oA, EEICITIZ &,

i T

IFHgRERE E 2 A3 2 BE TIX, AFORBAEZERICEBE T O2LERSH S, I OICHERM
21T 5% EE, AREIOLREWE R OHEIEIZIESNTYTH 2 &,

HEER

AFN &8 F17 CYP3A4 PHEFK T CYP3A4 & CYP2C9 @ “HEHERK (Bl : 7/v=) >V —u)
EPFRT 25A1C1E, RO 1 ERGEZEEICEEL T H2B&RGT2LERD D,
FT=X ) BEBEICELTL, B2 a 225 K228 ZBM,

ARHI & FRIR L L& MR T & OPFRIC OV TERE SN TVh 2wy, b OffH
DEEMEROFENEIARHATH D,

B R RE K

ARANO B G-l 3 5 1L, B BERRMEE ORER 3K 1 BRICHIZ 0, FEAT 2 mTRetk:
N5, BHTFIROMEREIT N AM AR EREICBNT, AFZPILL-E 25, AlERE LTE
FEOESNEHE LT VWIMENH S, Z2ROBETIENINEDHEED K THINE I T
FE STV, I OA FIMEIIARITIED, BRORGEHIENRRKO 5NRWIRYD, LEIZET
THI A BET D ENREE L,
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By
AANTIBEA GBS, EhRBEMERTHIH T 7 F—ARMMIE, Lapp 77 ¥ —EXRZ
JE, XiZZNva—R « BT 7 F—ARINABIEORBEIL, AFEZRALRZNWI &,

228 (HOERERKRLOBEEERARVZTOMOMEEER
FAERBRBRIIRADO AR Z x5 L U TEM ST,
XY U F=T1E CYP3A4 KON CYP2CY |2 XV it S 2 RE AR THAT D, L7zhi- T,
TN OREREEZRETDERLIX, XY U F=TOREREEZEINS S5 AHEERD D,

LEXYUF_JTOREEFLSEIHEER
CYP3A4 [HEH

WAH% CYP3AABAEE (RETJLENL, 45URARAVY, AVPFEN, 41 +5aFV—
W, FrkarvJy—i, aEFEL/Y RFENL, YLFEL, SRISDL, RTFIEFY, F
L4 FEN, RYaFVI—I, YFFENL, TFFLEL, TUVRATADY, RYaFJ—
LWEE, =ELIADICEBSALY

TR BRE \CAA] (10 mg WAl 5) #8717 CYP3A4 [LEIRTHL 7 hat > — v L OF R
HLlEZ A, BARGRFEE L TLX Y UF =T D Cua 25 33%, AUC 23 9% L7z, 7
Fa ) — ORI LY, P 3.7 BEEA S 6.0 RFRIICIER: L7z,

AHK| 587178 CYP3A4 BAEIR EOFH 3 2568121%, AFIlO 1 BEGEZOFEEICL, 1 H 2 H
Be5T D 0NERS D, BEOMERBECKHTHE=4Y 7 %40 (82 \RE) [T, &
LGRS, HETHZ L,

CYP2C9 & CYP3A4 O _H[HEHK

in silico &5 U 723 &, CYP2C9 & CYP3A4 % " E(CPHETHERN B : 72
V=) ERWLEAEICE, EHEEERICEERET D &,

BRFEE

CYP3Ad FEE (FNNV 2T, ALNIEEY, Jz/N\WVEE—L, Jz=kM42, UT7
TFy, Vo7 EY (WI27VEYDY) , Vb P3—VX-TJ—F (B43ADF XYY
) &, FELIhLICELALY)

BT 5= ) U ZEHEENCAT, Zeth Aot aER, WMET 5L,

fREEHER B (8RS 7 CYP3A4 8 CTHH U 77 B> (600mg 1 H 1 [E% 10 HE) %#
HLERIIVXY U TF =7 (50mg) ZHEEREG L EZA, HAKRGHZ B L L VY F
=7 D AUC 28 70%JD LTz, ¥V U F =7 TEERE OEEEIIZE M Lo 7o, BRI,
Nx YU F =T OISJZHEEILFRRE CH -7 2 & 00D, CYP3A4 OFENIE)FHIIKIETH
BIDOTNTHDHZENREINTZLOD, ZHIEFEHAEONLX Y U F =T W By ([SITW IR
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PIVER Z /3 2 & EBIE L CWEATREM RS B 5, LToidoC, M eMRFHERO L 4 Bts
LHEE, fHx OBRFORBIZIEUT, WMENLERZ VDD,

LWEV)FoIICRETHEER N MOBEER

BEXIIHEED CYP3Ad AEE (Foyoxyiy, T)RARAIYy, FVvTLFEL,
FAYFEL, PLFFEL, VAFOURE, ELIALIZRLSAELY)

R I LY U F =7 (10mg HElkE) 2= 2An~vA 2 (500mg 1 A 2[E4% 4 H
M) LOFHEE LimE 25, HAFRGREE B L LY UF =T D Cuu 28 8%, AUC 28 27%
MLz,

NFx YU F =T HWEIITEED CYP3A4 fAEK (fl: =) 2u~< A1) LT 256,
BEE AT, MERBUDIE e EORBUCER T2 HLERNH 5,

thOEERKITHT HILFVI)F=TOERA

b qmpilnF-d
6 HHEE R & OFH AAE AN B9 2 BRI S T 7eiy,

CYP3A4[CL YRBEESIhEYE

NX YU F=T DT CYPIAL ZTHET HATREMEZ R L2 Z &6, CYP3A4 I KRG
NOWE, R CIREICRBM SN A2 WE O M RESENT 2 A iEER S 5, VXV ) F=7
AT 558101E, BEOREEZ+SICBIEZ L, WRRRVHEREH T THREEIT 2L,

P-BEAXIMHD FS U RR—F—CKVEMIEShIME

VxRV F=TVIGT PHERAROFEmMMERE (BCRP) ZHET L AREMENRH 5, T
L0, FEH Ty =FFTT—h, YIBRAKRY Y, BARRAF L, ROV IF il
INHD T U AR—=F—DMHPRENEINT DR S5, VXY U F=7 20T 254
IZ1%, TDM O Efi-CHBEE2Z T I-WEOET =4 ) T a{TH 2 LR RSN D,

AEN O P-HEER AL MIEE A OIS TOEEN 2/ NRIZT 572012, "ReRIR Y kR Z &
FTEEEITI Z &,

& i 4 I8 B R F

E AR - & AR O PR IZ OV TIIMRET S THRY, Janus 7 —E8 (JAK) 2AFANS
LV SN B L MPERIEN T O WEIC B A KT, b L < IS MR T2 A O
M BB A RAF T IR TH B,

AR D BRIE

MU A RTE & AR OPFRIZ OV TR S TW Ry, ZOFFH 0% &K OF ZEITAH
TH 5,
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229 Zhase IR BRI

T DOHEIRR U T

AR EATIF G LT T — 213720,

Wi AT T, RAIOREE N ORI EERRBO L TnD, 7y PETHFITBN
THEFEMEITE O bienolz, LL, sk &E & g U7 S MW T, Z Ofh
REOb MBI DERIIBENTH D, & FTOYAZIIRHATHS, PHHHEELE LT, EiREF
@$ﬁ@ﬁ%i@%k?éo%%ﬂ%ﬁﬁﬁm,Kﬁ@&5$mﬁ@ﬁﬁ%%%mwé:koﬁ
F O G HRITHIRDPA U 5E1E, VA7 -_2 7 ¢y MEHlEENNICERL, BE~0Y 27
BT D AGRI ) T EITH I L,

=3

BRHAFICARZEH L I b 20y (6F 43 HER) . LEeno> T, BGHMmRRCIIEALE P
ET528, WXV IF=2T RO/ UIZOREWHRE FORFAFICEATT 2008 2 NITAHT
bo, BAMLEBERICHT DY 27 OFREME S G ETERV, B THOLN TV LT FHIET
—XZEDE, VXYY F=T ROZEONRBEIIIRALTIIITT S,
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use JAKAFI
safely and effectively. See full prescribing information for JAKAFI.

JAKAFI®(ruxolitinib) tablets, for oral use
Initial U.S. Approval: 2011

RECENT MAJOR CHANGES
Dosage and Administration (2.1-2.6) 06/2013
Warnings and Precautions (5.2) 11/2013

INDICATIONS AND USAGE

Jakafi is a kinase inhibitor indicated for treatment of patients with
intermediate or high-risk myelofibrosis, including primary myelofibrosis,
post-polycythemia vera myelofibrosis and post-essential thrombocythemia
myelofibrosis. (1)

DOSAGE AND ADMINISTRATION

e The starting dose of Jakafi is 20 mg given orally twice daily for patients
with a platelet count greater than 200 X 10%/L, and 15 mg twice daily for
patients with a platelet count between 100 X 10°/L and 200 X 10°/L
2.1)

. The starting dose of Jakafi is 5 mg twice daily for patients with a platelet
count between 50 X 10°/L and less than 100 X 10°/L. (2.1)

e Monitor complete blood counts every 2 to 4 weeks until doses are
stabilized, and then as clinically indicated. Modify or interrupt dosing
for thrombocytopenia. (2.1) (2.2)

e  Increase dose based on response and as recommended to a maximum of
25 mg twice daily for patients with starting platelet counts 100 X 10°/L
or greater and to a maximum of 10 mg twice daily for patients with
starting platelet count between 50 X 10°/L and less than 100 X 10°/L.
Discontinue after 6 months if no spleen reduction or symptom
improvement (2.3) (2.5)

—— DOSAGE FORMS AND STRENGTHS
Tablets: 5 mg, 10 mg, 15 mg, 20 mg and 25 mg. (3)

CONTRAINDICATIONS

None. (4)

WARNINGS AND PRECAUTIONS
. Thrombocytopenia, Anemia and Neutropenia: Manage by dose
reduction, or interruption, or transfusion. (5.1)
. Risk of Infection: Assess patients for signs and symptoms of infection
and initiate appropriate treatment promptly. Serious infections should
have resolved before starting therapy with Jakafi. (5.2)

ADVERSE REACTIONS

The most common hematologic adverse reactions (incidence > 20%) are
thrombocytopenia and anemia. The most common non-hematologic adverse
reactions (incidence >10%) are bruising, dizziness and headache. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Incyte
Corporation at 1-855-463-3463 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

. Strong CYP3A4 Inhibitors: Reduce Jakafi starting dose to 10 mg twice
daily for patients with a platelet count greater than or equal to
100 X 10°/L and concurrent use of strong CYP3A4 inhibitors. Avoid in
patients with platelet counts less than 100 X 10%/L. (2.7) (7.1)

USE IN SPECIFIC POPULATIONS

. Renal Impairment: Reduce Jakafi starting dose to 10 mg twice daily for
patients with moderate (CrCl 30-59 mL/min) or severe renal impairment
(CrCl 15-29 mL/min) and a platelet count between 100 X 10°/L and
150 X 10°/L. Avoid in patients with end stage renal disease (CrCl less
than 15 mL/min) not requiring dialysis and in patients with moderate or
severe renal impairment and a platelet count less than 100 X 10°/L. (2.8)
(8.6)

. Hepatic Impairment: Reduce Jakafi starting dose to 10 mg twice daily
for patients with any degree of hepatic impairment and a platelet count
between 100 X 10°/L and 150 X 10%/L. Avoid in patients with hepatic
impairment with platelet counts less than 100 X 10%/L. (2.8) (8.7)

. Nursing Mothers: Discontinue nursing or discontinue the drug taking
into account the importance of the drug to the mother. (8.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
Revised:11/2013
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FULL PRESCRIBING INFORMATION

1. INDICATIONS AND USAGE

Jakafi is indicated for treatment of patients with intermediate or high-risk myelofibrosis,
including primary myelofibrosis, post-polycythemia vera myelofibrosis and post-essential
thrombocythemia myelofibrosis.

2. DOSAGE AND ADMINISTRATION

2.1 Recommended Starting Dose

The recommended starting dose of Jakafi is based on platelet count (Table 1). A complete blood
count (CBC) and platelet count must be performed before initiating therapy, every 2 to 4 weeks
until doses are stabilized, and then as clinically indicated [see Warnings and Precautions (5.1)].
Doses may be titrated based on safety and efficacy.

Table 1: Proposed Jakafi Starting Doses

Platelet Count Starting Dose

Greater than 200 X 10°/L 20 mg orally twice daily
100 X 10°/L to 200 X 10°/L 15 mg orally twice daily
50 X 10°/L to less than 100 X 10°/L 5 mg orally twice daily

2.2 Dose Modification Guidelines for Hematologic Toxicity for Patients
Starting Treatment with a Platelet Count of 100 X 10%/L or Greater

Treatment Interruption and Restarting Dosing

Interrupt treatment for platelet counts less than 50 X 10°/L or absolute neutrophil count (ANC)
less than 0.5 X 10°/L.

After recovery of platelet counts above 50 X 10°/L and ANC above 0.75 X 10°/L, dosing may be
restarted. Table 2 illustrates the maximum allowable dose that may be used in restarting Jakafi
after a previous interruption.
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Table 2: Maximum Restarting Doses for Jakafi After Safety Interruption for
Thrombocytopenia for Patients Starting Treatment with a Platelet Count of
100 X 10%/L or Greater

Maximum Dose When

Current Platelet Count Restarting Jakafi Treatment*
Greater than or equal to 125 X 10°/L | 20 mg twice daily
100 to less than 125 X 10°/L 15 mg twice daily

10 mg twice daily for at least 2 weeks; if stable,

may increase to 15 mg twice daily

50 1o less than 75 X 10°/L 5 mg.twice daily for at leqst 2 \yeeks; if stable,
may increase to 10 mg twice daily

Less than 50 X 10°/L Continue hold

*Maximum doses are displayed. When restarting, begin with a dose at least 5 mg twice

daily below the dose at interruption.

75 to less than 100 X 10°/L

Following treatment interruption for ANC below 0.5 X 10°/L, after ANC recovers to
0.75 X 10°/L or greater, restart dosing at the higher of 5 mg once daily or 5 mg twice daily below
the largest dose in the week prior to the treatment interruption.

Dose Reductions
Dose reductions should be considered if the platelet counts decrease as outlined in Table 3 with
the goal of avoiding dose interruptions for thrombocytopenia.

Table 3: Dosing Recommendations for Thrombocytopenia for Patients Starting
Treatment with a Platelet Count of 100 X 10%/L or Greater

Dose at Time of Platelet Decline

25 mg 20 mg 15 mg 10 mg 5mg

twice twice twice twice twice
New New New New New
Dose Dose Dose Dose Dose

20 mg 15 mg
twice twice
daily daily

No No No
Change Change Change

100 to less than
125 X 10°/L

10 mg 10 mg 10 mg

75 to less than . . . No No

100 X 10°/L 32?; gﬁ; 2):11;:; Change Change

50 to less than > me > me > me > me No

e | e | e | e | e

Less than 50 X 10°/L Hold Hold Hold Hold Hold
3
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2.3 Dose Modification Based on Insufficient Response for Patients
Starting Treatment with a Platelet Count of 100 X 10%L or Greater

If the response is insufficient and platelet and neutrophil counts are adequate, doses may be
increased in 5 mg twice daily increments to a maximum of 25 mg twice daily. Doses should not
be increased during the first 4 weeks of therapy and not more frequently than every 2 weeks.

Consider dose increases in patients who meet all of the following conditions:

a. Failure to achieve a reduction from pretreatment baseline in either palpable spleen
length of 50% or a 35% reduction in spleen volume as measured by CT or MRI;

b. Platelet count greater than 125 X 10°/L at 4 weeks and platelet count never below
100 X 10°/L;

c. ANC Levels greater than 0.75 X 10°/L.

Based on limited clinical data, long-term maintenance at a 5 mg twice daily dose has not shown
responses and continued use at this dose should be limited to patients in whom the benefits
outweigh the potential risks. Discontinue Jakafi if there is no spleen size reduction or symptom
improvement after 6 months of therapy.

2.4 Dose Modifications for Hematologic Toxicity for Patients Starting
Treatment with Platelet Counts of 50 X 10%/L to Less Than
100 X 10°/L

This section applies only to patients with platelet counts of 50 X 10%/L to less than 100 X 10°/L
prior to any treatment with ruxolitinib. See Section 2.2 for dose modifications for hematological
toxicity in patients whose platelet counts were 100 X 10°/L or more prior to starting treatment
with ruxolitinib.

Treatment Interruption and Restarting Dosing
Interrupt treatment for platelet counts less than 25 X 10°/L or ANC less than 0.5 X 10°/L.

After recovery of platelet counts above 35 X 10°/L and ANC above 0.75 X 10°/L, dosing may be
restarted. Restart dosing at the higher of 5 mg once daily or 5 mg twice daily below the largest
dose in the week prior to the decrease in platelet count below 25 X 10°/L or ANC below

0.5 X 10°/L that led to dose interruption.

Dose Reductions
Reduce the dose of ruxolitinib for platelet counts less than 35 X 10°/L as described in Table 4.
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Table 4: Dosing Modifications for Thrombocytopenia for Patients with Starting
Platelet Count of 50 X 10%/L to Less Than 100 X 10°/L

Platelet Count Dosing Recommendations

Less than 25 X 10°/L - Interrupt dosing.

25 X 10°/L to less than 35 X 10°/L |- Decrease dose by 5 mg once daily.

AND the platelet count decline is - For patients on 5 mg once daily, maintain dose at 5 mg

less than 20% during the prior four once daily.

weeks

25X 10°/L to less than 35 X 10°/L |- Decrease dose by 5 mg twice daily.

AND the platelet count decline is - For patients on 5 mg twice daily, decrease the dose to

20% or greater during the prior four 5 mg once daily.

weeks For patients on 5 mg once daily, maintain dose at 5 mg
once daily.

2.5 Dose Modifications Based on Insufficient Response for Patients with

Starting Platelet Count of 50 X 10°/L to Less Than 100 X 10°/L

Do not increase doses during the first 4 weeks of therapy, and do not increase the dose more
frequently than every 2 weeks.

If the response is insufficient as defined in Section 2.3, doses may be increased by increments of
5 mg daily to a maximum of 10 mg twice daily if:

a) the platelet count has remained at least 40 X 10°/L, and

b) the platelet count has not fallen by more than 20% in the prior 4 weeks, and

¢) the ANC is more than 1 X 10°/L, and

d) the dose has not been reduced or interrupted for an adverse event or hematological toxicity
in the prior 4 weeks.

Continuation of treatment for more than 6 months should be limited to patients in whom the
benefits outweigh the potential risks. Discontinue Jakafi if there is no spleen size reduction or
symptom improvement after 6 months of therapy.

2.6 Dose Modification for Bleeding

Interrupt treatment for bleeding requiring intervention regardless of current platelet count. Once
the bleeding event has resolved, consider resuming treatment at the prior dose if the underlying
cause of bleeding has been controlled. If the bleeding event has resolved but the underlying
cause persists, consider resuming treatment with Jakafi at a lower dose.
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2.7 Dose Adjustment with Concomitant Strong CYP3A4 Inhibitors

On the basis of pharmacokinetic studies in healthy volunteers, when administering Jakafi with
strong CYP3A4 inhibitors (such as but not limited to boceprevir, clarithromycin, conivaptan,
grapefruit juice, indinavir, itraconazole, ketoconazole, lopinavir/ritonavir, mibefradil,
nefazodone, nelfinavir, posaconazole, ritonavir, saquinavir, telaprevir, telithromycin,
voriconazole), the recommended starting dose is 10 mg twice daily for patients with a platelet
count greater than or equal to 100 X 10°/L. Additional dose modifications should be made with
careful monitoring of safety and efficacy.

Concurrent administration of Jakafi with strong CYP3A4 inhibitors should be avoided in patients
with platelet counts less than 100 X 10°/L [see Drug Interactions (7.1)].

2.8 Organ Impairment

Renal Impairment

On the basis of pharmacokinetic studies in volunteers with renal impairment, the recommended
starting dose is 10 mg twice daily for patients with a platelet count between 100 X 10°/L and
150 X 10°/L and moderate (CrCl 30-59 mL/min) or severe renal impairment (CrCl 15[

29 mL/min). Additional dose modifications should be made with careful monitoring of safety
and efficacy.

The recommended starting dose for patients with end stage renal disease on dialysis is 15 mg for
patients with a platelet count between 100 X 10°/L and 200 X 10°/L or 20 mg for patients with a
platelet count of greater than 200 X 10°/L. Subsequent doses should be administered on dialysis

days following each dialysis session. Additional dose modifications should be made with careful
monitoring of safety and efficacy.

Jakafi should be avoided in patients with end stage renal disease (CrCl less than 15 mL/min) not
requiring dialysis and in patients with moderate or severe renal impairment with platelet counts
less than 100 X 10°/L [see Use in Specific Populations (8.6)].

Hepatic Impairment

On the basis of pharmacokinetic studies in volunteers with hepatic impairment, the
recommended starting dose is 10 mg twice daily for patients with a platelet count between
100 X 10°/L and 150 X 10°/L. Additional dose modifications should be made with careful
monitoring of safety and efficacy.

Jakafi should be avoided in patients with hepatic impairment with platelet counts less than
100 X 10°/L [see Use in Specific Populations (8.7)].

2.9 Method of Administration

Jakafi is dosed orally and can be administered with or without food.

If a dose is missed, the patient should not take an additional dose, but should take the next usual
prescribed dose.

When discontinuing Jakafi therapy for reasons other than thrombocytopenia, gradual tapering of
the dose of Jakafi may be considered, for example by 5 mg twice daily each week.
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For patients unable to ingest tablets, Jakafi can be administered through a nasogastric tube (8
French or greater) as follows:

e Suspend one tablet in approximately 40 mL of water with stirring for approximately
10 minutes.

e Within 6 hours after the tablet has dispersed, the suspension can be administered
through a nasogastric tube using an appropriate syringe.

The tube should be rinsed with approximately 75 mL of water. The effect of tube feeding
preparations on Jakafi exposure during administration through a nasogastric tube has not been
evaluated.

3. DOSAGE FORMS AND STRENGTHS

5 mg tablets - round and white with “INCY” on one side and “5” on the other.

10 mg tablets - round and white with “INCY” on one side and “10” on the other.

15 mg tablets - oval and white with “INCY” on one side and “15” on the other.

20 mg tablets - capsule-shaped and white with “INCY” on one side and “20” on the other.
25 mg tablets - oval and white with “INCY” on one side and “25” on the other.

4. CONTRAINDICATIONS

None.

5. WARNINGS AND PRECAUTIONS

51 Thrombocytopenia, Anemia and Neutropenia

Treatment with Jakafi can cause thrombocytopenia, anemia and neutropenia. [See Dosage and
Administration (2.1)].

Thrombocytopenia was generally reversible and was usually managed by reducing the dose or
temporarily interrupting Jakafi. Platelet transfusions may be necessary [see Dosage and
Administration (2.2), and Adverse Reactions (6.1)].

Patients developing anemia may require blood transfusions and/or dose modifications of Jakafi.

Severe neutropenia (ANC less than 0.5 X 10°/L) was generally reversible. Withhold Jakafi until
recovery [See Adverse Reactions (6.1)].

Perform a pre-treatment complete blood count (CBC) and monitor CBCs every 2 to 4 weeks
until doses are stabilized, and then as clinically indicated. [see Dosage and Administration (2.2),
and Adverse Reactions (6.1)].
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5.2 Risk of Infection

Serious bacterial, mycobacterial, fungal and viral infections may occur. Active serious infections
should have resolved before starting therapy with Jakafi. Tuberculosis has been reported in
patients receiving Jakafi for myelofibrosis. Attention should be given to the possibility of latent
or active tuberculosis. Observe patients receiving Jakafi for signs and symptoms of infection and
initiate appropriate treatment promptly.

PML

Progressive multifocal leukoencephalopathy (PML) has been reported with ruxolitinib treatment
for myelofibrosis. If PML is suspected, stop Jakafi and evaluate.

Herpes Zoster

Advise patients about early signs and symptoms of herpes zoster and to seek treatment as early
as possible if suspected [see Adverse Reactions (6.1)].

6. ADVERSE REACTIONS
The following serious adverse reactions are discussed in greater detail in other sections of the
labeling:

e Myelosuppression [see Warnings and Precautions (5.1)]

e Risk of Infection [see Warnings and Precautions (5.2)]

6.1 Clinical Trials Experience

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

The safety of Jakafi was assessed in 617 patients in six clinical studies with a median duration of
follow-up of 10.9 months, including 301 patients with myelofibrosis in two Phase 3 studies.

In these two Phase 3 studies, patients had a median duration of exposure to Jakafi of 9.5 months
(range 0.5 to 17 months), with 88.7% of patients treated for more than 6 months and 24.6%
treated for more than 12 months. One hundred and eleven (111) patients started treatment at

15 mg twice daily and 190 patients started at 20 mg twice daily.

In a double-blind, randomized, placebo-controlled study of Jakafi, 155 patients were treated with
Jakafi. The most frequent adverse drug reactions were thrombocytopenia and anemia [see

Table 6]. Thrombocytopenia, anemia and neutropenia are dose related effects. The three most
frequent non-hematologic adverse reactions were bruising, dizziness and headache [see Table 5].

Discontinuation for adverse events, regardless of causality, was observed in 11.0% of patients
treated with Jakafi and 10.6% of patients treated with placebo.

Following interruption or discontinuation of Jakafi, symptoms of myelofibrosis generally return
to pretreatment levels over a period of approximately 1 week. There have been isolated cases of
patients discontinuing Jakafi during acute intercurrent illnesses after which the patient’s clinical
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course continued to worsen; however, it has not been established whether discontinuation of
therapy contributed to the clinical course in these patients. When discontinuing therapy for
reasons other than thrombocytopenia, gradual tapering of the dose of Jakafi may be considered
[see Dosage and Administration (2.9)].

Table 5 presents the most common adverse reactions occurring in patients who received Jakafi in
the double-blind, placebo-controlled study during randomized treatment.

Table 5:

Placebo-controlled Study During Randomized Treatment

Adverse Reactions Occurring in Patients on Jakafi in the Double-blind,

Jakafi Placebo
(N=155) (N=151)
All All
Grades® | Grade3 | Grade4 | Grades | Grade3 | Grade 4

Adverse Reactions (%) (%) (%) (%) (%0) (%0)
Bruising” 23.2 0.6 0 14.6 0 0
Dizziness" 18.1 0.6 0 7.3 0 0
Headache 14.8 0 0 5.3 0 0
Urinary Tract Infections® 9.0 0 0 53 0.7 0.7
Weight Gain® 7.1 0.6 0 1.3 0.7 0
Flatulence 5.2 0 0 0.7 0 0
Herpes Zoster' 1.9 0 0 0.7 0 0

? National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE), version 3.0
* includes contusion, ecchymosis, hematoma, injection site hematoma, periorbital hematoma, vessel puncture site

hematoma, increased tendency to bruise, petechiae, purpura
includes dizziness, postural dizziness, vertigo, balance disorder, Meniere’s Disease, labyrinthitis

c

¢ includes urinary tract infection, cystitis, urosepsis, urinary tract infection bacterial, kidney infection, pyuria,

bacteria urine, bacteria urine identified, nitrite urine present

¢ includes weight increased, abnormal weight gain
f includes herpes zoster and post-herpetic neuralgia

Description of Selected Adverse Drug Reactions

Anemia

In the two Phase 3 clinical studies, median time to onset of first CTCAE Grade 2 or higher
anemia was approximately 6 weeks. One patient (0.3%) discontinued treatment because of

anemia. In patients receiving Jakafi, mean decreases in hemoglobin reached a nadir of

approximately 1.5 to 2.0 g/dL below baseline after 8 to 12 weeks of therapy and then gradually
recovered to reach a new steady state that was approximately 1.0 g/dL below baseline. This
pattern was observed in patients regardless of whether they had received transfusions during

therapy.

In the randomized, placebo-controlled study, 60% of patients treated with Jakafi and 38% of
patients receiving placebo received red blood cell transfusions during randomized treatment.
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Among transfused patients, the median number of units transfused per month was 1.2 in patients
treated with Jakafi and 1.7 in placebo treated patients.

Thrombocytopenia

In the two Phase 3 clinical studies, in patients who developed Grade 3 or 4 thrombocytopenia,
the median time to onset was approximately 8 weeks. Thrombocytopenia was generally
reversible with dose reduction or dose interruption. The median time to recovery of platelet
counts above 50 X 10°/L was 14 days. Platelet transfusions were administered to 4.7% of
patients receiving Jakafi and to 4.0% of patients receiving control regimens. Discontinuation of
treatment because of thrombocytopenia occurred in 0.7% of patients receiving Jakafi and 0.9%
of patients receiving control regimens. Patients with a platelet count of 100 X 10°/L to

200 X 10”/L before starting Jakafi had a higher frequency of Grade 3 or 4 thrombocytopenia
compared to patients with a platelet count greater than 200 X 10°/L (16.5% versus 7.2%).

Neutropenia

In the two Phase 3 clinical studies, 1.0% of patients reduced or stopped Jakafi because of
neutropenia.

Table 6 provides the frequency and severity of clinical hematology abnormalities reported for
patients receiving treatment with Jakafi or placebo in the placebo-controlled study.

Table 6: Worst Hematology Laboratory Abnormalities in the Placebo-controlled
Study?®
Jakafi Placebo
(N=155) (N=151)
All All
Grades® | Grade 3 | Grade 4 | Grades | Grade 3 | Grade 4

Laboratory Parameter (%) (%) (%) (%) (%) (%)
Thrombocytopenia 69.7 9.0 3.9 30.5 1.3 0
Anemia 96.1 342 11.0 86.8 15.9 3.3
Neutropenia 18.7 5.2 1.9 4.0 0.7 1.3

? Presented values are worst Grade values regardless of baseline
® National Cancer Institute Common Terminology Criteria for Adverse Events, version 3.0

Additional Data from the Placebo-controlled Study

25.2% of patients treated with Jakafi and 7.3% of patients treated with placebo developed newly
occurring or worsening Grade 1 abnormalities in alanine transaminase (ALT). The incidence of
greater than or equal to Grade 2 elevations was 1.9% for Jakafi with 1.3% Grade 3 and no
Grade 4 ALT elevations.

17.4% of patients treated with Jakafi and 6.0% of patients treated with placebo developed newly
occurring or worsening Grade 1 abnormalities in aspartate transaminase (AST). The incidence of
Grade 2 AST elevations was 0.6% for Jakafi with no Grade 3 or 4 AST elevations.

10
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16.8% of patients treated with Jakafi and 0.7% of patients treated with placebo developed newly
occurring or worsening Grade 1 elevations in cholesterol. The incidence of Grade 2 cholesterol
elevations was 0.6% for Jakafi with no Grade 3 or 4 cholesterol elevations.

7. DRUG INTERACTIONS

7.1 Drugs That Inhibit or Induce Cytochrome P450 Enzymes
Ruxolitinib is predominantly metabolized by CYP3A4.

Strong CYP3A4 inhibitors: The Cpax and AUC of ruxolitinib increased 33% and 91%,
respectively, with Jakafi administration (10 mg single dose) following ketoconazole 200 mg
twice daily for four days, compared to receiving Jakafi alone in healthy subjects. The half-life
was also prolonged from 3.7 to 6.0 hours with concurrent use of ketoconazole. The change in the
pharmacodynamic marker, pSTAT3 inhibition, was consistent with the corresponding ruxolitinib
AUC following concurrent administration with ketoconazole.

When administering Jakafi with strong CYP3A4 inhibitors a dose reduction is recommended
[see Dosage and Administration (2.7)]. Patients should be closely monitored and the dose titrated
based on safety and efficacy.

Mild or moderate CYP3A4 inhibitors: There was an 8% and 27% increase in the Cpax and
AUC of ruxolitinib, respectively, with Jakafi administration (10 mg single dose) following
erythromycin, a moderate CYP3A4 inhibitor, at 500 mg twice daily for 4 days, compared to
receiving Jakafi alone in healthy subjects. The change in the pharmacodynamic marker, pSTAT3
inhibition was consistent with the corresponding exposure information.

No dose adjustment is recommended when Jakafi is coadministered with mild or moderate
CYP3A4 inhibitors (eg, erythromycin).

CYP3A4 inducers: The Cpax and AUC of ruxolitinib decreased 32% and 61%, respectively,
with Jakafi administration (50 mg single dose) following rifampin 600 mg once daily for

10 days, compared to receiving Jakafi alone in healthy subjects. In addition, the relative exposure
to ruxolitinib’s active metabolites increased approximately 100%. This increase may partially
explain the reported disproportionate 10% reduction in the pharmacodynamic marker pSTAT3
inhibition.

No dose adjustment is recommended when Jakafi is coadministered with a CYP3A4 inducer.
Patients should be closely monitored and the dose titrated based on safety and efficacy.

8. USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies of Jakafi in pregnant women. In embryofetal
toxicity studies, treatment with ruxolitinib resulted in an increase in late resorptions and reduced

11
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fetal weights at maternally toxic doses. Jakafi should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Ruxolitinib was administered orally to pregnant rats or rabbits during the period of
organogenesis, at doses of 15, 30 or 60 mg/kg/day in rats and 10, 30 or 60 mg/kg/day in rabbits.
There was no evidence of teratogenicity. However, decreases of approximately 9% in fetal
weights were noted in rats at the highest and maternally toxic dose of 60 mg/kg/day. This dose
results in an exposure (AUC) that is approximately 2 times the clinical exposure at the maximum
recommended dose of 25 mg twice daily. In rabbits, lower fetal weights of approximately 8%
and increased late resorptions were noted at the highest and maternally toxic dose of

60 mg/kg/day. This dose is approximately 7% the clinical exposure at the maximum
recommended dose.

In a pre- and post-natal development study in rats, pregnant animals were dosed with ruxolitinib
from implantation through lactation at doses up to 30 mg/kg/day. There were no drug-related
adverse findings in pups for fertility indices or for maternal or embryofetal survival, growth and
development parameters at the highest dose evaluated (34% the clinical exposure at the
maximum recommended dose of 25 mg twice daily).

8.3 Nursing Mothers

It is not known whether ruxolitinib is excreted in human milk. Ruxolitinib and/or its metabolites
were excreted in the milk of lactating rats with a concentration that was 13-fold the maternal
plasma. Because many drugs are excreted in human milk and because of the potential for serious
adverse reactions in nursing infants from Jakafi, a decision should be made to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the mother.

8.4 Pediatric Use

The safety and effectiveness of Jakafi in pediatric patients have not been established.

8.5 Geriatric Use

Of the total number of myelofibrosis patients in clinical studies with Jakafi, 51.9% were 65 years
of age and older. No overall differences in safety or effectiveness of Jakafi were observed
between these patients and younger patients.

8.6 Renal Impairment

The safety and pharmacokinetics of single dose Jakafi (25 mg) were evaluated in a study in
healthy subjects [CrCl 72-164 mL/min (N=8)] and in subjects with mild [CrCl 53-83 mL/min
(N=8)], moderate [CrCl 38-57 mL/min (N=8)], or severe renal impairment [CrCl 15-51 mL/min
(N=8)]. Eight (8) additional subjects with end stage renal disease requiring hemodialysis were
also enrolled.

The pharmacokinetics of ruxolitinib was similar in subjects with various degrees of renal
impairment and in those with normal renal function. However, plasma AUC values of ruxolitinib
metabolites increased with increasing severity of renal impairment. This was most marked in the
subjects with end stage renal disease requiring hemodialysis. The change in the
pharmacodynamic marker, pSTAT3 inhibition, was consistent with the corresponding increase in
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metabolite exposure. Ruxolitinib is not removed by dialysis; however, the removal of some
active metabolites by dialysis cannot be ruled out.

When administering Jakafi to patients with moderate (CrCl 30-59 mL/min) or severe renal
impairment (CrCl 15-29 mL/min) with a platelet count between 100 X 10°/L and 150 X 10°/L
and patients with end stage renal disease on dialysis a dose reduction is recommended [See
Dosage and Administration (2.8)].

8.7 Hepatic Impairment

The safety and pharmacokinetics of single dose Jakafi (25 mg) were evaluated in a study in
healthy subjects (N=8) and in subjects with mild [Child-Pugh A (N=8)], moderate [Child-Pugh B
(N=8)], or severe hepatic impairment [Child-Pugh C (N=8)]. The mean AUC for ruxolitinib was
increased by 87%, 28% and 65%, respectively, in patients with mild, moderate and severe
hepatic impairment compared to patients with normal hepatic function. The terminal elimination
half-life was prolonged in patients with hepatic impairment compared to healthy controls (4.1
5.0 hours versus 2.8 hours). The change in the pharmacodynamic marker, pSTAT3 inhibition,
was consistent with the corresponding increase in ruxolitinib exposure except in the severe
(Child-Pugh C) hepatic impairment cohort where the pharmacodynamic activity was more
prolonged in some subjects than expected based on plasma concentrations of ruxolitinib.

When administering Jakafi to patients with any degree of hepatic impairment and with a platelet
count between 100 X 10°/L and 150 X 10°/L, a dose reduction is recommended [see Dosage and
Administration (2.8)].

10. OVERDOSAGE

There is no known antidote for overdoses with Jakafi. Single doses up to 200 mg have been
given with acceptable acute tolerability. Higher than recommended repeat doses are associated
with increased myelosuppression including leukopenia, anemia and thrombocytopenia.
Appropriate supportive treatment should be given.

Hemodialysis is not expected to enhance the elimination of ruxolitinib.

11. DESCRIPTION

Ruxolitinib phosphate is a kinase inhibitor with the chemical name (R)-3-(4-(7H-pyrrolo[2,3[]
d]pyrimidin-4-yl)-1H-pyrazol-1-yl)-3-cyclopentylpropanenitrile phosphate and a molecular
weight of 404.36. Ruxolitinib phosphate has the following structural formula:
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Ruxolitinib phosphate is a white to off-white to light pink powder and is soluble in aqueous
buffers across a pH range of 1 to 8.

Jakafi (ruxolitinib) Tablets are for oral administration. Each tablet contains ruxolitinib phosphate
equivalent to 5 mg, 10 mg, 15 mg, 20 mg and 25 mg of ruxolitinib free base together with
microcrystalline cellulose, lactose monohydrate, magnesium stearate, colloidal silicon dioxide,
sodium starch glycolate, povidone and hydroxypropyl cellulose.

12. CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Ruxolitinib, a kinase inhibitor, inhibits Janus Associated Kinases (JAKs) JAK1 and JAK2 which
mediate the signaling of a number of cytokines and growth factors that are important for
hematopoiesis and immune function. JAK signaling involves recruitment of STATSs (signal
transducers and activators of transcription) to cytokine receptors, activation and subsequent
localization of STATS to the nucleus leading to modulation of gene expression.

Myelofibrosis (MF) is a myeloproliferative neoplasm (MPN) known to be associated with
dysregulated JAK1 and JAK?2 signaling. In a mouse model of JAK2V617F-positive MPN, oral
administration of ruxolitinib prevented splenomegaly, preferentially decreased JAK2V617F
mutant cells in the spleen and decreased circulating inflammatory cytokines (eg, TNF-a, IL-6).

12.2 Pharmacodynamics

Ruxolitinib inhibits cytokine induced STAT3 phosphorylation in whole blood from healthy
subjects and MF patients. Jakafi administration resulted in maximal inhibition of STAT3
phosphorylation 2 hours after dosing which returned to near baseline by 10 hours in both healthy
subjects and myelofibrosis patients.

12.3 Pharmacokinetics

Absorption

In clinical studies, ruxolitinib is rapidly absorbed after oral Jakafi administration with maximal
plasma concentration (Cp,x) achieved within 1 to 2 hours post-dose. Based on a mass balance
study in humans, oral absorption of ruxolitinib was estimated to be at least 95%. Mean
ruxolitinib Cp,,x and total exposure (AUC) increased proportionally over a single dose range of
5 to 200 mg. There were no clinically relevant changes in the pharmacokinetics of ruxolitinib
upon administration of Jakafi with a high-fat meal, with the mean C,,,x moderately decreased
(24%) and the mean AUC nearly unchanged (4% increase).

Distribution

The apparent volume of distribution of ruxolitinib at steady-state is 53 to 65 L in myelofibrosis
patients. Binding to plasma proteins in vitro is approximately 97%, mostly to albumin.
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Metabolism

In vitro studies suggest that CYP3A4 is the major enzyme responsible for metabolism of
ruxolitinib. Ruxolitinib is the predominant entity in humans representing approximately 60% of
the drug-related material in circulation. Two major and active metabolites were identified in
plasma of healthy subjects representing 25% and 11% of parent AUC. These two metabolites
have one-fifth and one-half of ruxolitinib’s pharmacological activity, respectively. The sum total
of all active metabolites contributes 18% of the overall pharmacodynamics of ruxolitinib.

Elimination

Following a single oral dose of ['*C]-labeled ruxolitinib in healthy adult subjects, elimination
was predominately through metabolism with 74% of radioactivity excreted in urine and 22%
excretion via feces. Unchanged drug accounted for less than 1% of the excreted total
radioactivity. The mean elimination half-life of ruxolitinib is approximately 3 hours and the
mean half-life of ruxolitinib + metabolites is approximately 5.8 hours.

Effects of Age, Gender, or Race

In healthy subjects, no significant differences in ruxolitinib pharmacokinetics were observed
with regard to gender and race. In a population pharmacokinetic evaluation in myelofibrosis
patients, no relationship was apparent between oral clearance and patient age or race, and in
women, clearance was 17.7 L/h and in men, 22.1 L/h with 39% inter-subject variability.

Drug Interactions

In vitro, ruxolitinib and its M 18 metabolite are not inhibitors of CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 or CYP3A4. Ruxolitinib is not an inducer of CYP1A2, CYP2B6
or CYP3A4 at clinically relevant concentrations.

In vitro, ruxolitinib and its M 18 metabolite are not inhibitors of the P-gp, BCRP, OATP1BI,
OATPI1B3, OCT1, OCT2, OAT1 or OATS3 transport systems at clinically relevant
concentrations. Ruxolitinib is not a substrate for the P-gp transporter.

12.4 Thorough QT Study

The effect of single dose ruxolitinib 25 mg and 200 mg on QTc interval was evaluated in a
randomized, placebo-, and active-controlled (moxifloxacin 400 mg) four-period crossover
thorough QT study in 47 healthy subjects. In a study with demonstrated ability to detect small
effects, the upper bound of the one-sided 95% confidence interval for the largest placebo
adjusted, baseline-corrected QTc based on Fridericia correction method (QTcF) was below

10 ms, the threshold for regulatory concern. The dose of 200 mg is adequate to represent the high
exposure clinical scenario.

15
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13. NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Ruxolitinib was not carcinogenic in the 6-month Tg.rasH2 transgenic mouse model or in a 2-year
carcinogenicity study in the rat.

Ruxolitinib was not mutagenic in a bacterial mutagenicity assay (Ames test) or clastogenic in
in vitro chromosomal aberration assay (cultured human peripheral blood lymphocytes) or in vivo
in a rat bone marrow micronucleus assay.

In a fertility study, ruxolitinib was administered to male rats prior to and throughout mating and
to female rats prior to mating and up to the implantation day (gestation day 7). Ruxolitinib had
no effect on fertility or reproductive function in male or female rats at doses of 10, 30 or

60 mg/kg/day. However, in female rats doses of greater than or equal to 30 mg/kg/day resulted in
increased post-implantation loss. The exposure (AUC) at the dose of 30 mg/kg/day is
approximately 34% the clinical exposure at the maximum recommended dose of 25 mg twice
daily.

14, CLINICAL STUDIES

Two randomized Phase 3 studies (Studies 1 and 2) were conducted in patients with myelofibrosis
(either primary myelofibrosis, post-polycythemia vera myelofibrosis or post-essential
thrombocythemia-myelofibrosis). In both studies, patients had palpable splenomegaly at least

5 cm below the costal margin and risk category of intermediate 2 (2 prognostic factors) or high
risk (3 or more prognostic factors) based on the International Working Group Consensus Criteria
(IWG).

The starting dose of Jakafi was based on platelet count. Patients with a platelet count between
100 and 200 X 10°/L were started on Jakafi 15 mg twice daily and patients with a platelet count
greater than 200 X 10°/L were started on Jakafi 20 mg twice daily. Doses were then
individualized based upon tolerability and efficacy with maximum doses of 20 mg twice daily
for patients with platelet counts between 100 to less than or equal to 125 X 10°/L, of 10 mg twice
daily for patients with platelet counts between 75 to less than or equal to 100 X 10°/L, and of

5 mg twice daily for patients with platelet counts between 50 to less than or equal to 75 X 10°/L.

Study 1

Study 1 was a double-blind, randomized, placebo-controlled study in 309 patients who were
refractory to or were not candidates for available therapy. The median age was 68 years (range
40 to 91 years) with 61% of patients older than 65 years and 54% were male. Fifty percent (50%)
of patients had primary myelofibrosis, 31% had post-polycythemia vera myelofibrosis and 18%
had post-essential thrombocythemia myelofibrosis. Twenty-one percent (21%) of patients had
red blood cell transfusions within 8 weeks of enrollment in the study. The median hemoglobin
count was 10.5 g/dL and the median platelet count was 251 X 10°/L. Patients had a median
palpable spleen length of 16 cm below the costal margin, with 81% having a spleen length 10 cm
or greater below the costal margin. Patients had a median spleen volume as measured by
magnetic resonance imaging (MRI) or computed tomography (CT) of 2595 cm’ (range 478 cm’
to 8881 cm’). (The upper limit of normal is approximately 300 cm?).
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Patients were dosed with Jakafi or matching placebo. The primary efficacy endpoint was the
proportion of patients achieving greater than or equal to a 35% reduction from baseline in spleen
volume at Week 24 as measured by MRI or CT.

Secondary endpoints included duration of a 35% or greater reduction in spleen volume and
proportion of patients with a 50% or greater reduction in Total Symptom Score from baseline to
Week 24 as measured by the modified Myelofibrosis Symptom Assessment Form (MFSAF) v2.0
diary.

Study 2

Study 2 was an open-label, randomized study in 219 patients. Patients were randomized 2:1 to
Jakafi versus best available therapy. Best available therapy was selected by the investigator on a
patient-by-patient basis. In the best available therapy arm, the medications received by more than
10% of patients were hydroxyurea (47%) and glucocorticoids (16%). The median age was

66 years (range 35 to 85 years) with 52% of patients older than 65 years and 57% were male.
Fifty-three percent (53%) of patients had primary myelofibrosis, 31% had post-polycythemia
vera myelofibrosis and 16% had post-essential thrombocythemia myelofibrosis. Twenty-one
percent (21%) of patients had red blood cell transfusions within 8 weeks of enrollment in the
study. The median hemoglobin count was 10.4 g/dL and the median platelet count was

236 X 10°/L. Patients had a median palpable spleen length of 15 cm below the costal margin,
with 70% having a spleen length 10 cm or greater below the costal margin. Patients had a median
spleen volume as measured by MRI or CT of 2381 cm” (range 451 cm’ to 7765 cm’).

The primary efficacy endpoint was the proportion of patients achieving 35% or greater reduction
from baseline in spleen volume at Week 48 as measured by MRI or CT.

A secondary endpoint in Study 2 was the proportion of patients achieving a 35% or greater
reduction of spleen volume as measured by MRI or CT from baseline to Week 24.

Study 1 and 2 Efficacy Results

Efficacy analyses of the primary endpoint in Studies 1 and 2 are presented in Table 7 below. A
significantly larger proportion of patients in the Jakafi group achieved a 35% or greater reduction
in spleen volume from baseline in both studies compared to placebo in Study 1 and best available
therapy in Study 2. A similar proportion of patients in the Jakafi group achieved a 50% or greater
reduction in palpable spleen length.

Table 7: Percent of Patients with 35% or Greater Reduction from Baseline in Spleen
Volume at Week 24 in Study 1 and at Week 48 in Study 2 (Intent to Treat)
Study 1 Study 2
Best Available
Jakafi Placebo Jakafi Therapy
(N=155) (N=154) (N=146) (N=73)
Time Points Week 24 Week 48
Number (%) of Patients with
Spleen Volume Reduction by 65 (41.9) 1(0.7) 41 (28.5) 0
35% or More
P-value <0.0001 <0.0001
17
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Figure 1 shows the percent change from baseline in spleen volume for each patient at Week 24
(Jakafi N=139, placebo N=106) or the last evaluation prior to Week 24 for patients who did not
complete 24 weeks of randomized treatment (Jakafi N=16, placebo N=47). One (1) patient
(placebo) with a missing baseline spleen volume is not included.

Figure 1: Percent Change from Baseline in Spleen VVolume at Week 24 or Last
Observation for Each Patient (Study 1)

70+
60+
50+

Jakafi Placebo

] N=155 N=153

20+

10+

35% Reduction

Percent Change From Baseline

Patient

In Study 1, myelofibrosis symptoms were a secondary endpoint and were measured using the
modified Myelofibrosis Symptom Assessment Form (MFSAF) v2.0 diary. The modified MFSAF
is a daily diary capturing the core symptoms of myelofibrosis (abdominal discomfort, pain under
left ribs, night sweats, itching, bone/muscle pain and early satiety). Symptom scores ranged from
0 to 10 with 0 representing symptoms “absent” and 10 representing “worst imaginable”
symptoms. These scores were added to create the daily total score, which has a maximum of 60.

Table 8 presents assessments of Total Symptom Score from baseline to Week 24 in Study 1
including the proportion of patients with at least a 50% reduction (ie, improvement in
symptoms). At baseline, the mean Total Symptom Score was 18.0 in the Jakafi group and 16.5 in
the placebo group. A higher proportion of patients in the Jakafi group had a 50% or greater
reduction in Total Symptom Score than in the placebo group, with a median time to response of
less than 4 weeks.

18
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Table 8: Improvement in Total Symptom Score

Jakafi Placebo
(N=148) (N=152)
Number (%) of Patients with 50% or Greater Reduction
in Total Symptom Score by Week 24 68 (45.9) 8(5.3)
P-value <0.0001

Figure 2 shows the percent change from baseline in Total Symptom Score for each patient at
Week 24 (Jakafi N=129, placebo N=103) or the last evaluation on randomized therapy prior to
Week 24 for patients who did not complete 24 weeks of randomized treatment (Jakafi N=16,
placebo N=42). Results are excluded for 5 patients with a baseline Total Symptom Score of zero,
8 patients with missing baseline and 6 patients with insufficient post-baseline data.

Figure 2: Percent Change from Baseline in Total Symptom Score at Week 24 or Last
Observation for Each Patient (Study 1)
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Worsening of Total Symptom Score is truncated at 150%.

Figure 3 displays the proportion of patients with at least a 50% improvement in each of the
individual symptoms that comprise the Total Symptom Score indicating that all 6 of the
symptoms contributed to the higher Total Symptom Score response rate in the group treated with
Jakafi.
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Figure 3: Proportion of Patients With 50% or Greater Reduction in Individual
Symptom Scores at Week 24
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16. HOW SUPPLIED/STORAGE AND HANDLING

Jakafi (ruxolitinib) Tablets are available as follows:

Jakafi Trade Presentations

and “25” on the other

Tablets per
NDC Number Strength | Description Bottle
Round tablet with “INCY” on one side
50881-005-60 5 mg and “5” on the other 60
Round tablet with “INCY” on one side
50881-010-60 10 mg and “10” on the other 60
Oval tablet with “INCY” on one side
50881-015-60 15 mg and “15” on the other 60
Capsule shaped tablet with “INCY” on
>0881-020-60 20 mg one side and “20” on the other 60
50881-025-60 25 mg Oval tablet with “INCY” on one side 60

Store at room temperature 20°C to 25°C (68°F to 77°F); excursions permitted between 15°C and
30°C (59°F and 86°F) [see USP Controlled Room Temperature].
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17, PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Patient Information).

Discuss the following with patients prior to treatment with Jakafi:

17.1 Thrombocytopenia, Anemia and Neutropenia

Inform patients that Jakafi is associated with thrombocytopenia, anemia and neutropenia, and of
the need to monitor complete blood counts before and during treatment. Advise patients to
observe for and report bleeding.

17.2 Infections
Inform patients of the signs and symptoms of infection and to report any such signs and
symptoms promptly.

Inform patients regarding the early signs and symptoms of herpes zoster and of progressive
multifocal leukoencephalopathy, and advise patients to seek advice of a clinician if such
symptoms are observed.

17.3 Drug-drug Interactions

Advise patients to inform their healthcare providers of all medications they are taking, including
over-the-counter medications, herbal products and dietary supplements.

17.4 Dialysis

Inform patients on dialysis that their dose should not be taken before dialysis but only following
dialysis.

17.5 Compliance

Patients should be advised to continue taking Jakafi every day for as long as their physician tells
them and that this is a long-term treatment. Patients should not change dose or stop taking Jakafi
without first consulting their physician. Patients should be aware that after discontinuation of
treatment, myelofibrosis signs and symptoms are expected to return.

Manufactured by:
DSM Pharmaceuticals, Inc.
Greenville, NC 27834

Manufactured for:
Incyte Corporation
Wilmington, DE 19880

Jakafi is a registered trademark of Incyte Corporation. All rights reserved.
U.S. Patent No. 7,598,257; 8,415,362
© 2011-2013 Incyte Corporation. All rights reserved.
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Patient Information
Jakafi® (JAK-ah-fye)
(ruxolitinib) Tablets

Read this Patient Information before you start taking Jakafi and each time you get a refill. There
may be new information. This information does not take the place of talking to your healthcare
provider about your medical condition or treatment.

What is Jakafi?

Jakafi is a prescription medicine used to treat people with intermediate or high-risk
myelofibrosis, including primary myelofibrosis, post-polycythemia vera myelofibrosis and post-
essential thrombocythemia myelofibrosis.

It is not known if Jakafi is safe or effective in children.

What should I tell my healthcare provider before taking Jakafi?
Before taking Jakafi, tell your healthcare provider if you:

* have an infection.

» have or have had liver or kidney problems.

+ are on dialysis. Jakafi should be taken after your dialysis.

« have any other medical conditions.

* are pregnant or plan to become pregnant. It is not known if Jakafi will harm your unborn
baby.

+ are breast-feeding or plan to breast-feed. It is not known if Jakafi passes into your breast
milk. You and your healthcare provider should decide if you will take Jakafi or breast-feed.
You should not do both.

Tell your healthcare provider about all the medicines you take including prescription and non![’
prescription medicines, vitamins and herbal supplements. Taking Jakafi with certain other
medicines may affect how Jakafi works.

Especially tell your healthcare provider if you take medicine for:
* Fungal infections

* Bacterial infections

« HIV-AIDS

Ask your healthcare provider or pharmacist if you are not sure if your medicine is one listed
above.

Know the medicines you take. Keep a list of them to show your healthcare provider and
pharmacist when you get a new medicine.
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How should I take Jakafi?
» Take Jakafi exactly as your healthcare provider tells you.

« Do not change your dose or stop taking Jakafi without first talking to your healthcare
provider.

* You can take Jakafi with or without food.

 Jakafi may also be given through certain nasogastric tubes.

0 Tell your healthcare provider if you cannot take Jakafi by mouth. Your healthcare
provider will decide if you can take Jakafi through a nasogastric tube.

0 Ask your healthcare provider to give you specific instruction on how to properly take
Jakafi through a nasogastric tube.

« Do not drink grapefruit juice while taking Jakafi. Grapefruit juice can affect the
amount of Jakafi in your blood.

» Ifyou take too much Jakafi call your healthcare provider or go to the nearest hospital
emergency room department right away. Take the bottle of Jakafi with you.

» Ifyou miss a dose of Jakafi, take your next dose at your regular time. Do not take 2 doses at
the same time.

* You will have regular blood tests during your treatment with Jakafi. Your healthcare provider
may change your dose of Jakafi or stop your treatment based on the results of your blood
tests.

What are the possible side effects of Jakafi?
Jakafi can cause serious side effects including:

Low blood cell counts: Jakafi may cause low platelet counts (thrombocytopenia), low red blood
cell counts (anemia), and low white blood cell counts (neutropenia). If you develop bleeding,
stop Jakafi and call your doctor. Your healthcare provider will do a blood test to check your
blood cell counts before you start Jakafi and regularly during your treatment with Jakafi. Tell
your healthcare provider right away if you develop any of these symptoms:

* unusual bleeding * shortness of breath
* bruising * fever
« fatigue

Infection: You may be at risk for developing a serious infection while taking Jakafi. Tell your
healthcare provider if you have:

* chills * vomiting

* aches  weakness

* fever * painful skin rash or blisters
* nausea
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The most common side effects of Jakafi include:

» dizziness

* headache

Tell your healthcare provider about any side effect that bothers you or that does not go away.

These are not all the possible side effects of Jakafi. Ask your healthcare provider or pharmacist
for more information.

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

How should I store Jakafi?
» Store Jakafi at room temperature between 68°F and 77°F (20°C and 25°C).

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

General information about the safe and effective use of Jakafi:

Medicines are sometimes prescribed for purposes other than those listed in Patient Information.
Do not use Jakafi for a condition for which it is not prescribed. Do not give Jakafi to other
people, even if they have the same symptoms you have. It may harm them.

This Patient Information leaflet summarizes the most important information about Jakafi. If you
would like more information, talk with your healthcare provider. You can ask your healthcare
provider or pharmacist for information that is written for healthcare professionals.

For more information call 1-855-463-3463 or go to www.jakafi.com.

What are the ingredients in Jakafi?
Active ingredient: ruxolitinib.

Inactive ingredients: microcrystalline cellulose, lactose monohydrate, magnesium stearate,
colloidal silicon dioxide, sodium starch glycolate, povidone and hydroxypropyl cellulose.

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

Jakafi is a registered trademark of Incyte Corporation. All rights reserved.
U.S. Patent No. 7,598,257; 8,415,362
© 2011-2013 Incyte Corporation. All rights reserved.

Issued: November 2013
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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

Jakavi 5 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 5 mg ruxolitinib (as phosphate).

Excipient with known effect:
Each tablet contains 71.45 mg lactose monohydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Tablet.

Round curved white to almost white tablets of approximately 7.5 mm in diameter with “NVR”
debossed on one side and “L5” debossed on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Jakavi is indicated for the treatment of disease-related splenomegaly or symptoms in adult patients
with primary myelofibrosis (also known as chronic idiopathic myelofibrosis), post polycythaemia vera
myelofibrosis or post essential thrombocythaemia myelofibrosis.

4.2 Posology and method of administration

Jakavi treatment should only be initiated by a physician experienced in the administration of
anti-cancer agents.

A complete blood cell count, including a white blood cell count differential, must be performed before
initiating therapy with Jakavi.

Complete blood count, including a white blood cell count differential, should be monitored every
2-4 weeks until Jakavi doses are stabilised, and then as clinically indicated (see section 4.4).

Posology

Starting dose
The recommended starting dose of Jakavi is 15 mg twice daily for patients with a platelet count

between 100,000/mm’ and 200,000/mm”® and 20 mg twice daily for patients with a platelet count of
>200,000/mm”. There is limited information to recommend a starting dose for patients with platelet
counts between 50,000/mm?® and <100,000/mm>. The maximum recommended starting dose in these
patients is 5 mg twice daily and the patients should be titrated cautiously.

Dose modifications
Doses may be titrated based on safety and efficacy. Treatment should be discontinued for platelet
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counts less than 50,000/mm” or absolute neutrophil counts less than 500/mm”. After recovery of
platelet and neutrophil counts above these levels, dosing may be re-started at 5 mg twice daily and
gradually increased based on careful monitoring of complete blood cell count, including a white blood
cell count differential.

Dose reductions should be considered if the platelet count decreases below 100,000/mm?, with the
goal of avoiding dose interruptions for thrombocytopenia.

If efficacy is considered insufficient and platelet and neutrophil counts are adequate, doses may be
increased by a maximum of 5 mg twice daily.

The starting dose should not be increased within the first four weeks of treatment and thereafter no
more frequently than at 2-week intervals.

The maximum dose of Jakavi is 25 mg twice daily.

Dose adjustment with concomitant strong CYP3A4 inhibitors or fluconazole

When Jakavi is administered with strong CYP3A4 inhibitors or dual inhibitors of CYP2C9 and
CYP3A4 enzymes (e.g. fluconazole) the unit dose of Jakavi should be reduced by approximately 50%,
to be administered twice daily (see section 4.5).

More frequent monitoring (e.g. twice a week) of haematology parameters and of clinical signs and
symptoms of Jakavi-related adverse drug reactions is recommended while on strong CYP3A4
inhibitors or dual inhibitors of CYP2C9 and CYP3A4 enzymes.

Special populations
Renal impairment
No specific dose adjustment is needed in patients with mild or moderate renal impairment.

In patients with severe renal impairment (creatinine clearance less than 30 ml/min) the recommended
starting dose based on platelet count should be reduced by approximately 50% to be administered
twice daily. Patients should be carefully monitored with regard to safety and efficacy during Jakavi
treatment.

There are limited data to determine the best dosing options for patients with end-stage renal disease
(ESRD) on haemodialysis. Pharmacokinetic/pharmacodynamic simulations based on available data in
this population suggest that the starting dose for patients with ESRD on haemodialysis is a single dose
of 15-20 mg or two doses of 10 mg given 12 hours apart, to be administered post-dialysis and only on
the day of haemodialysis. A single dose of 15 mg is recommended for patients with platelet count
between 100,000/mm’ and 200,000/mm”. A single dose of 20 mg or two doses of 10 mg given

12 hours apart is recommended for patients with platelet count of >200,000/mm’. Subsequent doses
(single administration or two doses of 10 mg given 12 hours apart) should be administered only on
haemodialysis days following each dialysis session. These dose recommendations are based on
simulations and any dose modification in ESRD should be followed by careful monitoring of safety
and efficacy in individual patients. No data is available for dosing patients who are undergoing
peritoneal dialysis or continuous venovenous haemofiltration (see section 5.2).

Hepatic impairment

In patients with any hepatic impairment the recommended starting dose based on platelet count should
be reduced by approximately 50% to be administered twice daily. Subsequent doses should be
adjusted based on careful monitoring of safety and efficacy. Patients diagnosed with hepatic
impairment while receiving Jakavi should have complete blood counts, including a white blood cell
count differential, monitored at least every one to two weeks for the first 6 weeks after initiation of
therapy with Jakavi and as clinically indicated thereafter once their liver function and blood counts
have been stabilised. Jakavi dose can be titrated to reduce the risk of cytopenia.



Older people (=65 years)
No additional dose adjustments are recommended for older people.

Paediatric population
The safety and efficacy of Jakavi in children aged up to 18 years have not been established. No data
are available (see section 5.1).

Treatment discontinuation

Treatment may be continued as long as the benefit-risk remains positive. However the treatment
should be discontinued after 6 months if there has been no reduction in spleen size or improvement in
symptoms since initiation of therapy.

It is recommended that, for patients who have demonstrated some degree of clinical improvement,
ruxolitinib therapy be discontinued if they sustain an increase in their spleen length of 40% compared
with baseline size (roughly equivalent to a 25% increase in spleen volume) and no longer have
tangible improvement in disease-related symptoms.

Method of administration
Jakavi is to be taken orally, with or without food.

If a dose is missed, the patient should not take an additional dose, but should take the next usual
prescribed dose.

4.3 Contraindications

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

Pregnancy and lactation.

4.4 Special warnings and precautions for use

Myelosuppression

Treatment with Jakavi can cause haematological adverse drug reactions, including thrombocytopenia,
anaemia and neutropenia. A complete blood count, including a white blood cell count differential,
must be performed before initiating therapy with Jakavi. Treatment should be discontinued in patients

with platelet count less than 50,000/mm’ or absoute neutrophil count less than 500/mm’ (see
section 4.2).

It has been observed that patients with low platelet counts (<200,000/mm”) at the start of therapy are
more likely to develop thrombocytopenia during treatment.

Thrombocytopenia is generally reversible and is usually managed by reducing the dose or temporarily
withholding Jakavi (see sections 4.2 and 4.8). However, platelet transfusions may be required as
clinically indicated.

Patients developing anaemia may require blood transfusions. Dose modifications for patients
developing anaemia may also be considered.

Patients with a haemoglobin level below 10.0 g/dl at the beginning of the treatment have a higher risk
of developing a haemoglobin level below 8.0 g/dl during treatment compared to patients with a higher
baseline haemoglobin level (79.3% versus 30.1%). More frequent monitoring of haematology
parameters and of clinical signs and symptoms of Jakavi-related adverse drug reactions is
recommended for patients with baseline haemoglobin below 10.0 g/dl.

Neutropenia (absolute neutrophil count <500) was generally reversible and was managed by
temporarily withholding Jakavi (see sections 4.2 and 4.8).



Complete blood counts should be monitored as clinically indicated and dose adjusted as required (see
sections 4.2 and 4.8).

Infections

Patients should be assessed for the risk of developing serious bacterial, mycobacterial, fungal and viral
infections. Tuberculosis has been reported in patients receiving Jakavi for myelofibrosis. Before
starting treatment, patients should be evaluated for active and inactive (“latent”) tuberculosis, as per
local recommendations. This can include medical history, possible previous contact with tuberculosis,
and/or appropriate screening such as lung x-ray, tuberculin test and/or interferon-gamma release assay,
as applicable. Prescribers are reminded of the risk of false negative tuberculin skin test results,
especially in patients who are severely ill or immunocompromised. Jakavi therapy should not be
started until active serious infections have resolved. Physicians should carefully observe patients
receiving Jakavi for signs and symptoms of infections and initiate appropriate treatment promptly (see
section 4.8).

Herpes zoster
Physicians should educate patients about early signs and symptoms of herpes zoster, advising that

treatment should be sought as early as possible.

Progressive multifocal leukoencephalopathy

Progressive multifocal leukoencephalopathy (PML) has been reported with Jakavi treatment for
myelofibrosis. Physicians should be particularly alert to symptoms suggestive of PML that patients
may not notice (e.g., cognitive, neurological or psychiatric symptoms or signs). Patients should be
monitored for any of these new or worsening symptoms or signs, and if such symptoms/signs occur,
referral to a neurologist and appropriate diagnostic measures for PML should be considered. If PML is
suspected, further dosing must be suspended until PML has been excluded.

Special populations

Renal impairment

The starting dose of Jakavi should be reduced in patients with severe renal impairment. For patients
with end-stage renal disease on haemodialysis the starting dose should be based on platelet counts (see
section 4.2). Subsequent doses (single administration or two doses of 10 mg given 12 hours apart)
should be administered only on haemodialysis days following each dialysis session. Additional dose
modifications should be made with careful monitoring of safety and efficacy (see sections 4.2 and 5.2).

Hepatic impairment

The starting dose of Jakavi should be reduced by approximately 50% in patients with hepatic
impairment. Further dose modifications should be based on the safety and efficacy of the medicinal
product (see sections 4.2 and 5.2).

Interactions

If Jakavi is to be co-administered with strong CYP3A4 inhibitors or dual inhibitors of CYP3A4 and
CYP2C9 enzymes (e.g. fluconazole), the unit dose of Jakavi should be reduced by approximately 50%,
to be administered twice daily (for monitoring frequency see sections 4.2 and 4.5).

The concomitant use of cytoreductive therapies or haematopoietic growth factors with Jakavi has not
been studied. The safety and efficacy of these co-administrations are not known (see section 4.5).

Withdrawal effects

Following interruption or discontinuation of Jakavi, symptoms of myelofibrosis may return over a
period of approximately one week. There have been cases of patients discontinuing Jakavi who
sustained more severe events, particularly in the presence of acute intercurrent illness. It has not been
established whether abrupt discontinuation of Jakavi contributed to these events. Unless abrupt
discontinuation is required, gradual tapering of the dose of Jakavi may be considered, although the
utility of the tapering is unproven.




Excipients
Jakavi contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp

lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.
4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Ruxolitinib is eliminated through metabolism catalysed by CYP3A4 and CYP2C9. Thus, medicinal
products inhibiting these enzymes can give rise to increased ruxolitinib exposure.

Interactions resulting in dose reduction of ruxolitinib

CYP3A4 inhibitors

Strong CYP3A4 inhibitors (such as, but not limited to, boceprevir, clarithromycin, indinavir,
itraconazole, ketoconazole, lopinavir/ritonavir, ritonavir, mibefradil, nefazodone, nelfinavir,
posaconazole, saquinavir, telaprevir, telithromycin, voriconazole)

In healthy subjects co-administration of Jakavi (10 mg single dose) with a strong CYP3A4 inhibitor,
ketoconazole, resulted in ruxolitinib C,,,x and AUC that were higher by 33% and 91%, respectively,
than with ruxolitinib alone. The half-life was prolonged from 3.7 to 6.0 hours with concurrent
ketoconazole administration.

When administering Jakavi with strong CYP3A4 inhibitors the unit dose of Jakavi should be reduced
by approximately 50%, to be administered twice daily. Patients should be closely monitored (e.g.
twice weekly) for cytopenias and dose titrated based on safety and efficacy (see section 4.2).

Dual CYP2C9 and CYP3A4 inhibitors
On the basis of in silico modelling 50% dose reduction should be considered when using medicinal
products which are dual inhibitors of CYP2C9 and CYP3A4 enzymes (e.g. fluconazole).

Enzyme inducers

CYP3A4 inducers (such as, but not limited to, avasimibe, carbamazepine, phenobarbital, phenytoin,
rifabutin, rifampin (rifampicin), St.John’s wort (Hypericum perforatum))

Patients should be closely monitored and the dose titrated based on safety and efficacy (see

section 4.2).

In healthy subjects given ruxolitinib (50 mg single dose) following the potent CYP3 A4 inducer
rifampicin (600 mg daily dose for 10 days), ruxolitinib AUC was 70% lower than after administration
of Jakavi alone. The exposure of ruxolitinib active metabolites was unchanged. Overall, the ruxolitinib
pharmacodynamic activity was similar, suggesting the CYP3A4 induction resulted in minimal effect
on the pharmacodynamics. However, this could be related to the high ruxolitinib dose resulting in
pharmacodynamic effects near E,,. It is possible that in the individual patient, an increase of the
ruxolitinib dose is needed when initiating treatment with a strong enzyme inducer.

Other interactions to be considered affecting ruxolitinib

Mild or moderate CYP3A4 inhibitors (such as, but not limited to, ciprofloxacin, erythromycin,
amprenavir, atazanavir, diltiazem, cimetidine)

In healthy subjects co-administration of ruxolitinib (10 mg single dose) with erythromycin 500 mg
twice daily for four days resulted in ruxolitinib Cy,,, and AUC that were higher by 8% and 27%,
respectively, than with ruxolitinib alone.

No dose adjustment is recommended when ruxolitinib is co-administered with mild or moderate
CYP3A4 inhibitors (e.g. erythromycin). However, patients should be closely monitored for cytopenias
when initiating therapy with a moderate CYP3A4 inhibitor.

Effects of ruxolitinib on other medicinal products
Oral contraceptives
There is no interaction study with oral contraceptives.




Substances metabolised by CYP3A44

It cannot be excluded that ruxolitinib inhibits CYP3A4 in the intestine. Increased systemic exposure
may be obtained for substances which are metabolised by CYP3A4, and particularly those that
undergo extensive intestinal metabolism. Safety monitoring of orally administered CYP3A4
metabolised substances is advised when combined with ruxolitinib. The interaction is likely to be
minimised if the time between co-administrations is kept as long as possible.

Substances transported by P-glycoprotein or other transporters

Ruxolitinib may inhibit P-glycoprotein and breast cancer resistance protein (BCRP) in the intestine.
This may result in increased sytemic exposure of substrates of these transporters, such as dabigatran
etexilate, ciclosporin, rosuvastatin and potentially digoxin. Therapeutic drug monitoring (TDM) or
clinical monitoring of the affected substance is advised.

It is possible that the potential inhibition of P-gp and BCRP in the intestine can be minimised if the
time between administrations is kept apart as long as possible.

Haematopoietic growth factors

The concurrent use of haematopoietic growth factors and Jakavi has not been studied. It is not known
whether the Janus Associated Kinase (JAK) inhibition by Jakavi reduces the efficacy of the
haematopoietic growth factors or whether the haematopoietic growth factors affect the efficacy of
Jakavi (see section 4.4).

Cytoreductive therapies
The concomitant use of cytoreductive therapies and Jakavi has not been studied. The safety and
efficacy of this co-administration is not known (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy and contraception in females
There are no data from the use of Jakavi in pregnant women.

Animal studies have shown that ruxolitinib is embryotoxic and foetotoxic. Teratogenicity was not
observed in rats or rabbits. However, the exposure margins compared to the highest clinical dose were
low and the results are therefore of limited relevance for humans (see section 5.3). The potential risk
for humans is unknown. As a precautionary measure, the use of Jakavi during pregnancy is
contraindicated (see section 4.3). Women of child-bearing potential should use effective contraception
during the treatment with Jakavi. In case pregnancy should occur during treatment with Jakavi, a
risk/benefit evaluation must be carried out on an individual basis with careful counselling regarding
potential risks to the foetus (see section 5.3).

Breast-feeding
Jakavi must not be used during breast-feeding (see section 4.3) and breast-feeding should therefore be

discontinued when treatment is started. It is unknown whether ruxolitinib and/or its metabolites are
excreted in human milk. A risk to the breast-fed child cannot be excluded. Available
pharmacodynamic/toxicological data in animals have shown excretion of ruxolitinib and its
metabolites in milk (see section 5.3).

Fertility
There are no human data on the effect of ruxolitinib on fertility. In animal studies, no effect on fertility
was observed.

4.7 Effects on ability to drive and use machines

Jakavi has no or negligible sedating effect. However, patients who experience dizziness after the
intake of Jakavi should refrain from driving or using machines.



4.8 Undesirable effects

Summary of the safety profile
The most frequently reported adverse drug reactions were thrombocytopenia and anaemia.

Haematological adverse drug reactions (any Common Terminology Criteria for Adverse Events
[CTCAE] grade) included anaemia (82.4%), thrombocytopenia (69.8%) and neutropenia (15.6%).

Anaemia, thrombocytopenia and neutropenia are dose-related effects.

The three most frequent non-haematological adverse drug reactions were bruising (21.3%), dizziness
(15.0%) and headache (13.9%).

The three most frequent non-haematological laboratory abnormalities were raised alanine
aminotransferase (26.9%), raised aspartate aminotransferase (19.3%) and hypercholesterolaemia
(16.6%).

Tabulated summary of adverse drug reactions from clinical studies
In the clinical study programme the severity of adverse drug reactions was assessed based on the
CTCAE, defining grade 1 = mild, grade 2 = moderate, grade 3 = severe and grade 4=life-threatening.

Adverse drug reactions from clinical studies (Table 1) are listed by MedDRA system organ class.
Within each system organ class, the adverse drug reactions are ranked by frequency, with the most
frequent reactions first. In addition, the corresponding frequency category for each adverse drug
reaction is based on the following convention: 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); very rare (<1/10,000).



Table 1 Percentage of patients with adverse drug reactions in clinical studies”

Adverse drug reaction Ruxolitinib — myelofibrosis patients
N=301*
All CTCAE CTCAE grade 3/4° Frequency category
grades’ (%)
(%)
Infections and infestations
Urinary tract infections™ 12.3 1.0 Very common
Herpes zoster™ 4.3 0.3 Common
Tuberculosis* 0.27 0.27 Uncommon
Blood and lymphatic system disorders"*
Anaemia 82.4 42.5 Very common
Thrombocytopenia 69.8 11.3 Very common
Neutropenia 15.6 6.6 Very common
Bleeding (any bleeding 32.6 4.7 Very common

including intracranial, and
gastrointestinal bleeding,
bruising and other bleeding)

Intracranial bleeding 1.0 1.0 Common
Gastrointestinal bleeding 5.0 1.3 Common
Bruising 21.3 0.3 Very common
Other bleeding (including 13.3 2.3 Very common

epistaxis, post-procedural
haemorrhage and

haematuria)
Metabolism and nutrition disorders
Weight gain® 10.0 1.3 Very common
Hypercholesterolaecmia” 16.6 0 Very common
Nervous system disorders
Dizziness" 15.0 0.3 Very common
Headache® 13.9 0.5 Very common
Gastrointestinal disorders
Flatulence® | 2.9 | 0 | Common
Hepatobiliary disorders
Raised alanine 26.9 1.3 Very common
aminotransferase”
Raised aspartate 19.3 0 Very common
aminotransferase”
* Myelofibrosis patients randomised to and treated with ruxolitinib from the phase 3 pivotal

COMFORT-I and COMFORT-II studies

Frequency is based on adverse event data.

- A subject with multiple occurrence of an adverse drug reaction (ADR) is counted only
once in that ADR category.

- ADRs reported are on treatment or up to 28 days post treatment end date.

Frequency is based on laboratory values.

- A subject with multiple occurrences of an ADR is counted only once in that ADR
category.

- ADRs reported are on treatment or up to 28 days post treatment end date.

Common Terminology Criteria for Adverse Events (CTCAE) version 3.0; grade 1 = mild,

grade 2 = moderate, grade 3 = severe, grade 4 = life-threatening

These ADRs are discussed in the text.

Frequency is based on all patients exposed to ruxolitinib in clinical trials (N=4755)

Upon discontinuation, patients may experience a return of myelofibrosis symptoms such as fatigue,
bone pain, fever, pruritus, night sweats, symptomatic splenomegaly and weight loss. In clinical studies
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the total symptom score for myelofibrosis symptoms gradually returned to baseline value within
7 days after dose discontinuation (see section 4.4).

Description of selected adverse drug reactions

Anaemia

In phase 3 clinical studies, median time to onset of first CTCAE grade 2 or higher anaemia was
1.5 months. One patient (0.3%) discontinued treatment because of anaemia.

In patients receiving Jakavi mean decreases in haemoglobin reached a nadir of approximately

10 g/litre below baseline after 8 to 12 weeks of therapy and then gradually recovered to reach a new
steady state that was approximately 5 g/litre below baseline. This pattern was observed in patients
regardless of whether they had received transfusion during therapy.

In the randomised, placebo-controlled study COMFORT-I 60.6% of Jakavi-treated patients and 37.7%
of placebo-treated patients received red blood cell transfusions during randomised treatment. In the
COMFORTH-II study the rate of packed red blood cell transfusions was 53.4% in the Jakavi arm and
41.1% in the best available therapy arm.

Thrombocytopenia

In the phase 3 clinical studies, in patients who developed grade 3 or 4 thrombocytopenia, the median
time to onset was approximately 8 weeks. Thrombocytopenia was generally reversible with dose
reduction or dose interruption. The median time to recovery of platelet counts above 50,000/mm’ was
14 days. Platelet transfusions were administered to 4.7% of patients receiving Jakavi and to 4.0% of
patients receiving control regimens. Discontinuation of treatment because of thrombocytopenia
occurred in 0.7% of patients receiving Jakavi and 0.9% of patients receiving control regimens. Patients
with a platelet count of 100,000/mm” to 200,000/mm’ before starting Jakavi had a higher frequency of
grade 3 or 4 thrombocytopenia compared to patients with platelet count >200,000/mm’® (64.2% versus
38.5%).

Neutropenia

In the phase 3 clinical studies, in patients who developed grade 3 or 4 neutropenia, the median time to
onset was 12 weeks. Dose holding or reductions due to neutropenia were reported in 1.0% of patients,
and 0.3% of patients discontinued treatment because of neutropenia.

Bleeding

In the phase 3 pivotal studies bleeding events (including intracranial and gastrointestinal, bruising and
other bleeding events) were reported in 32.6% of patients exposed to Jakavi and 23.2% of patients
exposed to the reference treatments (placebo or best available therapy). The frequency of grade 3-4
events was similar for patients treated with Jakavi or reference treatments (4.7% versus 3.1%). Most of
the patients with bleeding events during the treatment reported bruising (65.3%). Bruising events were
more frequently reported in patients taking Jakavi compared with the reference treatments (21.3%
versus 11.6%). Intracranial bleeding was reported in 1% of patients exposed to Jakavi and 0.9%
exposed to reference treatments. Gastrointestinal bleeding was reported in 5.0% of patients exposed to
Jakavi compared to 3.1% exposed to reference treatments. Other bleeding events (including events
such as epistaxis, post-procedural haemorrhage and haematuria) were reported in 13.3% of patients
treated with Jakavi and 10.3% treated with reference treatments.

Infections
In the phase 3 pivotal studies grade 3 or 4 urinary tract infection was reported in 1.0% of patients,
herpes zoster in 4.3% and tuberculosis in 1.0%.

Increased systolic blood pressure

In the phase 3 pivotal clinical studies an increase in systolic blood pressure of 20 mmHg or more from
baseline was recorded in 31.5% of patients on at least one visit compared with 19.5% of the
control-treated patients. [In COMFORT-I the mean increase from baseline in systolic BP was

0-2 mmHg on Jakavi versus a decrease of 2-5 mmHg in the placebo arm. In COMFORT-II mean
values showed little difference between the ruxolitinib-treated and the control-treated patients.
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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

There is no known antidote for overdoses with Jakavi. Single doses up to 200 mg have been given
with acceptable acute tolerability. Higher than recommended repeat doses are associated with
increased myelosuppression including leukopenia, anaemia and thrombocytopenia. Appropriate
supportive treatment should be given.

Haemodialysis is not expected to enhance the elimination of ruxolitinib.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents, protein kinase inhibitors, ATC code: LO1XE18

Mechanism of action

Ruxolitinib is a selective inhibitor of the Janus Associated Kinases (JAKs) JAK1 and JAK2 (ICs,
values of 3.3 nM and 2.8 nM for JAK1 and JAK2 enzymes, respectively). These mediate the
signalling of a number of cytokines and growth factors that are important for haematopoiesis and
immune function.

Myelofibrosis is a myeloproliferative neoplasm known to be associated with dysregulated JAK1 and
JAK?2 signalling. The basis for the dysregulation is believed to include high levels of circulating
cytokines that activate the JAK-STAT pathway, gain-of-function mutations such as JAK2V617F, and
silencing of negative regulatory mechanisms. Myelofibrosis patients exhibit dysregulated JAK
signalling regardless of JAK2V617F mutation status.

Ruxolitinib inhibits JAK-STAT signalling and cell proliferation of cytokine-dependent cellular models
of haematological malignancies, as well as of Ba/F3 cells rendered cytokine-independent by
expressing the JAK2V617F mutated protein, with ICsy ranging from 80-320 nM.

Pharmacodynamic effects

Ruxolitinib inhibits cytokine-induced STAT3 phosphorylation in whole blood from healthy subjects
and myelofibrosis patients. Ruxolitinib resulted in maximal inhibition of STAT3 phosphorylation

2 hours after dosing which returned to near baseline by 8 hours in both healthy subjects and
myelofibrosis patients, indicating no accumulation of either parent or active metabolites.

Baseline elevations in inflammatory markers associated with constitutional symptoms such as TNFa,
IL-6 and CRP in subjects with myelofibrosis were decreased following treatment with ruxolitinib.
Myelofibrosis patients did not become refractory to the pharmacodynamic effects of ruxolitinib
treatment over time.

In a thorough QT study in healthy subjects, there was no indication of a QT/QTc¢ prolonging effect of
ruxolitinib in single doses up to a supratherapeutic dose of 200 mg, indicating that ruxolitinib has no
effect on cardiac repolarisation.

Clinical efficacy and safety
Two randomised phase 3 studies (COMFORT-I and COMFORT-II) were conducted in patients with
myelofibrosis (primary myelofibrosis, post-polycythaemia vera myelofibrosis or post-essential
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thrombocythaemia myelofibrosis). In both studies, patients had palpable splenomegaly at least 5 cm
below the costal margin and risk category of intermediate-2 (2 prognostic factors) or high risk (3 or
more prognostic factors) based on the International Working Group (IWG) Consensus Criteria. The
starting dose of Jakavi was based on platelet count.

COMFORT-I was a double-blind, randomised, placebo-controlled study in 309 patients who were
refractory to or were not candidates for available therapy. Patients were given Jakavi or matching
placebo. The primary efficacy endpoint was proportion of subjects achieving >35% reduction from
baseline in spleen volume at week 24 as measured by Magnetic Resonance Imaging (MRI) or
Computed Tomography (CT).

Secondary endpoints included duration of maintenance of a >35% reduction from baseline in spleen
volume, proportion of patients who had >50% reduction in total symptom score from baseline to

week 24 as measured by the modified Myelofibrosis Symptom Assessment Form (MFSAF) v2.0 diary,
change in total symptom score from baseline to week 24 as measured by the modified MFSAF v2.0
diary, and overall survival.

COMFORT-II was an open-label, randomised study in 219 patients. Patients were randomised 2:1 to
Jakavi versus best available therapy. Best available therapy was selected by the investigator on a
patient-by-patient basis. In the best available therapy arm, 47% of patients received hydroxyurea and
16% of patients received glucocorticoids. The primary efficacy endpoint was proportion of patients
achieving >35% reduction from baseline in spleen volume at week 48 as measured by MRI or CT.

A secondary endpoint in COMFORT-II was the proportion of patients achieving a >35% reduction of
spleen volume measured by MRI or CT from baseline to week 24. Duration of maintenance of a >35%
reduction from baseline in responding patients was also a secondary endpoint.

In COMFORT-I and COMFORT-II, patient baseline demographics and disease characteristics were
comparable between the treatment arms.

Table 2 Percentage of patients with >35% reduction from baseline in spleen volume at
week 24 in COMFORT-I and at week 48 in COMFORT-II (ITT)

COMFORT-I COMFORT-IT
Jakavi Placebo Jakavi Best available
(N=155) (N=153) (N=144) therapy
(N=72)

Time points Week 24 Week 48
Number (%) of subjects 65 (41.9) 1(0.7) 41 (28.5) 0
with spleen volume
reduced by >35%
95% confidence intervals 34.1, 50.1 0,3.6 21.3,36.6 0.0,5.0
p-value <0.0001 <0.0001

A significantly higher proportion of patients in the Jakavi group achieved >35% reduction from
baseline in spleen volume (Table 2) regardless of the presence or absence of the JAK2V617F mutation
or the disease subtype (primary myelofibrosis, post-polycythaemia vera myelofibrosis, post-essential
thrombocythaemia myelofibrosis).
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Table 3

Percentage of patients with >35% reduction from baseline in spleen volume by JAK
mutation status (safety set)

COMFORT-I COMFORT-II
Jakavi Placebo Jakavi Best available
therapy
JAK Positive | Negative | Positive | Negative | Positive | Negative | Positive | Negative
mutation (N=113) | (N=40) | (N=121) | (N=27) | (N=110) | (N=35) | (N=49) | (N=20)
status n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number (%) 54 11 1 0 36 5 0 0
of subjects (47.8) (27.5) (0.8) (32.7) (14.3)
with spleen
volume
reduced by
>35%
Time point After 24 weeks After 48 weeks

Among the 80 patients in COMFORT-I and the 69 patients in COMFORT-II who showed a >35%
reduction at any time point, the probability that a patient would maintain a response on Jakavi for at
least 24 weeks was 89% and 87%, respectively, while the probability of maintaining a response for at
least 48 weeks was 52% in COMFORT-II.

Jakavi improves myelofibrosis-associated symptoms and quality of life in patients with myelofibrosis.
In COMFORT-I symptoms of myelofibrosis were captured using the modified MFSAF diary v2.0 as
an electronic diary which subjects completed daily. A significantly larger proportion of subjects in the
Jakavi group achieved a >50% improvement from baseline in the week 24 total symptom score
compared with the placebo group (45.9% and 5.3%, respectively, p<0.0001 using the chi-square test).

An improvement in overall quality of life was measured by a validated instrument, the EORTC
QLQ-C30 in both COMFORT-I and COMFORT-II. At week 24 in COMFORT-I the mean change for
the global health status/quality of life score was +12.3 and -3.4 (p<0.0001) for Jakavi and placebo,
respectively.

In COMFORT-I, 13 out of 155 patients (8.4%) died in the Jakavi group and 24 out of 154 patients
(15.6%) died in the placebo group. In COMFORT-II, 13 out of 146 patients (8.9%) died in the Jakavi
group and 5 out of 73 patients (6.8%) died in the best available therapy group.

Paediatric population

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

5.2 Pharmacokinetic properties

Absorption
Ruxolitinib is a Biopharmaceutical Classification System (BCS) class 1 compound, with high

permeability, high solubility and rapid dissolution characteristics. In clinical studies, ruxolitinib is
rapidly absorbed after oral administration with maximal plasma concentration (Cy,y) achieved
approximately 1 hour post-dose. Based on a human mass balance study, oral absorption of ruxolitinib,
as ruxolitinib or metabolites formed under first-pass, is 95% or greater. Mean ruxolitinib C,,,, and total
exposure (AUC) increased proportionally over a single dose range of 5-200 mg. There was no
clinically relevant change in the pharmacokinetics of ruxolitinib upon administration with a high-fat
meal. The mean C,,,x was moderately decreased (24%) while the mean AUC was nearly unchanged
(4% increase) on dosing with a high-fat meal.

Distribution
The apparent volume of distribution at steady state is 53-65 litres in myelofibrosis patients. At
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clinically relevant concentrations of ruxolitinib, binding to plasma proteins in vitro is approximately
97%, mostly to albumin. A whole body autoradiography study in rats has shown that ruxolitinib does
not penetrate the blood-brain barrier.

Biotransformation

Ruxolitinib is mainly metabolised by CYP3A4 (>50%), with additional contribution from CYP2C9.
Parent compound is the predominant entity in human plasma, representing approximately 60% of the
drug-related material in circulation. Two major and active metabolites are present in plasma
representing 25% and 11% of parent AUC. These metabolites have one half to one fifth of the parent
JAK-related pharmacological activity. The sum total of all active metabolites contributes to 18% of
the overall pharmacodynamics of ruxolitinib. At clinically relevant concentrations, ruxolitinib does not
inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 or hepatic CYP3A4 and is not a
potent inducer of CYP1A2, CYP2B6 or CYP3A4 based on in vitro studies. In vitro data indicate that
ruxolitinib may inhibit intestinal CYP3A4, P-gp and BCRP.

Elimination

Ruxolitinib is mainly eliminated through metabolism. The mean elimination half-life of ruxolitinib is
approximately 3 hours. Following a single oral dose of ["*C]-labelled ruxolitinib in healthy adult
subjects, elimination was predominately through metabolism, with 74% of radioactivity excreted in
urine and 22% via faeces. Unchanged parent substance accounted for less than 1% of the excreted
total radioactivity.

Linearity/non-linearity
Dose proportionality was demonstrated in the single and multiple dose studies.

Special populations

Effects of age, gender or race

In healthy subjects, no significant differences in ruxolitinib pharmacokinetics were observed with
regard to gender and race. In a population pharmacokinetic evaluation in myelofibrosis patients, no
relationship was apparent between oral clearance and patient age or race. The predicted oral clearance
was 17.7 I/h in women and 22.1 1/h in men, with 39% inter-subject variability.

Paediatric population
The safety and effectiveness of Jakavi in paediatric patients have not been established (see section 5.1,
“Paediatric population™).

Renal impairment

Renal function was determined using both Modification of Diet in Renal Disease (MDRD) and urinary
creatinine. Following a single ruxolitinib dose of 25 mg, the exposure of ruxolitinib was similar in
subjects with various degrees of renal impairment and in those with normal renal function. However,
plasma AUC values of ruxolitinib metabolites tended to increase with increasing severity of renal
impairment, and were most markedly increased in the subjects with severe renal impairment. It is
unknown whether the increased metabolite exposure is of safety concern. A dose modification is
recommended in patients with severe renal impairment and end-stage renal disease (see section 4.2).
Dosing only on dialysis days reduces the metabolite exposure, but also the pharmacodynamic effect,
especially on the days between dialysis.

Hepatic impairment

Following a single ruxolitinib dose of 25 mg in patients with varying degrees of hepatic impairment,
the mean AUC for ruxolitinib was increased in patients with mild, moderate and severe hepatic
impairment by 87%, 28% and 65%, respectively, compared to patients with normal hepatic function.
There was no clear relationship between AUC and the degree of hepatic impairment based on
Child-Pugh scores. The terminal elimination half-life was prolonged in patients with hepatic
impairment compared to healthy controls (4.1-5.0 hours versus 2.8 hours). A dose reduction of
approximately 50% is recommended for patients with hepatic impairment (see section 4.2).
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5.3 Preclinical safety data

Ruxolitinib has been evaluated in safety pharmacology, repeated dose toxicity, genotoxicity and
reproductive toxicity studies and in a carcinogenicity study. Target organs associated with the
pharmacological action of ruxolitinb in repeated dose studies include bone marrow, peripheral blood
and lymphoid tissues. Infections generally associated with immunosuppression were noted in dogs.
Adverse decreases in blood pressure along with increases in heart rate were noted in a dog telemetry
study, and an adverse decrease in minute volume was noted in a respiratory study in rats. The margins
(based on unbound C,,.x) at the non-adverse level in the dog and rat studies were 15.7-fold and
10.4-fold greater, respectively, than the maximum human recommended dose of 25 mg twice daily.
No effects were noted in an evaluation of the neuropharmacological effects of ruxolitinib.

Ruxolitinib decreased foetal weight and increased post-implantation loss in animal studies. There was
no evidence of a teratogenic effect in rats and rabbits. However, the exposure margins compared to the
highest clinical dose were low and the results are therefore of limited relevance for humans. No effects
were noted on fertility. In a pre- and post-natal development study, a slightly prolonged gestation
period, reduced number of implantation sites, and reduced number of pups delivered were observed. In
the pups, decreased mean initial body weights and short period of decreased mean body weight gain
were observed. In lactating rats, ruxolitinib and/or its metabolites were excreted into the milk with a
concentration that was 13-fold higher than the maternal plasma concentration. Ruxolitinib was not
mutagenic or clastogenic. Ruxolitinib was not carcinogenic in the Tg.rasH2 transgenic mouse model.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Cellulose, microcrystalline
Magnesium stearate

Silica, colloidal anhydrous
Sodium starch glycolate (Type A)
Povidone
Hydroxypropylcellulose

Lactose monohydrate

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

Blisters
2 years

Bottles

2 years

After first-opening: 1 month

6.4 Special precautions for storage
Do not store above 30°C.

6.5 Nature and contents of container

PVC/PCTFE/Aluminium blister packs containing 14 or 56 tablets or multipacks containing 168
(3 packs of 56) tablets.
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HDPE bottle with induction seal and child-resistant closure containing 60 tablets.
Not all pack sizes or types may be marketed.
6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5SAB

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/001

EU/1/12/773/004-006

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

23.08.2012

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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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

Jakavi 15 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 15 mg ruxolitinib (as phosphate).

Excipient with known effect:
Each tablet contains 214.35 mg lactose monohydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Tablet.

Ovaloid curved white to almost white tablets of approximately 15.0 x 7.0 mm with “NVR” debossed
on one side and “L15” debossed on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Jakavi is indicated for the treatment of disease-related splenomegaly or symptoms in adult patients
with primary myelofibrosis (also known as chronic idiopathic myelofibrosis), post polycythaemia vera
myelofibrosis or post essential thrombocythaemia myelofibrosis.

4.2 Posology and method of administration

Jakavi treatment should only be initiated by a physician experienced in the administration of
anti-cancer agents.

A complete blood cell count, including a white blood cell count differential, must be performed before
initiating therapy with Jakavi.

Complete blood count, including a white blood cell count differential, should be monitored every
2-4 weeks until Jakavi doses are stabilised, and then as clinically indicated (see section 4.4).

Posology

Starting dose
The recommended starting dose of Jakavi is 15 mg twice daily for patients with a platelet count

between 100,000/mm’ and 200,000/mm’ and 20 mg twice daily for patients with a platelet count of
>200,000/mm”. There is limited information to recommend a starting dose for patients with platelet
counts between 50,000/mm?® and <100,000/mm>. The maximum recommended starting dose in these
patients is 5 mg twice daily and the patients should be titrated cautiously.

Dose modifications
Doses may be titrated based on safety and efficacy. Treatment should be discontinued for platelet
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counts less than 50,000/mm” or absolute neutrophil counts less than 500/mm”. After recovery of
platelet and neutrophil counts above these levels, dosing may be re-started at 5 mg twice daily and
gradually increased based on careful monitoring of complete blood cell count, including a white blood
cell count differential.

Dose reductions should be considered if the platelet count decreases below 100,000/mm?, with the
goal of avoiding dose interruptions for thrombocytopenia.

If efficacy is considered insufficient and platelet and neutrophil counts are adequate, doses may be
increased by a maximum of 5 mg twice daily.

The starting dose should not be increased within the first four weeks of treatment and thereafter no
more frequently than at 2-week intervals.

The maximum dose of Jakavi is 25 mg twice daily.

Dose adjustment with concomitant strong CYP3A4 inhibitors or fluconazole

When Jakavi is administered with strong CYP3A4 inhibitors or dual inhibitors of CYP2C9 and
CYP3A4 enzymes (e.g. fluconazole) the unit dose of Jakavi should be reduced by approximately 50%,
to be administered twice daily (see section 4.5).

More frequent monitoring (e.g. twice a week) of haematology parameters and of clinical signs and
symptoms of Jakavi-related adverse drug reactions is recommended while on strong CYP3A4
inhibitors or dual inhibitors of CYP2C9 and CYP3A4 enzymes.

Special populations
Renal impairment
No specific dose adjustment is needed in patients with mild or moderate renal impairment.

In patients with severe renal impairment (creatinine clearance less than 30 ml/min) the recommended
starting dose based on platelet count should be reduced by approximately 50% to be administered
twice daily. Patients should be carefully monitored with regard to safety and efficacy during Jakavi
treatment.

There are limited data to determine the best dosing options for patients with end-stage renal disease
(ESRD) on haemodialysis. Pharmacokinetic/pharmacodynamic simulations based on available data in
this population suggest that the starting dose for patients with ESRD on haemodialysis is a single dose
of 15-20 mg or two doses of 10 mg given 12 hours apart, to be administered post-dialysis and only on
the day of haemodialysis. A single dose of 15 mg is recommended for patients with platelet count
between 100,000/mm’ and 200,000/mm”. A single dose of 20 mg or two doses of 10 mg given

12 hours apart is recommended for patients with platelet count of >200,000/mm’. Subsequent doses
(single administration or two doses of 10 mg given 12 hours apart) should be administered only on
haemodialysis days following each dialysis session. These dose recommendations are based on
simulations and any dose modification in ESRD should be followed by careful monitoring of safety
and efficacy in individual patients. No data is available for dosing patients who are undergoing
peritoneal dialysis or continuous venovenous haemofiltration (see section 5.2).

Hepatic impairment

In patients with any hepatic impairment the recommended starting dose based on platelet count should
be reduced by approximately 50% to be administered twice daily. Subsequent doses should be
adjusted based on careful monitoring of safety and efficacy. Patients diagnosed with hepatic
impairment while receiving Jakavi should have complete blood counts, including a white blood cell
count differential, monitored at least every one to two weeks for the first 6 weeks after initiation of
therapy with Jakavi and as clinically indicated thereafter once their liver function and blood counts
have been stabilised. Jakavi dose can be titrated to reduce the risk of cytopenia.
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Older people (=65 years)
No additional dose adjustments are recommended for older people.

Paediatric population
The safety and efficacy of Jakavi in children aged up to 18 years have not been established. No data
are available (see section 5.1).

Treatment discontinuation

Treatment may be continued as long as the benefit-risk remains positive. However the treatment
should be discontinued after 6 months if there has been no reduction in spleen size or improvement in
symptoms since initiation of therapy.

It is recommended that, for patients who have demonstrated some degree of clinical improvement,
ruxolitinib therapy be discontinued if they sustain an increase in their spleen length of 40% compared
with baseline size (roughly equivalent to a 25% increase in spleen volume) and no longer have
tangible improvement in disease-related symptoms.

Method of administration
Jakavi is to be taken orally, with or without food.

If a dose is missed, the patient should not take an additional dose, but should take the next usual
prescribed dose.

4.3 Contraindications

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

Pregnancy and lactation.

4.4 Special warnings and precautions for use

Myelosuppression

Treatment with Jakavi can cause haematological adverse drug reactions, including thrombocytopenia,
anaemia and neutropenia. A complete blood count, including a white blood cell count differential,
must be performed before initiating therapy with Jakavi. Treatment should be discontinued in patients

with platelet count less than 50,000/mm’ or absoute neutrophil count less than 500/mm’ (see
section 4.2).

It has been observed that patients with low platelet counts (<200,000/mm”) at the start of therapy are
more likely to develop thrombocytopenia during treatment.

Thrombocytopenia is generally reversible and is usually managed by reducing the dose or temporarily
withholding Jakavi (see sections 4.2 and 4.8). However, platelet transfusions may be required as
clinically indicated.

Patients developing anaemia may require blood transfusions. Dose modifications for patients
developing anaemia may also be considered.

Patients with a haemoglobin level below 10.0 g/dl at the beginning of the treatment have a higher risk
of developing a haemoglobin level below 8.0 g/dl during treatment compared to patients with a higher
baseline haemoglobin level (79.3% versus 30.1%). More frequent monitoring of haematology
parameters and of clinical signs and symptoms of Jakavi-related adverse drug reactions is
recommended for patients with baseline haemoglobin below 10.0 g/dl.

Neutropenia (absolute neutrophil count <500) was generally reversible and was managed by
temporarily withholding Jakavi (see sections 4.2 and 4.8).
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Complete blood counts should be monitored as clinically indicated and dose adjusted as required (see
sections 4.2 and 4.8).

Infections

Patients should be assessed for the risk of developing serious bacterial, mycobacterial, fungal and viral
infections. Tuberculosis has been reported in patients receiving Jakavi for myelofibrosis. Before
starting treatment, patients should be evaluated for active and inactive (“latent”) tuberculosis, as per
local recommendations. This can include medical history, possible previous contact with tuberculosis,
and/or appropriate screening such as lung x-ray, tuberculin test and/or interferon-gamma release assay,
as applicable. Prescribers are reminded of the risk of false negative tuberculin skin test results,
especially in patients who are severely ill or immunocompromised. Jakavi therapy should not be
started until active serious infections have resolved. Physicians should carefully observe patients
receiving Jakavi for signs and symptoms of infections and initiate appropriate treatment promptly (see
section 4.8).

Herpes zoster
Physicians should educate patients about early signs and symptoms of herpes zoster, advising that

treatment should be sought as early as possible.

Progressive multifocal leukoencephalopathy

Progressive multifocal leukoencephalopathy (PML) has been reported with Jakavi treatment for
myelofibrosis. Physicians should be particularly alert to symptoms suggestive of PML that patients
may not notice (e.g., cognitive, neurological or psychiatric symptoms or signs). Patients should be
monitored for any of these new or worsening symptoms or signs, and if such symptoms/signs occur,
referral to a neurologist and appropriate diagnostic measures for PML should be considered. If PML is
suspected, further dosing must be suspended until PML has been excluded.

Special populations

Renal impairment

The starting dose of Jakavi should be reduced in patients with severe renal impairment. For patients
with end-stage renal disease on haemodialysis the starting dose should be based on platelet counts (see
section 4.2). Subsequent doses (single administration or two doses of 10 mg given 12 hours apart)
should be administered only on haemodialysis days following each dialysis session. Additional dose
modifications should be made with careful monitoring of safety and efficacy (see sections 4.2 and 5.2).

Hepatic impairment

The starting dose of Jakavi should be reduced by approximately 50% in patients with hepatic
impairment. Further dose modifications should be based on the safety and efficacy of the medicinal
product (see sections 4.2 and 5.2).

Interactions

If Jakavi is to be co-administered with strong CYP3A4 inhibitors or dual inhibitors of CYP3A4 and
CYP2C9 enzymes (e.g. fluconazole), the unit dose of Jakavi should be reduced by approximately 50%,
to be administered twice daily (for monitoring frequency see sections 4.2 and 4.5).

The concomitant use of cytoreductive therapies or haematopoietic growth factors with Jakavi has not
been studied. The safety and efficacy of these co-administrations are not known (see section 4.5).

Withdrawal effects

Following interruption or discontinuation of Jakavi, symptoms of myelofibrosis may return over a
period of approximately one week. There have been cases of patients discontinuing Jakavi who
sustained more severe events, particularly in the presence of acute intercurrent illness. It has not been
established whether abrupt discontinuation of Jakavi contributed to these events. Unless abrupt
discontinuation is required, gradual tapering of the dose of Jakavi may be considered, although the
utility of the tapering is unproven.
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Excipients
Jakavi contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp

lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.
4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Ruxolitinib is eliminated through metabolism catalysed by CYP3A4 and CYP2C9. Thus, medicinal
products inhibiting these enzymes can give rise to increased ruxolitinib exposure.

Interactions resulting in dose reduction of ruxolitinib

CYP3A4 inhibitors

Strong CYP3A4 inhibitors (such as, but not limited to, boceprevir, clarithromycin, indinavir,
itraconazole, ketoconazole, lopinavir/ritonavir, ritonavir, mibefradil, nefazodone, nelfinavir,
posaconazole, saquinavir, telaprevir, telithromycin, voriconazole)

In healthy subjects co-administration of Jakavi (10 mg single dose) with a strong CYP3A4 inhibitor,
ketoconazole, resulted in ruxolitinib C,,,x and AUC that were higher by 33% and 91%, respectively,
than with ruxolitinib alone. The half-life was prolonged from 3.7 to 6.0 hours with concurrent
ketoconazole administration.

When administering Jakavi with strong CYP3A4 inhibitors the unit dose of Jakavi should be reduced
by approximately 50%, to be administered twice daily. Patients should be closely monitored (e.g.
twice weekly) for cytopenias and dose titrated based on safety and efficacy (see section 4.2).

Dual CYP2C9 and CYP3A4 inhibitors
On the basis of in silico modelling 50% dose reduction should be considered when using medicinal
products which are dual inhibitors of CYP2C9 and CYP3A4 enzymes (e.g. fluconazole).

Enzyme inducers

CYP3A4 inducers (such as, but not limited to, avasimibe, carbamazepine, phenobarbital, phenytoin,
rifabutin, rifampin (rifampicin), St.John’s wort (Hypericum perforatum))

Patients should be closely monitored and the dose titrated based on safety and efficacy (see

section 4.2).

In healthy subjects given ruxolitinib (50 mg single dose) following the potent CYP3 A4 inducer
rifampicin (600 mg daily dose for 10 days), ruxolitinib AUC was 70% lower than after administration
of Jakavi alone. The exposure of ruxolitinib active metabolites was unchanged. Overall, the ruxolitinib
pharmacodynamic activity was similar, suggesting the CYP3A4 induction resulted in minimal effect
on the pharmacodynamics. However, this could be related to the high ruxolitinib dose resulting in
pharmacodynamic effects near E,,. It is possible that in the individual patient, an increase of the
ruxolitinib dose is needed when initiating treatment with a strong enzyme inducer.

Other interactions to be considered affecting ruxolitinib

Mild or moderate CYP3A4 inhibitors (such as, but not limited to, ciprofloxacin, erythromycin,
amprenavir, atazanavir, diltiazem, cimetidine)

In healthy subjects co-administration of ruxolitinib (10 mg single dose) with erythromycin 500 mg
twice daily for four days resulted in ruxolitinib Cy,,, and AUC that were higher by 8% and 27%,
respectively, than with ruxolitinib alone.

No dose adjustment is recommended when ruxolitinib is co-administered with mild or moderate
CYP3A4 inhibitors (e.g. erythromycin). However, patients should be closely monitored for cytopenias
when initiating therapy with a moderate CYP3A4 inhibitor.

Effects of ruxolitinib on other medicinal products
Oral contraceptives
There is no interaction study with oral contraceptives.
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Substances metabolised by CYP3A44

It cannot be excluded that ruxolitinib inhibits CYP3A4 in the intestine. Increased systemic exposure
may be obtained for substances which are metabolised by CYP3A4, and particularly those that
undergo extensive intestinal metabolism. Safety monitoring of orally administered CYP3A4
metabolised substances is advised when combined with ruxolitinib. The interaction is likely to be
minimised if the time between co-administrations is kept as long as possible.

Substances transported by P-glycoprotein or other transporters

Ruxolitinib may inhibit P-glycoprotein and breast cancer resistance protein (BCRP) in the intestine.
This may result in increased sytemic exposure of substrates of these transporters, such as dabigatran
etexilate, ciclosporin, rosuvastatin and potentially digoxin. Therapeutic drug monitoring (TDM) or
clinical monitoring of the affected substance is advised.

It is possible that the potential inhibition of P-gp and BCRP in the intestine can be minimised if the
time between administrations is kept apart as long as possible.

Haematopoietic growth factors

The concurrent use of haematopoietic growth factors and Jakavi has not been studied. It is not known
whether the Janus Associated Kinase (JAK) inhibition by Jakavi reduces the efficacy of the
haematopoietic growth factors or whether the haematopoietic growth factors affect the efficacy of
Jakavi (see section 4.4).

Cytoreductive therapies
The concomitant use of cytoreductive therapies and Jakavi has not been studied. The safety and
efficacy of this co-administration is not known (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy and contraception in females
There are no data from the use of Jakavi in pregnant women.

Animal studies have shown that ruxolitinib is embryotoxic and foetotoxic. Teratogenicity was not
observed in rats or rabbits. However, the exposure margins compared to the highest clinical dose were
low and the results are therefore of limited relevance for humans (see section 5.3). The potential risk
for humans is unknown. As a precautionary measure, the use of Jakavi during pregnancy is
contraindicated (see section 4.3). Women of child-bearing potential should use effective contraception
during the treatment with Jakavi. In case pregnancy should occur during treatment with Jakavi, a
risk/benefit evaluation must be carried out on an individual basis with careful counselling regarding
potential risks to the foetus (see section 5.3).

Breast-feeding
Jakavi must not be used during breast-feeding (see section 4.3) and breast-feeding should therefore be

discontinued when treatment is started. It is unknown whether ruxolitinib and/or its metabolites are
excreted in human milk. A risk to the breast-fed child cannot be excluded. Available
pharmacodynamic/toxicological data in animals have shown excretion of ruxolitinib and its
metabolites in milk (see section 5.3).

Fertility

There are no human data on the effect of ruxolitinib on fertility. In animal studies, no effect on fertility
was observed.

4.7 Effects on ability to drive and use machines

Jakavi has no or negligible sedating effect. However, patients who experience dizziness after the

intake of Jakavi should refrain from driving or using machines.
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4.8 Undesirable effects

Summary of the safety profile
The most frequently reported adverse drug reactions were thrombocytopenia and anaemia.

Haematological adverse drug reactions (any Common Terminology Criteria for Adverse Events
[CTCAE] grade) included anaemia (82.4%), thrombocytopenia (69.8%) and neutropenia (15.6%).

Anaemia, thrombocytopenia and neutropenia are dose-related effects.

The three most frequent non-haematological adverse drug reactions were bruising (21.3%), dizziness
(15.0%) and headache (13.9%).

The three most frequent non-haematological laboratory abnormalities were raised alanine
aminotransferase (26.9%), raised aspartate aminotransferase (19.3%) and hypercholesterolaemia
(16.6%).

Tabulated summary of adverse drug reactions from clinical studies
In the clinical study programme the severity of adverse drug reactions was assessed based on the
CTCAE, defining grade 1 = mild, grade 2 = moderate, grade 3 = severe and grade 4=life-threatening.

Adverse drug reactions from clinical studies (Table 1) are listed by MedDRA system organ class.
Within each system organ class, the adverse drug reactions are ranked by frequency, with the most
frequent reactions first. In addition, the corresponding frequency category for each adverse drug
reaction is based on the following convention: 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); very rare (<1/10,000).
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Table 1 Percentage of patients with adverse drug reactions in clinical studies”

Adverse drug reaction Ruxolitinib — myelofibrosis patients
N=301*
All CTCAE CTCAE grade 3/4° Frequency category
grades’ (%)
(%)
Infections and infestations
Urinary tract infections™ 12.3 1.0 Very common
Herpes zoster™ 4.3 0.3 Common
Tuberculosis* 0.27 0.27 Uncommon
Blood and lymphatic system disorders"*
Anaemia 82.4 42.5 Very common
Thrombocytopenia 69.8 11.3 Very common
Neutropenia 15.6 6.6 Very common
Bleeding (any bleeding 32.6 4.7 Very common

including intracranial, and
gastrointestinal bleeding,
bruising and other bleeding)

Intracranial bleeding 1.0 1.0 Common
Gastrointestinal bleeding 5.0 1.3 Common
Bruising 21.3 0.3 Very common
Other bleeding (including 13.3 2.3 Very common

epistaxis, post-procedural
haemorrhage and

haematuria)
Metabolism and nutrition disorders
Weight gain® 10.0 1.3 Very common
Hypercholesterolaecmia” 16.6 0 Very common
Nervous system disorders
Dizziness" 15.0 0.3 Very common
Headache® 13.9 0.5 Very common
Gastrointestinal disorders
Flatulence® | 2.9 | 0 | Common
Hepatobiliary disorders
Raised alanine 26.9 1.3 Very common
aminotransferase”
Raised aspartate 19.3 0 Very common
aminotransferase”
* Myelofibrosis patients randomised to and treated with ruxolitinib from the phase 3 pivotal

COMFORT-I and COMFORT-II studies

Frequency is based on adverse event data.

- A subject with multiple occurrence of an adverse drug reaction (ADR) is counted only
once in that ADR category.

- ADRs reported are on treatment or up to 28 days post treatment end date.

Frequency is based on laboratory values.

- A subject with multiple occurrences of an ADR is counted only once in that ADR
category.

- ADRs reported are on treatment or up to 28 days post treatment end date.

Common Terminology Criteria for Adverse Events (CTCAE) version 3.0; grade 1 = mild,

grade 2 = moderate, grade 3 = severe, grade 4 = life-threatening

These ADRs are discussed in the text.

Frequency is based on all patients exposed to ruxolitinib in clinical trials (N=4755)

Upon discontinuation, patients may experience a return of myelofibrosis symptoms such as fatigue,
bone pain, fever, pruritus, night sweats, symptomatic splenomegaly and weight loss. In clinical studies
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the total symptom score for myelofibrosis symptoms gradually returned to baseline value within
7 days after dose discontinuation (see section 4.4).

Description of selected adverse drug reactions

Anaemia

In phase 3 clinical studies, median time to onset of first CTCAE grade 2 or higher anaemia was
1.5 months. One patient (0.3%) discontinued treatment because of anaemia.

In patients receiving Jakavi mean decreases in haemoglobin reached a nadir of approximately

10 g/litre below baseline after 8 to 12 weeks of therapy and then gradually recovered to reach a new
steady state that was approximately 5 g/litre below baseline. This pattern was observed in patients
regardless of whether they had received transfusion during therapy.

In the randomised, placebo-controlled study COMFORT-I 60.6% of Jakavi-treated patients and 37.7%
of placebo-treated patients received red blood cell transfusions during randomised treatment. In the
COMFORTH-II study the rate of packed red blood cell transfusions was 53.4% in the Jakavi arm and
41.1% in the best available therapy arm.

Thrombocytopenia

In the phase 3 clinical studies, in patients who developed grade 3 or 4 thrombocytopenia, the median
time to onset was approximately 8 weeks. Thrombocytopenia was generally reversible with dose
reduction or dose interruption. The median time to recovery of platelet counts above 50,000/mm’ was
14 days. Platelet transfusions were administered to 4.7% of patients receiving Jakavi and to 4.0% of
patients receiving control regimens. Discontinuation of treatment because of thrombocytopenia
occurred in 0.7% of patients receiving Jakavi and 0.9% of patients receiving control regimens. Patients
with a platelet count of 100,000/mm” to 200,000/mm’ before starting Jakavi had a higher frequency of
grade 3 or 4 thrombocytopenia compared to patients with platelet count >200,000/mm’® (64.2% versus
38.5%).

Neutropenia

In the phase 3 clinical studies, in patients who developed grade 3 or 4 neutropenia, the median time to
onset was 12 weeks. Dose holding or reductions due to neutropenia were reported in 1.0% of patients,
and 0.3% of patients discontinued treatment because of neutropenia.

Bleeding

In the phase 3 pivotal studies bleeding events (including intracranial and gastrointestinal, bruising and
other bleeding events) were reported in 32.6% of patients exposed to Jakavi and 23.2% of patients
exposed to the reference treatments (placebo or best available therapy). The frequency of grade 3-4
events was similar for patients treated with Jakavi or reference treatments (4.7% versus 3.1%). Most of
the patients with bleeding events during the treatment reported bruising (65.3%). Bruising events were
more frequently reported in patients taking Jakavi compared with the reference treatments (21.3%
versus 11.6%). Intracranial bleeding was reported in 1% of patients exposed to Jakavi and 0.9%
exposed to reference treatments. Gastrointestinal bleeding was reported in 5.0% of patients exposed to
Jakavi compared to 3.1% exposed to reference treatments. Other bleeding events (including events
such as epistaxis, post-procedural haemorrhage and haematuria) were reported in 13.3% of patients
treated with Jakavi and 10.3% treated with reference treatments.

Infections
In the phase 3 pivotal studies grade 3 or 4 urinary tract infection was reported in 1.0% of patients,
herpes zoster in 4.3% and tuberculosis in 1.0%.

Increased systolic blood pressure

In the phase 3 pivotal clinical studies an increase in systolic blood pressure of 20 mmHg or more from
baseline was recorded in 31.5% of patients on at least one visit compared with 19.5% of the
control-treated patients. [In COMFORT-I the mean increase from baseline in systolic BP was

0-2 mmHg on Jakavi versus a decrease of 2-5 mmHg in the placebo arm. In COMFORT-II mean
values showed little difference between the ruxolitinib-treated and the control-treated patients.

25



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

There is no known antidote for overdoses with Jakavi. Single doses up to 200 mg have been given
with acceptable acute tolerability. Higher than recommended repeat doses are associated with
increased myelosuppression including leukopenia, anaemia and thrombocytopenia. Appropriate
supportive treatment should be given.

Haemodialysis is not expected to enhance the elimination of ruxolitinib.

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents, protein kinase inhibitors, ATC code: LOIXE18

Mechanism of action

Ruxolitinib is a selective inhibitor of the Janus Associated Kinases (JAKs) JAK1 and JAK2 (ICs
values of 3.3 nM and 2.8 nM for JAK1 and JAK2 enzymes, respectively). These mediate the
signalling of a number of cytokines and growth factors that are important for haematopoiesis and
immune function.

Myelofibrosis is a myeloproliferative neoplasm known to be associated with dysregulated JAK1 and
JAK?2 signalling. The basis for the dysregulation is believed to include high levels of circulating
cytokines that activate the JAK-STAT pathway, gain-of-function mutations such as JAK2V617F, and
silencing of negative regulatory mechanisms. Myelofibrosis patients exhibit dysregulated JAK
signalling regardless of JAK2V617F mutation status.

Ruxolitinib inhibits JAK-STAT signalling and cell proliferation of cytokine-dependent cellular models
of haematological malignancies, as well as of Ba/F3 cells rendered cytokine-independent by
expressing the JAK2V617F mutated protein, with ICs, ranging from 80-320 nM.

Pharmacodynamic effects

Ruxolitinib inhibits cytokine-induced STAT3 phosphorylation in whole blood from healthy subjects
and myelofibrosis patients. Ruxolitinib resulted in maximal inhibition of STAT3 phosphorylation

2 hours after dosing which returned to near baseline by 8 hours in both healthy subjects and
myelofibrosis patients, indicating no accumulation of either parent or active metabolites.

Baseline elevations in inflammatory markers associated with constitutional symptoms such as TNFa,
IL-6 and CRP in subjects with myelofibrosis were decreased following treatment with ruxolitinib.
Myelofibrosis patients did not become refractory to the pharmacodynamic effects of ruxolitinib
treatment over time.

In a thorough QT study in healthy subjects, there was no indication of a QT/QTc prolonging effect of
ruxolitinib in single doses up to a supratherapeutic dose of 200 mg, indicating that ruxolitinib has no
effect on cardiac repolarisation.

Clinical efficacy and safety
Two randomised phase 3 studies (COMFORT-I and COMFORT-II) were conducted in patients with
myelofibrosis (primary myelofibrosis, post-polycythaemia vera myelofibrosis or post-essential
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thrombocythaemia myelofibrosis). In both studies, patients had palpable splenomegaly at least 5 cm
below the costal margin and risk category of intermediate-2 (2 prognostic factors) or high risk (3 or
more prognostic factors) based on the International Working Group (IWG) Consensus Criteria. The
starting dose of Jakavi was based on platelet count.

COMFORT-I was a double-blind, randomised, placebo-controlled study in 309 patients who were
refractory to or were not candidates for available therapy. Patients were given Jakavi or matching
placebo. The primary efficacy endpoint was proportion of subjects achieving >35% reduction from
baseline in spleen volume at week 24 as measured by Magnetic Resonance Imaging (MRI) or
Computed Tomography (CT).

Secondary endpoints included duration of maintenance of a >35% reduction from baseline in spleen
volume, proportion of patients who had >50% reduction in total symptom score from baseline to

week 24 as measured by the modified Myelofibrosis Symptom Assessment Form (MFSAF) v2.0 diary,
change in total symptom score from baseline to week 24 as measured by the modified MFSAF v2.0
diary, and overall survival.

COMFORT-II was an open-label, randomised study in 219 patients. Patients were randomised 2:1 to
Jakavi versus best available therapy. Best available therapy was selected by the investigator on a
patient-by-patient basis. In the best available therapy arm, 47% of patients received hydroxyurea and
16% of patients received glucocorticoids. The primary efficacy endpoint was proportion of patients
achieving >35% reduction from baseline in spleen volume at week 48 as measured by MRI or CT.

A secondary endpoint in COMFORT-II was the proportion of patients achieving a >35% reduction of
spleen volume measured by MRI or CT from baseline to week 24. Duration of maintenance of a >35%
reduction from baseline in responding patients was also a secondary endpoint.

In COMFORT-I and COMFORT-II, patient baseline demographics and disease characteristics were
comparable between the treatment arms.

Table 2 Percentage of patients with >35% reduction from baseline in spleen volume at
week 24 in COMFORT-I and at week 48 in COMFORT-II (ITT)

COMFORT-I COMFORT-IT
Jakavi Placebo Jakavi Best available
(N=155) (N=153) (N=144) therapy
(N=72)

Time points Week 24 Week 48
Number (%) of subjects 65 (41.9) 1(0.7) 41 (28.5) 0
with spleen volume
reduced by >35%
95% confidence intervals 34.1, 50.1 0,3.6 21.3,36.6 0.0,5.0
p-value <0.0001 <0.0001

A significantly higher proportion of patients in the Jakavi group achieved >35% reduction from
baseline in spleen volume (Table 2) regardless of the presence or absence of the JAK2V617F mutation
or the disease subtype (primary myelofibrosis, post-polycythaemia vera myelofibrosis, post-essential
thrombocythaemia myelofibrosis).
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Table 3

Percentage of patients with >35% reduction from baseline in spleen volume by JAK
mutation status (safety set)

COMFORT-I COMFORT-II
Jakavi Placebo Jakavi Best available
therapy
JAK Positive | Negative | Positive | Negative | Positive | Negative | Positive | Negative
mutation (N=113) | (N=40) | (N=121) | (N=27) | (N=110) | (N=35) | (N=49) | (N=20)
status n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number (%) 54 11 1 0 36 5 0 0
of subjects (47.8) (27.5) (0.8) (32.7) (14.3)
with spleen
volume
reduced by
>35%
Time point After 24 weeks After 48 weeks

Among the 80 patients in COMFORT-I and the 69 patients in COMFORT-II who showed a >35%
reduction at any time point, the probability that a patient would maintain a response on Jakavi for at
least 24 weeks was 89% and 87%, respectively, while the probability of maintaining a response for at
least 48 weeks was 52% in COMFORT-II.

Jakavi improves myelofibrosis-associated symptoms and quality of life in patients with myelofibrosis.
In COMFORT-I symptoms of myelofibrosis were captured using the modified MFSAF diary v2.0 as
an electronic diary which subjects completed daily. A significantly larger proportion of subjects in the
Jakavi group achieved a >50% improvement from baseline in the week 24 total symptom score
compared with the placebo group (45.9% and 5.3%, respectively, p<0.0001 using the chi-square test).

An improvement in overall quality of life was measured by a validated instrument, the EORTC
QLQ-C30 in both COMFORT-I and COMFORT-II. At week 24 in COMFORT-I the mean change for
the global health status/quality of life score was +12.3 and -3.4 (p<0.0001) for Jakavi and placebo,
respectively.

In COMFORT-I, 13 out of 155 patients (8.4%) died in the Jakavi group and 24 out of 154 patients
(15.6%) died in the placebo group. In COMFORT-II, 13 out of 146 patients (8.9%) died in the Jakavi
group and 5 out of 73 patients (6.8%) died in the best available therapy group.

Paediatric population

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

5.2 Pharmacokinetic properties

Absorption
Ruxolitinib is a Biopharmaceutical Classification System (BCS) class 1 compound, with high

permeability, high solubility and rapid dissolution characteristics. In clinical studies, ruxolitinib is
rapidly absorbed after oral administration with maximal plasma concentration (Cy,y) achieved
approximately 1 hour post-dose. Based on a human mass balance study, oral absorption of ruxolitinib,
as ruxolitinib or metabolites formed under first-pass, is 95% or greater. Mean ruxolitinib C,,,, and total
exposure (AUC) increased proportionally over a single dose range of 5-200 mg. There was no
clinically relevant change in the pharmacokinetics of ruxolitinib upon administration with a high-fat
meal. The mean C,,,x was moderately decreased (24%) while the mean AUC was nearly unchanged
(4% increase) on dosing with a high-fat meal.

Distribution
The apparent volume of distribution at steady state is 53-65 litres in myelofibrosis patients. At
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clinically relevant concentrations of ruxolitinib, binding to plasma proteins in vitro is approximately
97%, mostly to albumin. A whole body autoradiography study in rats has shown that ruxolitinib does
not penetrate the blood-brain barrier.

Biotransformation

Ruxolitinib is mainly metabolised by CYP3A4 (>50%), with additional contribution from CYP2C9.
Parent compound is the predominant entity in human plasma, representing approximately 60% of the
drug-related material in circulation. Two major and active metabolites are present in plasma
representing 25% and 11% of parent AUC. These metabolites have one half to one fifth of the parent
JAK-related pharmacological activity. The sum total of all active metabolites contributes to 18% of
the overall pharmacodynamics of ruxolitinib. At clinically relevant concentrations, ruxolitinib does not
inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 or hepatic CYP3A4 and is not a
potent inducer of CYP1A2, CYP2B6 or CYP3A4 based on in vitro studies. In vitro data indicate that
ruxolitinib may inhibit intestinal CYP3A4, P-gp and BCRP.

Elimination

Ruxolitinib is mainly eliminated through metabolism. The mean elimination half-life of ruxolitinib is
approximately 3 hours. Following a single oral dose of ["*C]-labelled ruxolitinib in healthy adult
subjects, elimination was predominately through metabolism, with 74% of radioactivity excreted in
urine and 22% via faeces. Unchanged parent substance accounted for less than 1% of the excreted
total radioactivity.

Linearity/non-linearity
Dose proportionality was demonstrated in the single and multiple dose studies.

Special populations

Effects of age, gender or race

In healthy subjects, no significant differences in ruxolitinib pharmacokinetics were observed with
regard to gender and race. In a population pharmacokinetic evaluation in myelofibrosis patients, no
relationship was apparent between oral clearance and patient age or race. The predicted oral clearance
was 17.7 I/h in women and 22.1 1/h in men, with 39% inter-subject variability.

Paediatric population
The safety and effectiveness of Jakavi in paediatric patients have not been established (see section 5.1,
“Paediatric population™).

Renal impairment

Renal function was determined using both Modification of Diet in Renal Disease (MDRD) and urinary
creatinine. Following a single ruxolitinib dose of 25 mg, the exposure of ruxolitinib was similar in
subjects with various degrees of renal impairment and in those with normal renal function. However,
plasma AUC values of ruxolitinib metabolites tended to increase with increasing severity of renal
impairment, and were most markedly increased in the subjects with severe renal impairment. It is
unknown whether the increased metabolite exposure is of safety concern. A dose modification is
recommended in patients with severe renal impairment and end-stage renal disease (see section 4.2).
Dosing only on dialysis days reduces the metabolite exposure, but also the pharmacodynamic effect,
especially on the days between dialysis.

Hepatic impairment

Following a single ruxolitinib dose of 25 mg in patients with varying degrees of hepatic impairment,
the mean AUC for ruxolitinib was increased in patients with mild, moderate and severe hepatic
impairment by 87%, 28% and 65%, respectively, compared to patients with normal hepatic function.
There was no clear relationship between AUC and the degree of hepatic impairment based on
Child-Pugh scores. The terminal elimination half-life was prolonged in patients with hepatic
impairment compared to healthy controls (4.1-5.0 hours versus 2.8 hours). A dose reduction of
approximately 50% is recommended for patients with hepatic impairment (see section 4.2).
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5.3 Preclinical safety data

Ruxolitinib has been evaluated in safety pharmacology, repeated dose toxicity, genotoxicity and
reproductive toxicity studies and in a carcinogenicity study. Target organs associated with the
pharmacological action of ruxolitinb in repeated dose studies include bone marrow, peripheral blood
and lymphoid tissues. Infections generally associated with immunosuppression were noted in dogs.
Adverse decreases in blood pressure along with increases in heart rate were noted in a dog telemetry
study, and an adverse decrease in minute volume was noted in a respiratory study in rats. The margins
(based on unbound C,,.x) at the non-adverse level in the dog and rat studies were 15.7-fold and
10.4-fold greater, respectively, than the maximum human recommended dose of 25 mg twice daily.
No effects were noted in an evaluation of the neuropharmacological effects of ruxolitinib.

Ruxolitinib decreased foetal weight and increased post-implantation loss in animal studies. There was
no evidence of a teratogenic effect in rats and rabbits. However, the exposure margins compared to the
highest clinical dose were low and the results are therefore of limited relevance for humans. No effects
were noted on fertility. In a pre- and post-natal development study, a slightly prolonged gestation
period, reduced number of implantation sites, and reduced number of pups delivered were observed. In
the pups, decreased mean initial body weights and short period of decreased mean body weight gain
were observed. In lactating rats, ruxolitinib and/or its metabolites were excreted into the milk with a
concentration that was 13-fold higher than the maternal plasma concentration. Ruxolitinib was not
mutagenic or clastogenic. Ruxolitinib was not carcinogenic in the Tg.rasH2 transgenic mouse model.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Cellulose, microcrystalline
Magnesium stearate

Silica, colloidal anhydrous
Sodium starch glycolate (Type A)
Povidone
Hydroxypropylcellulose

Lactose monohydrate

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

Blisters
2 years

Bottles

2 years

After first-opening: 1 month

6.4 Special precautions for storage
Do not store above 30°C.

6.5 Nature and contents of container

PVC/PCTFE/Aluminium blister packs containing 14 or 56 tablets or multipacks containing 168
(3 packs of 56) tablets.
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HDPE bottle with induction seal and child-resistant closure containing 60 tablets.
Not all pack sizes or types may be marketed.
6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5SAB

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/002

EU/1/12/773/007-009

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

23.08.2012

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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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

Jakavi 20 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 20 mg ruxolitinib (as phosphate).

Excipient with known effect:
Each tablet contains 285.80 mg lactose monohydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Tablet.

Elongated curved white to almost white tablets of approximately 16.5 x 7.4 mm with “NVR” debossed
one one side and “L20” debossed on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Jakavi is indicated for the treatment of disease-related splenomegaly or symptoms in adult patients
with primary myelofibrosis (also known as chronic idiopathic myelofibrosis), post polycythaemia vera
myelofibrosis or post essential thrombocythaemia myelofibrosis.

4.2 Posology and method of administration

Jakavi treatment should only be initiated by a physician experienced in the administration of
anti-cancer agents.

A complete blood cell count, including a white blood cell count differential, must be performed before
initiating therapy with Jakavi.

Complete blood count, including a white blood cell count differential, should be monitored every
2-4 weeks until Jakavi doses are stabilised, and then as clinically indicated (see section 4.4).

Posology

Starting dose
The recommended starting dose of Jakavi is 15 mg twice daily for patients with a platelet count

between 100,000/mm’ and 200,000/mm’ and 20 mg twice daily for patients with a platelet count of
>200,000/mm”. There is limited information to recommend a starting dose for patients with platelet
counts between 50,000/mm?® and <100,000/mm>. The maximum recommended starting dose in these
patients is 5 mg twice daily and the patients should be titrated cautiously.

Dose modifications
Doses may be titrated based on safety and efficacy. Treatment should be discontinued for platelet
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counts less than 50,000/mm” or absolute neutrophil counts less than 500/mm”. After recovery of
platelet and neutrophil counts above these levels, dosing may be re-started at 5 mg twice daily and
gradually increased based on careful monitoring of complete blood cell count, including a white blood
cell count differential.

Dose reductions should be considered if the platelet count decreases below 100,000/mm?, with the
goal of avoiding dose interruptions for thrombocytopenia.

If efficacy is considered insufficient and platelet and neutrophil counts are adequate, doses may be
increased by a maximum of 5 mg twice daily.

The starting dose should not be increased within the first four weeks of treatment and thereafter no
more frequently than at 2-week intervals.

The maximum dose of Jakavi is 25 mg twice daily.

Dose adjustment with concomitant strong CYP3A4 inhibitors or fluconazole

When Jakavi is administered with strong CYP3A4 inhibitors or dual inhibitors of CYP2C9 and
CYP3A4 enzymes (e.g. fluconazole) the unit dose of Jakavi should be reduced by approximately 50%,
to be administered twice daily (see section 4.5).

More frequent monitoring (e.g. twice a week) of haematology parameters and of clinical signs and
symptoms of Jakavi-related adverse drug reactions is recommended while on strong CYP3A4
inhibitors or dual inhibitors of CYP2C9 and CYP3A4 enzymes.

Special populations
Renal impairment
No specific dose adjustment is needed in patients with mild or moderate renal impairment.

In patients with severe renal impairment (creatinine clearance less than 30 ml/min) the recommended
starting dose based on platelet count should be reduced by approximately 50% to be administered
twice daily. Patients should be carefully monitored with regard to safety and efficacy during Jakavi
treatment.

There are limited data to determine the best dosing options for patients with end-stage renal disease
(ESRD) on haemodialysis. Pharmacokinetic/pharmacodynamic simulations based on available data in
this population suggest that the starting dose for patients with ESRD on haemodialysis is a single dose
of 15-20 mg or two doses of 10 mg given 12 hours apart, to be administered post-dialysis and only on
the day of haemodialysis. A single dose of 15 mg is recommended for patients with platelet count
between 100,000/mm’ and 200,000/mm”. A single dose of 20 mg or two doses of 10 mg given

12 hours apart is recommended for patients with platelet count of >200,000/mm’. Subsequent doses
(single administration or two doses of 10 mg given 12 hours apart) should be administered only on
haemodialysis days following each dialysis session. These dose recommendations are based on
simulations and any dose modification in ESRD should be followed by careful monitoring of safety
and efficacy in individual patients. No data is available for dosing patients who are undergoing
peritoneal dialysis or continuous venovenous haemofiltration (see section 5.2).

Hepatic impairment

In patients with any hepatic impairment the recommended starting dose based on platelet count should
be reduced by approximately 50% to be administered twice daily. Subsequent doses should be
adjusted based on careful monitoring of safety and efficacy. Patients diagnosed with hepatic
impairment while receiving Jakavi should have complete blood counts, including a white blood cell
count differential, monitored at least every one to two weeks for the first 6 weeks after initiation of
therapy with Jakavi and as clinically indicated thereafter once their liver function and blood counts
have been stabilised. Jakavi dose can be titrated to reduce the risk of cytopenia.
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Older people (=65 years)
No additional dose adjustments are recommended for older people.

Paediatric population
The safety and efficacy of Jakavi in children aged up to 18 years have not been established. No data
are available (see section 5.1).

Treatment discontinuation

Treatment may be continued as long as the benefit-risk remains positive. However the treatment
should be discontinued after 6 months if there has been no reduction in spleen size or improvement in
symptoms since initiation of therapy.

It is recommended that, for patients who have demonstrated some degree of clinical improvement,
ruxolitinib therapy be discontinued if they sustain an increase in their spleen length of 40% compared
with baseline size (roughly equivalent to a 25% increase in spleen volume) and no longer have
tangible improvement in disease-related symptoms.

Method of administration
Jakavi is to be taken orally, with or without food.

If a dose is missed, the patient should not take an additional dose, but should take the next usual
prescribed dose.

4.3 Contraindications

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

Pregnancy and lactation.

4.4 Special warnings and precautions for use

Myelosuppression

Treatment with Jakavi can cause haematological adverse drug reactions, including thrombocytopenia,
anaemia and neutropenia. A complete blood count, including a white blood cell count differential,
must be performed before initiating therapy with Jakavi. Treatment should be discontinued in patients

with platelet count less than 50,000/mm’ or absoute neutrophil count less than 500/mm’ (see
section 4.2).

It has been observed that patients with low platelet counts (<200,000/mm”) at the start of therapy are
more likely to develop thrombocytopenia during treatment.

Thrombocytopenia is generally reversible and is usually managed by reducing the dose or temporarily
withholding Jakavi (see sections 4.2 and 4.8). However, platelet transfusions may be required as
clinically indicated.

Patients developing anaemia may require blood transfusions. Dose modifications for patients
developing anaemia may also be considered.

Patients with a haemoglobin level below 10.0 g/dl at the beginning of the treatment have a higher risk
of developing a haemoglobin level below 8.0 g/dl during treatment compared to patients with a higher
baseline haemoglobin level (79.3% versus 30.1%). More frequent monitoring of haematology
parameters and of clinical signs and symptoms of Jakavi-related adverse drug reactions is
recommended for patients with baseline haemoglobin below 10.0 g/dl.

Neutropenia (absolute neutrophil count <500) was generally reversible and was managed by
temporarily withholding Jakavi (see sections 4.2 and 4.8).
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Complete blood counts should be monitored as clinically indicated and dose adjusted as required (see
sections 4.2 and 4.8).

Infections

Patients should be assessed for the risk of developing serious bacterial, mycobacterial, fungal and viral
infections. Tuberculosis has been reported in patients receiving Jakavi for myelofibrosis. Before
starting treatment, patients should be evaluated for active and inactive (“latent”) tuberculosis, as per
local recommendations. This can include medical history, possible previous contact with tuberculosis,
and/or appropriate screening such as lung x-ray, tuberculin test and/or interferon-gamma release assay,
as applicable. Prescribers are reminded of the risk of false negative tuberculin skin test results,
especially in patients who are severely ill or immunocompromised. Jakavi therapy should not be
started until active serious infections have resolved. Physicians should carefully observe patients
receiving Jakavi for signs and symptoms of infections and initiate appropriate treatment promptly (see
section 4.8).

Herpes zoster
Physicians should educate patients about early signs and symptoms of herpes zoster, advising that

treatment should be sought as early as possible.

Progressive multifocal leukoencephalopathy

Progressive multifocal leukoencephalopathy (PML) has been reported with Jakavi treatment for
myelofibrosis. Physicians should be particularly alert to symptoms suggestive of PML that patients
may not notice (e.g., cognitive, neurological or psychiatric symptoms or signs). Patients should be
monitored for any of these new or worsening symptoms or signs, and if such symptoms/signs occur,
referral to a neurologist and appropriate diagnostic measures for PML should be considered. If PML is
suspected, further dosing must be suspended until PML has been excluded.

Special populations

Renal impairment

The starting dose of Jakavi should be reduced in patients with severe renal impairment. For patients
with end-stage renal disease on haemodialysis the starting dose should be based on platelet counts (see
section 4.2). Subsequent doses (single administration or two doses of 10 mg given 12 hours apart)
should be administered only on haemodialysis days following each dialysis session. Additional dose
modifications should be made with careful monitoring of safety and efficacy (see sections 4.2 and 5.2).

Hepatic impairment

The starting dose of Jakavi should be reduced by approximately 50% in patients with hepatic
impairment. Further dose modifications should be based on the safety and efficacy of the medicinal
product (see sections 4.2 and 5.2).

Interactions

If Jakavi is to be co-administered with strong CYP3A4 inhibitors or dual inhibitors of CYP3A4 and
CYP2C9 enzymes (e.g. fluconazole), the unit dose of Jakavi should be reduced by approximately 50%,
to be administered twice daily (for monitoring frequency see sections 4.2 and 4.5).

The concomitant use of cytoreductive therapies or haematopoietic growth factors with Jakavi has not
been studied. The safety and efficacy of these co-administrations are not known (see section 4.5).

Withdrawal effects

Following interruption or discontinuation of Jakavi, symptoms of myelofibrosis may return over a
period of approximately one week. There have been cases of patients discontinuing Jakavi who
sustained more severe events, particularly in the presence of acute intercurrent illness. It has not been
established whether abrupt discontinuation of Jakavi contributed to these events. Unless abrupt
discontinuation is required, gradual tapering of the dose of Jakavi may be considered, although the
utility of the tapering is unproven.
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Excipients
Jakavi contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp

lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.
4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Ruxolitinib is eliminated through metabolism catalysed by CYP3A4 and CYP2C9. Thus, medicinal
products inhibiting these enzymes can give rise to increased ruxolitinib exposure.

Interactions resulting in dose reduction of ruxolitinib

CYP3A4 inhibitors

Strong CYP3A4 inhibitors (such as, but not limited to, boceprevir, clarithromycin, indinavir,
itraconazole, ketoconazole, lopinavir/ritonavir, ritonavir, mibefradil, nefazodone, nelfinavir,
posaconazole, saquinavir, telaprevir, telithromycin, voriconazole)

In healthy subjects co-administration of Jakavi (10 mg single dose) with a strong CYP3A4 inhibitor,
ketoconazole, resulted in ruxolitinib C,,,x and AUC that were higher by 33% and 91%, respectively,
than with ruxolitinib alone. The half-life was prolonged from 3.7 to 6.0 hours with concurrent
ketoconazole administration.

When administering Jakavi with strong CYP3A4 inhibitors the unit dose of Jakavi should be reduced
by approximately 50%, to be administered twice daily. Patients should be closely monitored (e.g.
twice weekly) for cytopenias and dose titrated based on safety and efficacy (see section 4.2).

Dual CYP2C9 and CYP3A4 inhibitors
On the basis of in silico modelling 50% dose reduction should be considered when using medicinal
products which are dual inhibitors of CYP2C9 and CYP3A4 enzymes (e.g. fluconazole).

Enzyme inducers

CYP3A4 inducers (such as, but not limited to, avasimibe, carbamazepine, phenobarbital, phenytoin,
rifabutin, rifampin (rifampicin), St.John’s wort (Hypericum perforatum))

Patients should be closely monitored and the dose titrated based on safety and efficacy (see

section 4.2).

In healthy subjects given ruxolitinib (50 mg single dose) following the potent CYP3 A4 inducer
rifampicin (600 mg daily dose for 10 days), ruxolitinib AUC was 70% lower than after administration
of Jakavi alone. The exposure of ruxolitinib active metabolites was unchanged. Overall, the ruxolitinib
pharmacodynamic activity was similar, suggesting the CYP3A4 induction resulted in minimal effect
on the pharmacodynamics. However, this could be related to the high ruxolitinib dose resulting in
pharmacodynamic effects near E,,. It is possible that in the individual patient, an increase of the
ruxolitinib dose is needed when initiating treatment with a strong enzyme inducer.

Other interactions to be considered affecting ruxolitinib

Mild or moderate CYP3A4 inhibitors (such as, but not limited to, ciprofloxacin, erythromycin,
amprenavir, atazanavir, diltiazem, cimetidine)

In healthy subjects co-administration of ruxolitinib (10 mg single dose) with erythromycin 500 mg
twice daily for four days resulted in ruxolitinib Cy,,, and AUC that were higher by 8% and 27%,
respectively, than with ruxolitinib alone.

No dose adjustment is recommended when ruxolitinib is co-administered with mild or moderate
CYP3A4 inhibitors (e.g. erythromycin). However, patients should be closely monitored for cytopenias
when initiating therapy with a moderate CYP3A4 inhibitor.

Effects of ruxolitinib on other medicinal products
Oral contraceptives
There is no interaction study with oral contraceptives.
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Substances metabolised by CYP3A44

It cannot be excluded that ruxolitinib inhibits CYP3A4 in the intestine. Increased systemic exposure
may be obtained for substances which are metabolised by CYP3A4, and particularly those that
undergo extensive intestinal metabolism. Safety monitoring of orally administered CYP3A4
metabolised substances is advised when combined with ruxolitinib. The interaction is likely to be
minimised if the time between co-administrations is kept as long as possible.

Substances transported by P-glycoprotein or other transporters

Ruxolitinib may inhibit P-glycoprotein and breast cancer resistance protein (BCRP) in the intestine.
This may result in increased sytemic exposure of substrates of these transporters, such as dabigatran
etexilate, ciclosporin, rosuvastatin and potentially digoxin. Therapeutic drug monitoring (TDM) or
clinical monitoring of the affected substance is advised.

It is possible that the potential inhibition of P-gp and BCRP in the intestine can be minimised if the
time between administrations is kept apart as long as possible.

Haematopoietic growth factors

The concurrent use of haematopoietic growth factors and Jakavi has not been studied. It is not known
whether the Janus Associated Kinase (JAK) inhibition by Jakavi reduces the efficacy of the
haematopoietic growth factors or whether the haematopoietic growth factors affect the efficacy of
Jakavi (see section 4.4).

Cytoreductive therapies
The concomitant use of cytoreductive therapies and Jakavi has not been studied. The safety and
efficacy of this co-administration is not known (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy and contraception in females
There are no data from the use of Jakavi in pregnant women.

Animal studies have shown that ruxolitinib is embryotoxic and foetotoxic. Teratogenicity was not
observed in rats or rabbits. However, the exposure margins compared to the highest clinical dose were
low and the results are therefore of limited relevance for humans (see section 5.3). The potential risk
for humans is unknown. As a precautionary measure, the use of Jakavi during pregnancy is
contraindicated (see section 4.3). Women of child-bearing potential should use effective contraception
during the treatment with Jakavi. In case pregnancy should occur during treatment with Jakavi, a
risk/benefit evaluation must be carried out on an individual basis with careful counselling regarding
potential risks to the foetus (see section 5.3).

Breast-feeding
Jakavi must not be used during breast-feeding (see section 4.3) and breast-feeding should therefore be

discontinued when treatment is started. It is unknown whether ruxolitinib and/or its metabolites are
excreted in human milk. A risk to the breast-fed child cannot be excluded. Available
pharmacodynamic/toxicological data in animals have shown excretion of ruxolitinib and its
metabolites in milk (see section 5.3).

Fertility

There are no human data on the effect of ruxolitinib on fertility. In animal studies, no effect on fertility
was observed.

4.7 Effects on ability to drive and use machines

Jakavi has no or negligible sedating effect. However, patients who experience dizziness after the

intake of Jakavi should refrain from driving or using machines.
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4.8 Undesirable effects

Summary of the safety profile
The most frequently reported adverse drug reactions were thrombocytopenia and anaemia.

Haematological adverse drug reactions (any Common Terminology Criteria for Adverse Events
[CTCAE] grade) included anaemia (82.4%), thrombocytopenia (69.8%) and neutropenia (15.6%).

Anaemia, thrombocytopenia and neutropenia are dose-related effects.

The three most frequent non-haematological adverse drug reactions were bruising (21.3%), dizziness
(15.0%) and headache (13.9%).

The three most frequent non-haematological laboratory abnormalities were raised alanine
aminotransferase (26.9%), raised aspartate aminotransferase (19.3%) and hypercholesterolaemia
(16.6%).

Tabulated summary of adverse drug reactions from clinical studies
In the clinical study programme the severity of adverse drug reactions was assessed based on the
CTCAE, defining grade 1 = mild, grade 2 = moderate, grade 3 = severe and grade 4=life-threatening.

Adverse drug reactions from clinical studies (Table 1) are listed by MedDRA system organ class.
Within each system organ class, the adverse drug reactions are ranked by frequency, with the most
frequent reactions first. In addition, the corresponding frequency category for each adverse drug
reaction is based on the following convention: 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); very rare (<1/10,000).
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Table 1 Percentage of patients with adverse drug reactions in clinical studies”

Adverse drug reaction Ruxolitinib — myelofibrosis patients
N=301*
All CTCAE CTCAE grade 3/4° Frequency category
grades’ (%)
(%)
Infections and infestations
Urinary tract infections™ 12.3 1.0 Very common
Herpes zoster™ 4.3 0.3 Common
Tuberculosis* 0.27 0.27 Uncommon
Blood and lymphatic system disorders"*
Anaemia 82.4 42.5 Very common
Thrombocytopenia 69.8 11.3 Very common
Neutropenia 15.6 6.6 Very common
Bleeding (any bleeding 32.6 4.7 Very common

including intracranial, and
gastrointestinal bleeding,
bruising and other bleeding)

Intracranial bleeding 1.0 1.0 Common
Gastrointestinal bleeding 5.0 1.3 Common
Bruising 21.3 0.3 Very common
Other bleeding (including 13.3 2.3 Very common

epistaxis, post-procedural
haemorrhage and

haematuria)
Metabolism and nutrition disorders
Weight gain® 10.0 1.3 Very common
Hypercholesterolaecmia” 16.6 0 Very common
Nervous system disorders
Dizziness" 15.0 0.3 Very common
Headache® 13.9 0.5 Very common
Gastrointestinal disorders
Flatulence® | 2.9 | 0 | Common
Hepatobiliary disorders
Raised alanine 26.9 1.3 Very common
aminotransferase”
Raised aspartate 19.3 0 Very common
aminotransferase”
* Myelofibrosis patients randomised to and treated with ruxolitinib from the phase 3 pivotal

COMFORT-I and COMFORT-II studies

Frequency is based on adverse event data.

- A subject with multiple occurrence of an adverse drug reaction (ADR) is counted only
once in that ADR category.

- ADRs reported are on treatment or up to 28 days post treatment end date.

Frequency is based on laboratory values.

- A subject with multiple occurrences of an ADR is counted only once in that ADR
category.

- ADRs reported are on treatment or up to 28 days post treatment end date.

Common Terminology Criteria for Adverse Events (CTCAE) version 3.0; grade 1 = mild,

grade 2 = moderate, grade 3 = severe, grade 4 = life-threatening

These ADRs are discussed in the text.

Frequency is based on all patients exposed to ruxolitinib in clinical trials (N=4755)

Upon discontinuation, patients may experience a return of myelofibrosis symptoms such as fatigue,
bone pain, fever, pruritus, night sweats, symptomatic splenomegaly and weight loss. In clinical studies
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the total symptom score for myelofibrosis symptoms gradually returned to baseline value within
7 days after dose discontinuation (see section 4.4).

Description of selected adverse drug reactions

Anaemia

In phase 3 clinical studies, median time to onset of first CTCAE grade 2 or higher anaemia was
1.5 months. One patient (0.3%) discontinued treatment because of anaemia.

In patients receiving Jakavi mean decreases in haemoglobin reached a nadir of approximately

10 g/litre below baseline after 8 to 12 weeks of therapy and then gradually recovered to reach a new
steady state that was approximately 5 g/litre below baseline. This pattern was observed in patients
regardless of whether they had received transfusion during therapy.

In the randomised, placebo-controlled study COMFORT-I 60.6% of Jakavi-treated patients and 37.7%
of placebo-treated patients received red blood cell transfusions during randomised treatment. In the
COMFORTH-II study the rate of packed red blood cell transfusions was 53.4% in the Jakavi arm and
41.1% in the best available therapy arm.

Thrombocytopenia

In the phase 3 clinical studies, in patients who developed grade 3 or 4 thrombocytopenia, the median
time to onset was approximately 8 weeks. Thrombocytopenia was generally reversible with dose
reduction or dose interruption. The median time to recovery of platelet counts above 50,000/mm’ was
14 days. Platelet transfusions were administered to 4.7% of patients receiving Jakavi and to 4.0% of
patients receiving control regimens. Discontinuation of treatment because of thrombocytopenia
occurred in 0.7% of patients receiving Jakavi and 0.9% of patients receiving control regimens. Patients
with a platelet count of 100,000/mm” to 200,000/mm’ before starting Jakavi had a higher frequency of
grade 3 or 4 thrombocytopenia compared to patients with platelet count >200,000/mm’® (64.2% versus
38.5%).

Neutropenia

In the phase 3 clinical studies, in patients who developed grade 3 or 4 neutropenia, the median time to
onset was 12 weeks. Dose holding or reductions due to neutropenia were reported in 1.0% of patients,
and 0.3% of patients discontinued treatment because of neutropenia.

Bleeding

In the phase 3 pivotal studies bleeding events (including intracranial and gastrointestinal, bruising and
other bleeding events) were reported in 32.6% of patients exposed to Jakavi and 23.2% of patients
exposed to the reference treatments (placebo or best available therapy). The frequency of grade 3-4
events was similar for patients treated with Jakavi or reference treatments (4.7% versus 3.1%). Most of
the patients with bleeding events during the treatment reported bruising (65.3%). Bruising events were
more frequently reported in patients taking Jakavi compared with the reference treatments (21.3%
versus 11.6%). Intracranial bleeding was reported in 1% of patients exposed to Jakavi and 0.9%
exposed to reference treatments. Gastrointestinal bleeding was reported in 5.0% of patients exposed to
Jakavi compared to 3.1% exposed to reference treatments. Other bleeding events (including events
such as epistaxis, post-procedural haemorrhage and haematuria) were reported in 13.3% of patients
treated with Jakavi and 10.3% treated with reference treatments.

Infections
In the phase 3 pivotal studies grade 3 or 4 urinary tract infection was reported in 1.0% of patients,
herpes zoster in 4.3% and tuberculosis in 1.0%.

Increased systolic blood pressure

In the phase 3 pivotal clinical studies an increase in systolic blood pressure of 20 mmHg or more from
baseline was recorded in 31.5% of patients on at least one visit compared with 19.5% of the
control-treated patients. [In COMFORT-I the mean increase from baseline in systolic BP was

0-2 mmHg on Jakavi versus a decrease of 2-5 mmHg in the placebo arm. In COMFORT-II mean
values showed little difference between the ruxolitinib-treated and the control-treated patients.
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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

There is no known antidote for overdoses with Jakavi. Single doses up to 200 mg have been given
with acceptable acute tolerability. Higher than recommended repeat doses are associated with
increased myelosuppression including leukopenia, anaemia and thrombocytopenia. Appropriate
supportive treatment should be given.

Haemodialysis is not expected to enhance the elimination of ruxolitinib.

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents, protein kinase inhibitors, ATC code: LOIXE18

Mechanism of action

Ruxolitinib is a selective inhibitor of the Janus Associated Kinases (JAKs) JAK1 and JAK2 (ICs
values of 3.3 nM and 2.8 nM for JAK1 and JAK2 enzymes, respectively). These mediate the
signalling of a number of cytokines and growth factors that are important for haematopoiesis and
immune function.

Myelofibrosis is a myeloproliferative neoplasm known to be associated with dysregulated JAK1 and
JAK?2 signalling. The basis for the dysregulation is believed to include high levels of circulating
cytokines that activate the JAK-STAT pathway, gain-of-function mutations such as JAK2V617F, and
silencing of negative regulatory mechanisms. Myelofibrosis patients exhibit dysregulated JAK
signalling regardless of JAK2V617F mutation status.

Ruxolitinib inhibits JAK-STAT signalling and cell proliferation of cytokine-dependent cellular models
of haematological malignancies, as well as of Ba/F3 cells rendered cytokine-independent by
expressing the JAK2V617F mutated protein, with ICs, ranging from 80-320 nM.

Pharmacodynamic effects

Ruxolitinib inhibits cytokine-induced STAT3 phosphorylation in whole blood from healthy subjects
and myelofibrosis patients. Ruxolitinib resulted in maximal inhibition of STAT3 phosphorylation

2 hours after dosing which returned to near baseline by 8 hours in both healthy subjects and
myelofibrosis patients, indicating no accumulation of either parent or active metabolites.

Baseline elevations in inflammatory markers associated with constitutional symptoms such as TNFa,
IL-6 and CRP in subjects with myelofibrosis were decreased following treatment with ruxolitinib.
Myelofibrosis patients did not become refractory to the pharmacodynamic effects of ruxolitinib
treatment over time.

In a thorough QT study in healthy subjects, there was no indication of a QT/QTc prolonging effect of
ruxolitinib in single doses up to a supratherapeutic dose of 200 mg, indicating that ruxolitinib has no
effect on cardiac repolarisation.

Clinical efficacy and safety
Two randomised phase 3 studies (COMFORT-I and COMFORT-II) were conducted in patients with
myelofibrosis (primary myelofibrosis, post-polycythaemia vera myelofibrosis or post-essential
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thrombocythaemia myelofibrosis). In both studies, patients had palpable splenomegaly at least 5 cm
below the costal margin and risk category of intermediate-2 (2 prognostic factors) or high risk (3 or
more prognostic factors) based on the International Working Group (IWG) Consensus Criteria. The
starting dose of Jakavi was based on platelet count.

COMFORT-I was a double-blind, randomised, placebo-controlled study in 309 patients who were
refractory to or were not candidates for available therapy. Patients were given Jakavi or matching
placebo. The primary efficacy endpoint was proportion of subjects achieving >35% reduction from
baseline in spleen volume at week 24 as measured by Magnetic Resonance Imaging (MRI) or
Computed Tomography (CT).

Secondary endpoints included duration of maintenance of a >35% reduction from baseline in spleen
volume, proportion of patients who had >50% reduction in total symptom score from baseline to

week 24 as measured by the modified Myelofibrosis Symptom Assessment Form (MFSAF) v2.0 diary,
change in total symptom score from baseline to week 24 as measured by the modified MFSAF v2.0
diary, and overall survival.

COMFORT-II was an open-label, randomised study in 219 patients. Patients were randomised 2:1 to
Jakavi versus best available therapy. Best available therapy was selected by the investigator on a
patient-by-patient basis. In the best available therapy arm, 47% of patients received hydroxyurea and
16% of patients received glucocorticoids. The primary efficacy endpoint was proportion of patients
achieving >35% reduction from baseline in spleen volume at week 48 as measured by MRI or CT.

A secondary endpoint in COMFORT-II was the proportion of patients achieving a >35% reduction of
spleen volume measured by MRI or CT from baseline to week 24. Duration of maintenance of a >35%
reduction from baseline in responding patients was also a secondary endpoint.

In COMFORT-I and COMFORT-II, patient baseline demographics and disease characteristics were
comparable between the treatment arms.

Table 2 Percentage of patients with >35% reduction from baseline in spleen volume at
week 24 in COMFORT-I and at week 48 in COMFORT-II (ITT)

COMFORT-I COMFORT-IT
Jakavi Placebo Jakavi Best available
(N=155) (N=153) (N=144) therapy
(N=72)

Time points Week 24 Week 48
Number (%) of subjects 65 (41.9) 1(0.7) 41 (28.5) 0
with spleen volume
reduced by >35%
95% confidence intervals 34.1, 50.1 0,3.6 21.3,36.6 0.0,5.0
p-value <0.0001 <0.0001

A significantly higher proportion of patients in the Jakavi group achieved >35% reduction from
baseline in spleen volume (Table 2) regardless of the presence or absence of the JAK2V617F mutation
or the disease subtype (primary myelofibrosis, post-polycythaemia vera myelofibrosis, post-essential
thrombocythaemia myelofibrosis).
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Table 3

Percentage of patients with >35% reduction from baseline in spleen volume by JAK
mutation status (safety set)

COMFORT-I COMFORT-II
Jakavi Placebo Jakavi Best available
therapy
JAK Positive | Negative | Positive | Negative | Positive | Negative | Positive | Negative
mutation (N=113) | (N=40) | (N=121) | (N=27) | (N=110) | (N=35) | (N=49) | (N=20)
status n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number (%) 54 11 1 0 36 5 0 0
of subjects (47.8) (27.5) (0.8) (32.7) (14.3)
with spleen
volume
reduced by
>35%
Time point After 24 weeks After 48 weeks

Among the 80 patients in COMFORT-I and the 69 patients in COMFORT-II who showed a >35%
reduction at any time point, the probability that a patient would maintain a response on Jakavi for at
least 24 weeks was 89% and 87%, respectively, while the probability of maintaining a response for at
least 48 weeks was 52% in COMFORT-II.

Jakavi improves myelofibrosis-associated symptoms and quality of life in patients with myelofibrosis.
In COMFORT-I symptoms of myelofibrosis were captured using the modified MFSAF diary v2.0 as
an electronic diary which subjects completed daily. A significantly larger proportion of subjects in the
Jakavi group achieved a >50% improvement from baseline in the week 24 total symptom score
compared with the placebo group (45.9% and 5.3%, respectively, p<0.0001 using the chi-square test).

An improvement in overall quality of life was measured by a validated instrument, the EORTC
QLQ-C30 in both COMFORT-I and COMFORT-II. At week 24 in COMFORT-I the mean change for
the global health status/quality of life score was +12.3 and -3.4 (p<0.0001) for Jakavi and placebo,
respectively.

In COMFORT-I, 13 out of 155 patients (8.4%) died in the Jakavi group and 24 out of 154 patients
(15.6%) died in the placebo group. In COMFORT-II, 13 out of 146 patients (8.9%) died in the Jakavi
group and 5 out of 73 patients (6.8%) died in the best available therapy group.

Paediatric population

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

5.2 Pharmacokinetic properties

Absorption
Ruxolitinib is a Biopharmaceutical Classification System (BCS) class 1 compound, with high

permeability, high solubility and rapid dissolution characteristics. In clinical studies, ruxolitinib is
rapidly absorbed after oral administration with maximal plasma concentration (Cy,y) achieved
approximately 1 hour post-dose. Based on a human mass balance study, oral absorption of ruxolitinib,
as ruxolitinib or metabolites formed under first-pass, is 95% or greater. Mean ruxolitinib C,,,, and total
exposure (AUC) increased proportionally over a single dose range of 5-200 mg. There was no
clinically relevant change in the pharmacokinetics of ruxolitinib upon administration with a high-fat
meal. The mean C,,,x was moderately decreased (24%) while the mean AUC was nearly unchanged
(4% increase) on dosing with a high-fat meal.

Distribution
The apparent volume of distribution at steady state is 53-65 litres in myelofibrosis patients. At
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clinically relevant concentrations of ruxolitinib, binding to plasma proteins in vitro is approximately
97%, mostly to albumin. A whole body autoradiography study in rats has shown that ruxolitinib does
not penetrate the blood-brain barrier.

Biotransformation

Ruxolitinib is mainly metabolised by CYP3A4 (>50%), with additional contribution from CYP2C9.
Parent compound is the predominant entity in human plasma, representing approximately 60% of the
drug-related material in circulation. Two major and active metabolites are present in plasma
representing 25% and 11% of parent AUC. These metabolites have one half to one fifth of the parent
JAK-related pharmacological activity. The sum total of all active metabolites contributes to 18% of
the overall pharmacodynamics of ruxolitinib. At clinically relevant concentrations, ruxolitinib does not
inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 or hepatic CYP3A4 and is not a
potent inducer of CYP1A2, CYP2B6 or CYP3A4 based on in vitro studies. In vitro data indicate that
ruxolitinib may inhibit intestinal CYP3A4, P-gp and BCRP.

Elimination

Ruxolitinib is mainly eliminated through metabolism. The mean elimination half-life of ruxolitinib is
approximately 3 hours. Following a single oral dose of ["*C]-labelled ruxolitinib in healthy adult
subjects, elimination was predominately through metabolism, with 74% of radioactivity excreted in
urine and 22% via faeces. Unchanged parent substance accounted for less than 1% of the excreted
total radioactivity.

Linearity/non-linearity
Dose proportionality was demonstrated in the single and multiple dose studies.

Special populations

Effects of age, gender or race

In healthy subjects, no significant differences in ruxolitinib pharmacokinetics were observed with
regard to gender and race. In a population pharmacokinetic evaluation in myelofibrosis patients, no
relationship was apparent between oral clearance and patient age or race. The predicted oral clearance
was 17.7 I/h in women and 22.1 1/h in men, with 39% inter-subject variability.

Paediatric population
The safety and effectiveness of Jakavi in paediatric patients have not been established (see section 5.1,
“Paediatric population™).

Renal impairment

Renal function was determined using both Modification of Diet in Renal Disease (MDRD) and urinary
creatinine. Following a single ruxolitinib dose of 25 mg, the exposure of ruxolitinib was similar in
subjects with various degrees of renal impairment and in those with normal renal function. However,
plasma AUC values of ruxolitinib metabolites tended to increase with increasing severity of renal
impairment, and were most markedly increased in the subjects with severe renal impairment. It is
unknown whether the increased metabolite exposure is of safety concern. A dose modification is
recommended in patients with severe renal impairment and end-stage renal disease (see section 4.2).
Dosing only on dialysis days reduces the metabolite exposure, but also the pharmacodynamic effect,
especially on the days between dialysis.

Hepatic impairment

Following a single ruxolitinib dose of 25 mg in patients with varying degrees of hepatic impairment,
the mean AUC for ruxolitinib was increased in patients with mild, moderate and severe hepatic
impairment by 87%, 28% and 65%, respectively, compared to patients with normal hepatic function.
There was no clear relationship between AUC and the degree of hepatic impairment based on
Child-Pugh scores. The terminal elimination half-life was prolonged in patients with hepatic
impairment compared to healthy controls (4.1-5.0 hours versus 2.8 hours). A dose reduction of
approximately 50% is recommended for patients with hepatic impairment (see section 4.2).
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5.3 Preclinical safety data

Ruxolitinib has been evaluated in safety pharmacology, repeated dose toxicity, genotoxicity and
reproductive toxicity studies and in a carcinogenicity study. Target organs associated with the
pharmacological action of ruxolitinb in repeated dose studies include bone marrow, peripheral blood
and lymphoid tissues. Infections generally associated with immunosuppression were noted in dogs.
Adverse decreases in blood pressure along with increases in heart rate were noted in a dog telemetry
study, and an adverse decrease in minute volume was noted in a respiratory study in rats. The margins
(based on unbound C,,.x) at the non-adverse level in the dog and rat studies were 15.7-fold and
10.4-fold greater, respectively, than the maximum human recommended dose of 25 mg twice daily.
No effects were noted in an evaluation of the neuropharmacological effects of ruxolitinib.

Ruxolitinib decreased foetal weight and increased post-implantation loss in animal studies. There was
no evidence of a teratogenic effect in rats and rabbits. However, the exposure margins compared to the
highest clinical dose were low and the results are therefore of limited relevance for humans. No effects
were noted on fertility. In a pre- and post-natal development study, a slightly prolonged gestation
period, reduced number of implantation sites, and reduced number of pups delivered were observed. In
the pups, decreased mean initial body weights and short period of decreased mean body weight gain
were observed. In lactating rats, ruxolitinib and/or its metabolites were excreted into the milk with a
concentration that was 13-fold higher than the maternal plasma concentration. Ruxolitinib was not
mutagenic or clastogenic. Ruxolitinib was not carcinogenic in the Tg.rasH2 transgenic mouse model.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Cellulose, microcrystalline
Magnesium stearate

Silica, colloidal anhydrous
Sodium starch glycolate (Type A)
Povidone
Hydroxypropylcellulose

Lactose monohydrate

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

Blisters
2 years

Bottles

2 years

After first-opening: 1 month

6.4 Special precautions for storage
Do not store above 30°C.

6.5 Nature and contents of container

PVC/PCTFE/Aluminium blister packs containing 14 or 56 tablets or multipacks containing 168
(3 packs of 56) tablets.
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HDPE bottle with induction seal and child-resistant closure containing 60 tablets.
Not all pack sizes or types may be marketed.
6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

Wimblehurst Road

Horsham

West Sussex, RH12 5SAB

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/003

EU/1/12/773/010-012

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

23.08.2012

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 IT
MANUFACTURER 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
Novartis Pharma GmbH

Roonstrasse 25

D-90429 Niirnberg

Germany

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

The marketing authorisation holder shall submit the first periodic safety update report for this product
within 9 months following authorisation. Subsequently, the marketing authorisation holder shall
submit periodic safety update reports for this product in accordance with the requirements set out in
the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and published on the European medicines web-portal.

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

. Risk Management Plan (RMP)

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

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

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

If the dates for submission of a PSUR and the update of a RMP coincide, they can be submitted at the
same time.

An updated RMP shall be submitted annually until renewal.
. Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

Description Due date

Follow-up efficacy and safety data from the extension phase of studies INCB Annually to

18424-351 and INC424A2352 including data on the time related endpoints coiqcide Withfthe
(overall survival, progression free survival and leukaemia free survival) should be | 2Versaty o

. European birth
ded 1ly.
provided annually date
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ANNEX IIT

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

CARTON AND BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 5 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 5 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose (see leaflet for further information).

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

60 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

[carton only]

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/001

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 5 mg [carton only]
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON OF UNIT PACK CONTAINING BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 5 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 5 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose.

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

14 tablets
56 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/004 14 tablets
EU/1/12/773/005 56 tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 5 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF MULTIPACK CONTAINING BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 5 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 5 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose.

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

Multipack: 168 (3 packs of 56) tablets.

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/006 168 tablets (3x56)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 5 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTIPACK CONTAINING BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 5 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 5 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose.

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

56 tablets. Component of a multipack. Not to be sold separately.

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/006 168 tablets (3x56)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 5 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTER OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 5 mg tablets
Ruxolitinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Monday
Tuesday
Wednesday
Thursday
Friday
Saturday
Sunday
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

CARTON AND BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 15 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 15 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose (see leaflet for further information).

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

60 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

[carton only]

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/002

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 15 mg [carton only]
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON OF UNIT PACK CONTAINING BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 15 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 15 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose.

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

14 tablets
56 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/007 14 tablets
EU/1/12/773/008 56 tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 15 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF MULTIPACK CONTAINING BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 15 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 15 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose.

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

Multipack: 168 (3 packs of 56) tablets.

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/009 168 tablets (3x56)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 15 mg

65



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTIPACK CONTAINING BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 15 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 15 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose.

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

56 tablets. Component of a multipack. Not to be sold separately.

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/009 168 tablets (3x56)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 15 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTER OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 15 mg tablets
Ruxolitinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Monday
Tuesday
Wednesday
Thursday
Friday
Saturday
Sunday
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

CARTON AND BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 20 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 20 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose (see leaflet for further information).

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

60 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

[carton only]

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/003

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 20 mg [carton only]
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON OF UNIT PACK CONTAINING BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 20 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 20 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose.

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

14 tablets
56 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/010 14 tablets
EU/1/12/773/011 56 tablets

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 20 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF MULTIPACK CONTAINING BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 20 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 20 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose.

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

Multipack: 168 (3 packs of 56) tablets.

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/012 168 tablets (3x56)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 20 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTIPACK CONTAINING BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 20 mg tablets
Ruxolitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 20 mg ruxolitinib (as phosphate).

3. LIST OF EXCIPIENTS

Contains lactose.

4. PHARMACEUTICAL FORM AND CONTENTS

Tablets

56 tablets. Component of a multipack. Not to be sold separately.

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before 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

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 SAB
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/12/773/012 168 tablets (3x56)

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Jakavi 20 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTER OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Jakavi 20 mg tablets
Ruxolitinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Monday
Tuesday
Wednesday
Thursday
Friday
Saturday
Sunday

7




B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Jakavi 5 mg tablets

Jakavi 15 mg tablets

Jakavi 20 mg tablets
ruxolitinib

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 or pharmacist.

- 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 or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

What Jakavi is and what it is used for

What you need to know before you take Jakavi
How to take Jakavi

Possible side effects

How to store Jakavi

Contents of the pack and other information

SR

1. What Jakavi is and what it is used for
Jakavi contains the active substance ruxolitinib.

Jakavi is used to treat adult patients with an enlarged spleen or with symptoms related to myelofibrosis,
a rare form of blood cancer.

How Jakavi works

Enlargement of the 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. By
blocking the action of certain enzymes (called Janus Associated Kinases), Jakavi can reduce the size
of the spleen in patients with myelofibrosis and relieve symptoms such as fever, night sweats, bone
pain and weight loss. Jakavi can help reduce the risk of serious blood or vascular complications.

If you have any questions about how Jakavi works or why this medicine has been prescribed for you,
ask your doctor.
2. What you need to know before you take Jakavi

Follow all the doctor’s instructions carefully. They may differ from the general information contained
in this leaflet.

Do not take Jakavi

- if you are allergic to ruxolitinib or any of the other ingredients of this medicine (listed in
section 6).
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- if you are pregnant or breast-feeding.
If either of the above applies to you, tell your doctor who will then decide whether you should start
treatment with Jakavi.

Warnings and precautions

Talk to your doctor or pharmacist before taking Jakavi

- if you have any infections. It may be necessary to treat your infection before starting Jakavi. It is
important that you tell your doctor if you have ever had tuberculosis or if you have been in close
contact with someone who has or has had tuberculosis. Your doctor may perform tests to see if
you have tuberculosis.

- if you have any kidney problems. Your doctor may need to prescribe a different dose of Jakavi.

- if you have or have ever had any liver problems. Your doctor may need to prescribe a different
dose of Jakavi.

- if you are taking other medicines (see section “Other medicines and Jakavi”).

Talk to your doctor or pharmacist during your treatment with Jakavi

- if you experience unexpected bruising and/or bleeding, unusual tiredness, shortness of breath
during exercise or at rest, unusually pale skin, or frequent infections (these are signs of blood
disorders).

- if you experience fever, chills or other symptoms of infections.

- if you experience chronic coughing with blood-tinged sputum, fever, night sweats and weight
loss (these can be signs of tuberculosis).

- if you have any of the following symptoms or if anyone close to you notices that you have any
of these symptoms: confusion or difficulty thinking, loss of balance or difficulty walking,
clumsiness, difficulty speaking, decreased strength or weakness on one side of your body,
blurred and/or loss of vision. These may be signs of a serious brain infection and your doctor
may suggest further testing and follow-up.

- if you develop painful skin rash with blisters (these are signs of shingles).

Blood tests

Before you start treatment with Jakavi, your doctor will perform blood tests to determine the best
starting dose for you. You will need to have further blood tests during treatment so that your doctor
can monitor the amount of blood cells (white cells, red cells and platelets) in your body and assess
how you are responding to the treatment and whether Jakavi is having an unwanted effect on these
cells. Your doctor may need to adjust the dose or stop treatment.

Stopping Jakavi
When you stop taking Jakavi, the myelofibrosis symptoms may come back. Your doctor may want to

gradually reduce the amount of Jakavi taken each day, before stopping it completely.

Children and adolescents
Do not give this medicine to children or adolescents aged below 18 years because the use of Jakavi in
children has not been studied.

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

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

The following may increase the risk of side effects with Jakavi:

- Some medicines used to treat infections. These include medicines used to treat fungal diseases
(such as ketoconazole, itraconazole, posaconazole, fluconazole and voriconazole), medicines
used to treat certain types of bacterial infections (antibiotics such as clarithromycin,
telithromycin, ciprofloxacin, or erythromycin), medicines to treat viral infections, including
HIV infection/AIDS (such as apranevir, atazanavir, indinavir, lopinavir/ritonavir, nelfinavir,
ritonavir, saquinavir), medicines to treat hepatitis C (boceprevir, telaprevir).
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- Nefazodone, a medicine to treat depression.
- Mibefradil or diltiazem, medicines to treat hypertension and chronic angina pectoris.
- Cimetidine, a medicine to treat heartburn.

The following may reduce the effectiveness of Jakavi:

- Avasimibe, a medicine to treat heart disease.

- Phenytoin, carbamazepine or phenobarbital and other anti-epileptics used to stop seizures or fits.
- Rifabutin or rifampicin, medicines used to treat tuberculosis (TB).

- St. John’s wort (Hypericum perforatum), a herbal product used to treat depression.

While you are taking Jakavi you should never start a new medicine without checking first with the
doctor who prescribed Jakavi. This includes prescription medicines, non-prescription medicines and
herbal or alternative medicines.

Pregnancy and breast-feeding
Do not take Jakavi during pregnancy. Talk to your doctor about how to take appropriate measures to
avoid becoming pregnant during your treatment with Jakavi.

Do not breast-feed while taking Jakavi. Tell your doctor if you are breast-feeding.

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

Driving and using machines
If you experience dizziness after taking Jakavi, do not drive or use machines.

Jakavi contains lactose
Jakavi 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.

3. How to take Jakavi

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

The dose of Jakavi depends on the patient’s blood cell count. Your doctor will measure the amount of

blood cells in your body and find the best dose for you, particularly if you have liver or kidney

problems.

- The recommended starting dose is 15 mg twice daily or 20 mg twice daily, depending on your
blood cell count.

- The maximum dose is 25 mg twice daily.

Your doctor will always tell you exactly how many Jakavi tablets to take.

During the treatment your doctor may recommend a lower or higher dose to you if the results of blood
tests show that this is necessary, if you have problems with your liver or kidneys, or if you also need
treatment with certain other medicines.

If you receive dialysis, take either one single dose or two separate doses of Jakavi only on dialysis
days, after the dialysis has been completed. Your doctor will tell you if you should take one or two
doses and how many tablets to take for each dose.

You should take Jakavi every day at the same time, either with or without food.

You should continue taking Jakavi for as long as your doctor tells you to. This is a long-term treatment.
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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 Jakavi, talk to your doctor or pharmacist.

If you experience certain side effects (e.g. blood disorders), your doctor might need to change the
amount of Jakavi you have to take or tell you to stop taking Jakavi for a while.

If you take more Jakavi than you should
If you accidentally take more Jakavi than your doctor prescribed, contact your doctor or pharmacist
immediately.

If you forget to take Jakavi
If you forgot to take Jakavi simply take your next dose at the scheduled time. Do not take a double
dose to make up for a forgotten dose.

If you stop taking Jakavi
If you interrupt your treatment with Jakavi your myelofibrosis-related symptoms may come back.
Therefore, you should not stop taking Jakavi without discussing it with your doctor.

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

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Most of the side effects of Jakavi are mild to moderate and will generally disappear after a few days to
a few weeks of treatment.

Tell your doctor immediately if you experience any of the following side effects. Some are very

common (may affect more than 1 in 10 people), some are common (may affect up to 1 in 10 people):

- any sign of bleeding in the brain, such as sudden altered level of consciousness, persistent
headache, numbness, tingling, weakness or paralysis (common)

- any sign of bleeding in the stomach or intestine, such as passing black or bloodstained stools, or
vomiting blood (common)

- unexpected bruising and/or bleeding, unusual tiredness, shortness of breath during exercise or at
rest, unusually pale skin, or frequent infections (possible symptoms of blood disorders) (very
common)

- painful skin rash with blisters (possible symptoms of shingles (kerpes zoster)) (common)

- fever, chills or other symptoms of infections (very common)

- low level of red blood cells (anaemia), low level of white blood cells (neutropenia) or low level
of platelets (thrombocytopenia) (very common)

Other side effects with Jakavi

Very common:

- high level of cholesterol

- abnormal liver function test results
- dizziness

- headache

- urinary tract infections

- weight gain

Common:
- frequently passing wind (flatulence)

Uncommon:
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- tuberculosis

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. 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.

5. How to store Jakavi
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 carton, bottle label or blister after
“EXP”. If your Jakavi tablets are packed in a bottle, they must be used within 1 month after opening
the bottle.

Do not store above 30°C.

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 Jakavi contains

- The active substance of Jakavi is ruxolitinib.

- Each 5 mg Jakavi tablet contains 5 mg of ruxolitinib.

- Each 15 mg Jakavi tablet contains 15 mg of ruxolitinib.

- Each 20 mg Jakavi tablet contains 20 mg of ruxolitinib.

- The other ingredients are: microcrystalline cellulose, magnesium stearate, colloidal anhydrous
silica, sodium starch glycolate, povidone, hydroxypropylcellulose, lactose monohydrate.

What Jakavi looks like and contents of the pack

Jakavi 5 mg tablets are white to almost white round tablets with “NVR” debossed on one side and
“L5” debossed on the other side.

Jakavi 15 mg tablets are white to almost white oval tablets with “NVR” debossed on one side and
“L15” debossed on the other side.

Jakavi 20 mg tablets are white to almost white elongated tablets with “NVR” debossed on one side
and “L20” debossed on the other side.

Jakavi tablets are supplied in
- blister packs containing 14 or 56 tablets or multipacks containing 168 (3 packs of 56) tablets;
- plastic bottles containing 60 tablets.

Not all packs may be marketed in your country.

Marketing Authorisation Holder
Novartis Europharm Limited
Wimblehurst Road

Horsham

West Sussex, RH12 5AB

United Kingdom
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Manufacturer
Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
Germany

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

Authorisation Holder:
Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +322 246 16 11

bbarapus

Novartis Pharma Services Inc.

Ten.: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 273 0

Eesti

Novartis Pharma Services Inc.

Tel: +372 66 30 810

E)\ada
Novartis (Hellas) A.E.B.E.
TnA: 430210281 17 12

Espaiia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 1 5547 66 00

Hrvatska
Novartis Hrvatska d.o.o.
Tel. +385 1 6274 220

Ireland
Novartis Ireland Limited
Tel: +353 1260 12 55

Island
Vistor hf.
Simi: +354 535 7000
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Lietuva
Novartis Pharma Services Inc.
Tel: +370 5 269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +322246 16 11

Magyarorszag
Novartis Hungéaria Kft. Pharma
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 26 37 82 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z o.0.
Tel.: +48 22 375 4888

Portugal

Novartis Farma - Produtos Farmacéuticos, S.A.

Tel: +351 21 000 8600

Romania

Novartis Pharma Services Romania SRL

Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50

Slovenska republika
Novartis Slovakia s.r.o.
Tel: +421 2 5542 5439



Italia
Novartis Farma S.p.A.
Tel: +39 02 96 54 1

Kvbmpog

Novartis Pharma Services Inc.

TnA: +357 22 690 690

Latvija

Novartis Pharma Services Inc.

Tel: +371 67 887 070

This leaflet was last revised in

Other sources of information

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 (0)10 6133 200

Sverige
Novartis Sverige AB
Tel: +46 8 732 32 00

United Kingdom
Novartis Pharmaceuticals UK Ltd.
Tel: +44 1276 698370

Detailed information on this medicine is available on the European Medicines Agency website:

http://www.ema.europa.eu
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ANNEX IV

SCIENTIFIC CONCLUSIONS AND GROUNDS RECOMMENDING THE VARIATION TO
THE TERMS OF THE MARKETING AUTHORISATION(S)
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Scientific conclusions

Taking into account the PRAC Assessment Report on the PSUR for Jakavi, the scientific conclusions
of PRAC are as follows:

In line with the more extended exposure, an additional number of tuberculosis cases have been
reported, which warrants revision of the product information. Tuberculosis has been reported in the
clinical studies which formed the basis for the initial approval of Jakavi in 3 cases among 300 patients
(1%) treated with Jakavi. In the current data set, where the clinical study database has increased to
4,755 patients exposed to ruxolitinib (approximately 3,000 patients from compassionate use and
expanded access programs), 13 cases of tuberculosis have been reported. No cases have been reported
among placebo exposed patients, although the number of patients is limited (approximately 220).

The review of the cases described suggests that several of these cases did not have any other obvious
explanation for the development of tuberculosis. A higher susceptibility due to the disease condition
should be acknowledged. Nevertheless, the mechanism of action of ruxolitinib supports the increased
risk for infections including tuberculosis (listed among Important identified risks).

Therefore, in view of available data regarding reported cases of tuberculosis, the PRAC considered
that changes to the product information were warranted.

Consequently, sections 4.4 and 4.8 of the summary of product characteristics and the package leaflet
should be updated with respect to the adverse reaction tuberculosis.

These changes do not warrant further updates of the RMP since tuberculosis was already included as
an important identified risk.

The CHMP agrees with the scientific conclusions made by the PRAC.

Grounds recommending the variation to the terms of the Marketing Authorisation(s)

On the basis of the scientific conclusions for Jakavi, the CHMP is of the opinion that the benefit-risk
balance of the medicinal product containing the active substance ruxolitinib is favourable subject to

the proposed changes to the product information.

The CHMP recommends that the terms of the Marketing Authorisation should be varied.
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— R4 R xRV VF =TV lith N7 F =T R
A EonE 10. Z DMLOTEE 10. T OfhOERE
(e %) (1) A X &AW LIER~O BT 2R TIE, Do (EAOEFESTO6 » A _EEREHFAB BV

Mz MFEETARD Hiv, 7 v &AW IERERERE T

. SRR R AR BT,

(2) A X &AWz 26 KON 52 MK ER G mERBRIC VT, Z
Fﬂ@@@%ﬁ# Wb bz, £72, JAK EER 244 555K
IZBWT, REEBHRIZHA S TRWE 00, BEEY L oNE, FEE
FEEOEMEE A RB L2 LA RESh TV

T, 100N - £HL)OEELBEEORBEIT 7T £
BTiloTholoizdl, P77 F=75mg 1H2
bl SR F10mg 1 H 2B#E58" THhFh0ss ik ?
3I5THo .

EHAODMARDEER#ES To 6 » A Xiz12y AFAES
O_BEEEEEEBI BV, 100N - EHL-VOES
RESEOBEEIL T RNFETIRLTITChH o DIz H L,
P77 F=75mg 1 H 205 H#RFI0mz 1 H 20
5 TENRFhIGRU29TH 2 /2.

¥/, AFOENMES TS EE ) e F RE TS
L1000 - SEHLDVOEELEREOCBERIL, P F
=7 5mg 1 H20EFESFRF10mg 1 H 2 mlES5HE T
Fh+Eh23R 49 Th o1,

(ZIEAIJAKHEERAEE T2 - o RERR AR
BT RIZTaEEN S, FEERABTIT) g
BB PR ERBE O AL Vichns, faERE (IFN-a/8.
IFN-y. TNF-aZ a4 a4 > ofElsE 2/R+ 5
THRERER (IR A L AR 5 ORI 2 E)
b, Tl FOMCHEFRLELEE~OERE (F
FHAT I —E¥D EALHBOWERL YY) vAbhi.

(37 v FodALEHSEE (242 S —BwT, BfET 4
74 v EHIREE (75 mp/kg/ HO ), WEIEEE (30 mg/
kg/HE Eool), REERIRRE (75 meg/kg/HoolE), Rifm
EE (10mgke/ HOM) ORBEEO ERFZH L0,




Page 21
CTD 1.7 FiERME—EX

— R4 T NV ) F =T R N7 7o F =T R
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Tﬁiﬁ%ﬁ nELESA KR
YXREXF—+ (JAK) FEEH AL
ISy A SR BRFERA%R
i PRI IR - (T — EREE O AN L 0 T 5 2 8) A POLLL]
AT SR O IR T > *®
e UrYAE ﬁSmg

| AR

Jakavi® Tablets 5mg
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1. ZEDOHBEF, REBEI+IRETEIERBRICE
WT., EnREHESOARRKRICHLTHILHE - &
BEREOEMNL LT, FFHOBENEYLEEHSH
BEHIODVTOABRETEH &, T, AERRARKIC
%L, BEXFFORECEDERVEREEZ TS
IZERBAL. RARZHBTHOBREZRBT I L,

2. REOBEIZKY. %, BOESOEELBREELS
REL.BTICEEEARREShTVWR I LMD,
TREBRBETOIHEREEOREIEET DL,

[#Z (ROBHEIZEEBEELAEWNI L) ]
L. AREIO R LIBBUE ORBEERE O & 2 B3
2. SR LTV A FREE O B S A (16, ik,
FEMR, WRIEE~O®KE ] OESM)

[#ARE - $EIK]
(i 4 Tx 1 EHE 5mg
o NEEFAXY Y F=T Y VR 6.6mg VXYY F=T L LT
55y -
Smg)
LB, Bro—2 T ) a—LiEF NY U A B RR
VL] Forubrbrua—R RE Ry, AT AFE, ZTT U
e~ 7% I
(E2N SRS
=
fi = — R [NVR L5
K& () [BEAE : 7.5mm, JEX @ 3.6mm, Ei : 0.16g
(e IEZER]
BRERHEE

<HIEEXIIHRICEIET 2ERALOFE>

() BEDY A7 38, BIRO K & SZEIZOWTC, BKEGE
DIEDNE 2 B L AF DG RIME K O 2 453
fiEL7- EC, BISHREOBREITH 2 L,

(2) THELALRE O A 21TV B BRERRAEE L 2 S h o B
AT &,

(RERUVAE]
WE. BAICEFFZIR2E., 12KEE2BRICEORS
5, AEE. V¥V YF=T &L TIESmg~25mgD FiEH
L. BHEOKRBICKYERERT S,

®%F Rk pHAE

<AERUVARICEETIEAELDEE

(1) hOFHEMEIER A & O ORI DV T A 20K O 2t
IS L TRy,

2) AANOEEERRIEIZ STz o T, /MR S & TR %

SEICBAERRET D L&,

Tn/vRE™ B AR

2077 /mm’/& 1[5]20mg 1 A 2[A]

1077 /mm’ L _-2077 /mm’LLF 1[8]15mg 1 A 2[A]
1) i MRERS 75 mm? BA_E 1075 /mm® A 0 FRE k3 B B 4G oo
RO TS0, EEREEDOHONE Z B L, AR OAFER R
LM A+ EAE LT BT, ARIOBG O RS EEICRINTS 2 L,
1/ NERS 77 /mm? LA 1= 1075 /mm? Al 0 B e 5 FTRE &I 58556 1
[BlSmgZ 1 A2 6852615 & & blo, BEE Folcitn, AF
FLOFBU BT D L,

(3) AFIOEE-HIZ I/ MRE D LT-GE, TEESHEIC
ESOIARIEEBET 22 L, 72d, /MDA T
DAL LI LA, 1RISmgZ 1A 2[E2 5
BHEEBATE S, 272 L, BEOWREZ LV EHEICE
2L, AEFROBEBUTHDEET DI L,

iR a7 & (1H2E)

25mg 20mg | 15mg | 10mg | Smg
1075 /mm’ LA L 20mg EHERL
12,577 /mm* Al
7577 /mm’El | 10mg | 10mg | 10mg BRI L
1077 /mm’ A
575 /mm*LL L 5mg Smg 5mg Smg Ay
7.575 fmm’ At L
573 /om’ A Jii =

RFHN D B 5 4T HPERER 23 500/mm’ A5 (2 A L7235
BRI T 5 2 &, el I REREDMARSERT OB LL
FIZEE L72GEITE, 1ESmga 1 H2EID 6354
B CEX %, ii2L, BEORELZ I VEEICHEL. &
EHRQORBBRUA TR T D L,

T3 IR FEANTRD S AT MRS M OV ER B A 5 1
WARE &M T X A1, 1RO 5 &% Smgd 021
MU EoMEE HIT THRET LN TX S, 7272 L,
AFOPEIF 5%, AEMITHEEL 2N L,

(6) ITHsRElE S A UL HRB IR E B Tl REMIE T
TEMEREHY O MHPIREN AT 2 L OWMERDH L7720,
WEEBET D& LI BREOREL L0 HEICBLE
L, AEFLORRUCDEETDHZ L,

4

&)
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1. EERE CROBEICIFEEICERET S L)

() BEEOBERERSE (L7 F=27107 7 X30
mL/minA{iti) O & B B K OFEATH O K FEBE

nFEENEEITIBZARD D, 1 ( [EEHEhE]
DIEZR)

Q) FHsrefEED H 5 BF M EEN LAT5B8FN1NH
%, 1 ([ZEmEhae] oESMR)

(3) FERE DOBERYE (BEICHER OB O & 5 BE L OWaER
Ly N7y ERERBET RO H 5 BE) (k2158
SELBENRD D, ] ( REERERVER] OHE
ZHR)

(4) BYuE (BUmAE, ik, ¥4 VARG 24600 T
% ShEIMEERIC X v iR E B S 5 BE N
b5, ) ( REELEANER) OESMR)

) =g ( [5.EEmE~0#E) OmEEH)

2. ERGERNIE

EHEF EERER - EHE W - BERET
WA EEICEEL, A
ERGORBUADEER
THZE, ([3EpEhnE]
DIAL )
CYP3A4K NCYP2C9% | AF DN L& 2o RS
PHE 9~ 2 S5 LREARD D, (CYP3A4 KN
TS — Lk CYP2C9) OFHESE
Hizk o, KElo
R E IS
LEZOND,

CYP3A4HEHA
YRV

AHNO MR L5
LBRENRHLDT,

s 0RO
CYP3A4FEEA

(1) AAEAC L0 i MEIAME, B, A BRI E 23

bHHOID I EDH D DT AFOLREBRAGH K U5
i, EBIRIC A (B E
ATV, BEORELZ ToIc@lg2 L, BRENED LN
LA, AR ORI, ik, F5H k7R o) el
EziTo 2 &, (MABWERMEXRZRIEMR OESH)

L ER5 i55)

) AR OGEZEMHEERC LY | MiE, BE, VAV AT

JUHRIC X 2 EYERC B Fn AU S R T LT 5 2
B BEFFE YA N ARy U T ORF X ITHBsH
JRFENE D DHBe LIRS L < ITHBsHUIRRG % O BE 128
WTBEIFFR T A NV ADFIEMELICE 2IFRDBH B
NHOBENRSH D, KEFGIZLY, FRUA VA HE
KRN FIEMLT 2 BENNH B O T, AFIBEGIZ T
STHFR T A N, FEREORREOFEL R L. AH
O GBERTCHE U R NBEOEiEBEETH &, F

7o AANE G LR GYE D FE B
FH RO SN AITIEY) R LE &

AITER(D)ERZLEIER ] OHEZH)

o

Hics

(iR L,
792 &, (T4,

Q) AAEGIZX Y, HIREEBRH LRI ERH DD

T, RFNOEEBARIC . BEICK L THRRIEZ O P
JERIZOWTHP L, BE DO BB A0
\EAE L, WY EE TS L RET S L, (T4
BERERZEWER OESM)

3. HHE%R

AFNT I L L TREIEEECYPIA4 T S . CYP3A4
IR THERIT/NEVRCYP2CUT L > THRH &
5, FET. invitroDRFIN S, AENLEOCYP3A4, P-
WiE B (P-gp) KOFEMMEEA (BCRP) %#PAET S
AHEME DS RIR STV D,

HREE (BFRICEET S L)

EHREF ERERAER - WEHE WF - ERRT

R 7RCYPIAAPHEA] [ AAIO ML EREE D LA-3 | Zh 6 DX DR
A hTaF—n LBETNNHDHDT, F172CYP3 A4 SE

U ke CYP3A4PLESEM D 722vy (MEIC LD . AHAl

77V Aa~wA % TR ~ONFRZ | O EE S
BRETHZL, RLEG |HEBExLND.

THRSI 72 CYP3A4BHEF
RN ki SR Y
BUE. AR OREEE
BisLlbic, BED

D= A~ CYP3A4PRER & AFKI % [ICk b AFIOMN
T AYF e BERE 5T 25ACE,  [BIBHESNS &
CNFTE A BEOWRELEREICBLE | B2bn5,
AFVLE L. AEFZOEBUA

SEETHZ L, (3

Bl OESHR
CYP3A4#5E 5 ARAOMAPRESET | 245 OIAD
DI VA L. KRAIOEME TS |CYP3A4FHEIEH
Tx=h v FTHAREERHLOT, (12X, KAOR
A FATA XY VY (CYPIA4THEEH O |#MEtEsh D &
[StJohn'sWort (> | XITIFHWEREI~OREE (B2 DHND,
heVa—rX-U— [BETHZL, ([FEy

M) ) EARAE BE] OEBIR)

4. 1A
B RERRAEEBE g & LA E TR IC BV T, A
FlEE30150H, BITERIZ23961 (79.4%) ICH BN, T
BIVERE, I/ RIBAE (i MY 2 &) 1364
(452%) . A1m87%1 (28.9%) . THI3061 (10.0%) . &
572605 (8.6%) . PREIENN24(1] (8.0%) EThH-o7,
(B £ COER)
B REARMEIE BB )t g & U E R IE R TARBRIC BV T
AFFe S 120 Bt (AAN 30 flaagte) . BIEAIZ 111
#1 (92.5%) 12 A B ATz, EA2FIVERIE, & 70 £ (58.3%) |
/R E (i MRS % & Te) 66 B (55.0%) , ALT
(GPT) #8hn 15 #1 (12.5%) , T#i 13§ (10.8%) , AST
(GOT) #1341 (10.8%) HETh-o7T-,
(FPE5EFE TOERD)
BIVEA OB DWW T, AKGRZIRE - ZhFITHR D AR FRER
WCHESEFEHEH L, £, IO DERARTH b T
WRWEWERIZOWTITSEERF & LT,

(N EXEEIMEA

1) EBREHEH - /N HGEE (48.0%) « Hifl (41.6%) | 4F
HERIAE (5.2%) BB EDLND 2 ERHDH DT, T
RS Mg (MERERE, BmERSES) 2 FEET5
e PEEOREL B L, RENRD ONHE
WCIRER, B, BGFIER CEURLEEITY 2 &,

2) BEEAE (10.9%) : MIEE, EE. VA LA IR BIZE
L HEEREYE (BIES (24%) « RBEE (2.1%) |
fERZE (0.2%) %) CH BN R UIBT 52 &
DY, HEICE S THEBDPRE SN TS, AHlEE
PR OB G4 THRITBE OREZ HICBIE L, BEN
D BTG AITITIRIE, WE, Bh Pk SEy) R0
BEITHZ &,

3) HEITHSEMAERE L)  EITEZEEAE
BIER S S d Z LR 50T, ARG L OES
WTHRITBEOREL +ICBE L, Bk, 385k
OB (RRREL, DURGRRED) | SREEESEORER
N b hONIEAITIE. MRIIC X 2 E# 2 & OUNE



WREEEGTDIELED
TRAVEZATH Z &,

4) M : O BEZE N M (0.2%)  (FIHPER : 585,
O R, BERRREE, RRES) | BEHM (1.0%) |
Lg% I (BEEARE) | S (2.1%) . MR (0.7%)
ERHLONDZERDHY | HTICE - RERH i S
NTW5, AEIFEG I3 EHC ik RE %2 i 572
EHREOREZ HDICBE L, BRENBDOONEEAI
IAKOR G ZF ik U, #ER0EE(T) 2 &,

5) BIEMMESR GEHERH)  WEEEERD LD
TERHDHOT, BEOREELHSICEEL, RENR
O ONTHEEITIIARKN OB G 2 F Ik L, #8217
22 ¢,

6) Hﬁﬁhlﬁi AST (GOT) (3.6%) . ALT (GPT) (4.8%)
RS D FTESREREENH bR D T LN H Y | FE
iotfmﬁ$¢éhfwé AAe G- H L E /T

KH% #E%%ﬁ#é&&$%@% Ex+5 ﬁﬁ
L. BENRRBD N HEI12IE, F‘é@]%@&&%%&ﬁ? z

7 DFE (0.7%) DAL m%%bné &m%é®f
BEOWRREL HIC@IEZ L, BENRD SN HBAITIT
AKFNOFEZhik L, WMER0EE21T) 2 &

(2 AFIOFRE 2 HIE L, JEY)

(2) ZD D EIEA
59%LLE 19 ~5%%k#H HETRH
mERT) R RE B A i ERA > -
&
< y IREEH N AR, REEFE, | @2V AT
KRR USENE A LS 7 A i v — /L
FaEE - TRARAE -
S, FEIED E
HEREE - Rt = 2 —m R F -
—. BERGEE
DREE - BhiE -
i EfEE - 5 ILE -
B EREAZ . 7. ik, ~
PHERANE WPURIR . 0K
7 O, R, T, 6
B MR, NNk,
BaEE Sy, NN, Tk -
RE. OFENTEETF
R, EREEE
B y ~GTPHIN, ALPHEIN, _
FrEREE ey e s Hhn
BERRUE THE B BT, BB, G B
=
HERRES fEsE, U, A
- dih . BAERR. BN, -
S
BRURREE - 1 HPRFEE N -
L HEE PETT. KAEME | MIIAE, FEEL ~
TENE
BRERIRE - APTT FEF: -

5. BfEA~ADEE
ERRBRICEB W T, milfnE (658) Tk, 65mLL T D
BE L U C, M/MRIBAE, DR EZE OB AN
TEHZERMESNL TS Z EMnE, BEOLRREL 4
WS L, EEICEETDH L,

6. iR, EiR. BRIABE~AOHRE

(1) MR OB G T 2 22T LTV RN o T,
BT ST LTV 2 REMED & B N IZid& 5 L7
WZ b, F7, MR ATREZR IR TR LTIk, b ZeikE
ﬁ%ﬁﬁiﬁ%ﬁ#é:to[@%%%(?/%)m
BWT, IR - RRIEFENE GEREIECOEM, REEE
D) BB &)6%7‘;}:0)%&7&3@6 ]

Q)Tﬂ$@%k  BHERIEsER L, (EWE
B (v b)) wf ARHN e OAFN DA 3 Ft
H @ﬁb\l%mk¢%f@mrf%ot&@ﬁi
NdHbdH, )

1. INRFEADEE
RHAKREIR, #HAaR, LR, shiB g
AVEIIHESL LTy (BEFRBRAS 20

X9 D%

8. BERSE
B, ER - EEREICLY . AmEREAE, AL, 1
IS E 7 & O BESN I O FEBLANEE N D I L s
BB,
B - FREEAYZRREEANT R, RIS U7z i b 2 AL
217D 2 &, k. MEENTIC K 2 AR OBREFIZANT
FaneEZoh 5,

9. BALEDIE
FERI3Z {185 - PTPEL a@ﬁkﬂﬁx~hﬁ6mbmbf
AT E2ES5Z L (PTPY— b ORI
ﬁ%b\ﬁ%w EEREEA~FIA L, I i;ﬁ?L%ﬁ:t LT
PRIk S O EERAIEZ IR T D 2 EBMESR
Tn3) .

10. ZOMHhoEE

(1) 4 XEHAWZLLER~ORBIZET BT, O
FESEMZ LS B TARO b, T > xR
WARRERR A ClX, IR ERD BB D bz,

2) 4 X EH W26 L 528 B & 5 FERBRICB W
T, BMEHLEEORENRD SNz, £72, JAKHEE
HEAETLEIECBONTURRBARIITF TRV D
O, BHEY oSBE, BRSO EMERE AR EL Lo &
DW|EINTWD

[FEmEhiE]

1. IAEE

(MEEEZSs

fEHEBRE L% Y U F =710, 25, 50 TX100mg% 22
FRICHEER OGS Lo & & REEKO MR E TS
#0.5HF (TmaxFHfE) TCmax(ZEEL, ZD#%, 2.5~34
S OO M-3R T 2k L 72, Cmax B OAUCIT 5 B2 RIE b
BlLlz, (FFlORERCHAERDR, [MEERCHE] 0E
Z )

<EEHEREIZILEY Y F=T10, 25, S0RV100 g HEREOHRS Li-& EDERMBE
RS A=5>

B Cmax Tmax * T1/2 AUCinf CL/F

| (nmol/L) (h) (h) (h-nmol/L) (L/h)
10 mg 621+ 107 0.5 318+ 131 |2290+914 159+ 4.89
(n=8) (613) (025-1.5) |(2.98) (2.160) (15.1)
25 mg 1,450 + 718 0.5 2.51+£0.638 |4,020+1,220 | 22.6+9.09
(n=8) (1,320) (025-1.5) | (2.44) (3,830) (21.3)
50 mg 2,380+ 495 0.5 286+0.542 |8,650+2.230 | 19.8+4.20
(n=8) (2,330) (025-1.5) |(2381) (8,430) (19.4)
100mg |[5430£1260 |05 3.40+0.907 |22,600+7,780 | 15.9+4.94
(n=8) (5,300) (025-1.5) |(3.28) (21,500) (15.2)

TME + RS (BT | ) e GME-RORE)
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EW hoasd

<REEHEREICLFVYF=T10, 25, 50R U100 g% HEEO#E Lf- & T miFHR
EfR (FHE + RERESE) >

Q) REHES

B (L% Y U F =710 U25mg %7 H #1 B2
RO E Lz & EAUCO BFEITE 21112 U.03
TRERBBIIRO N7,

<REEBREICLEYV Y F=TI0RU5 ngZ 1 B2EAREROR/S L= & Z0EMBIE/ R
FA=5>

prE i Cmax Tmax ™ AUCO0-12h AUCO-12h k(7
R (nmol/L) (h) (h-nmol/L) CEED)
10 mg 1HE 577+ 70.8 0.375 1,920 + 678 -
(n=8) (573) 0.25 - 1.0) (1,830)
7HH 587+ 187 0.5 2,180 + 949 1.12+ 0.117
(562) 0.25 - 1.0) (2,040) (1.11)
25mg 1HHE 1,200 + 357 0.5 3,600 = 838 -
(n=8) (1,160) 0.25-1.5) (3,500)
7HH 1,290 + 271 0.5 3,720 = 864 1.03 £ 0.0568
(1,260) (0.25-0.5) (3,620) (1.03)

T AR CGROTTIM) | 1) PR Gi/IMil-fi ki)

R EBHORE

RS (166) I[CE%ICLF Y ) F =7 20mg#k Hildl
BOE Lz & & ZeEIT B~ Tmax! 30,58 [ 2> 51,750
MHZIER L, Cmaxid42%{& T L7z, AUCIZ6.4%IET L7=n
e (&t Z251E) D0%(EHEX ] I1X0.80~1.25D#FHANTH

-7,

2. 5%
t b inAE R OE R COIER AL, 3.2~4.8%ThH
-7~ (invitro) .

3.

AXVUF=TTFEL LTCYPIAATHRBI S, £7-
CYP3A4IZ LN THERII/NEWACYP2CUZ L > THA
FEnsLEZLND (invitro) .

4. Bt

RS (6f1) ICCHEER L7 Y U F =7 25mg% H

EIRR 0BG LTz & & BURRED BN R 1396% T, IR LU

HFIZZENZIT4% K U22% M EIY S viz, R O[]

I ST SRS 5 D B REEOFI AL 1% R Th -

7o TRATREDT0%LL B3 514 24 F B LAN I [N & 417z,
GEADT—4%)

5. iF8eETRE
fREREHERE . BT REREE B (Child-Pugh/yfH A) .
FPAEEE TR REREE RS (Child-Pugh2y¥8 B) M OVER 4%
HEMEE B (Child-Pugh%y#H C) (2% Y UV F =7 25mg
ZHERROBG L2 L &, AUCIT., @R 2~k
JE, AR OV EEREERE TENEN8T%, 28%& 165%
DN 7203 30D BE B CHEIEE & AUCO R B HE 72 B
fRITRBD DN -T2 (BRE8H) , CmaxiFFHEBEREE &
B AR E THIL R o T, I T, R (2.8
WEfE]) (ZHATIFRSRRREEARE (B BE#E T4.1~5.00¢f)
TIER LT,

GrEADT—%)

6. EBEEETEE

fEEEWLERE (Cler 80 mL/miniR) | WEEEBHEREREE B (Cler
50~80 mL/min) . % EEHEREREERZE (Cler 30~

49 mL/min) . EEEHEREREEH (Cler 30 mL/minAii)
KON &% T D KRR EREERET LY ) =
725 mg&x B O G Lz & & R bR e b
Rk CTH oz (FEEH) , SHIEOFMENAHDOAUC (B
) 1E. RE(BARDAUCIZR LT, (REGBRE T61%, 1%
FE PSR R OV B B B TT79%. 117% K TN 73%,
5RO 512 12BN 21T - 7o BB T346% K U297%
T, BHEREREOEEE O LRI L 0T 2 Em AR L
720 GFEADT —#)

1. EMHEEER

(1) 77 baF Y —)L (BS72CYPIAABLEA], ENARERD
A - EEEERE (1661) 124 b = — /1 (200 mg.
1H2EI4H ) RKER SR, %Y Y F=7 10 mgxf
HALzE &%) F =7 RE(IAEDCmax f (FAUC
IZENEN33% K %I L, 3. 7R 2 5
6.0MFRICIE R L7, GrEADT—#)

(2) =Y R~ A (CYPIA4MLER)  EFEHERE (14
) lc=) 2e~A > (500mg, 1H2EI4HM) K&
BHHE, VXYV F=7 10mgaffLzE &, L%
VU F =T REACARD Cmax & CAUCIEZ N E 8% K&
UR7%HENIN L7223, N E= TR o 72,

UrEANDT—%)

(3) V77 vy (CYPIA4HEIER AT DA« #
FEfEsRE (1261) 12V 77 B (600 mg, 1H1[H]
1AM KEHEERE, 1%/ ) F=7 50 mgZ PEHE
5 L7=& &, Cmax X PAUCIEFENFI52% K T 1%
T U, I3 3 M 2 & 170 R I e L7, 8T
DIEHEREHOAUC (GFP) WK RERE TR, R
ZACIRIZHR T 2 R OFE R A 7R & 132150l R
B L7, GMEADT—#)

@ XV F2TORAKRER. BTERYRERE 2
ST A . BOCYP3A4, P-FEEH (P-gp) MK OVELyETNT
& B (BCRP) % [HET 2 wEEMHEISTRE I (in
vitro) .

(ERPRRLHR]
1. EFR#ARE TARER CGFERIEXREER)
B RERAEE B+ 2RI, N— A T A DI/ MRS
EARANERORE Le, ARORBHEITZ ~N—2F 1



O /MRS 107 ~20 5 /mm® DA 15mg 1 H 2[A],

mmABDEFA20 mg 1 B2 & L=,

G206 (AARNEBHEIOFIZ ETe) ICARFINRE Iz,

%%ﬁ%ﬁ%ﬁmﬁﬁééﬁﬁ@fg&%ﬁ”f%é%@
B LT, EEFHMIEE T 2 24 M A TS 23— 2
T A InB35%LL BN LT iR OEIS1E31.7% ThH -

7=

2075

2. BNENERR (CEEREFACLEERER)

B REARHERE BB * A TR N— A T A O/ MR EES
AR EROBS Uiz, AROBFBHAEIX, X—2T 4
DI IREL 1075 ~2075 /mm’ DA 15 mg 1 H2[E], 2005
/mm*BOEA20 mg 1 H2[E & Lz,
BE3096IAI X U F =T (15561) L7 = AR (154
B) \ZHEEAE R IR T ST, EEFHEE B Td 22408
(IR AFE SR — A T A 5 35%LA /N L7 9B o
EAFLF Y F= 7ﬁfmwa7ﬁtfﬁfm%1%
D, FIRRBELHEL LX) F=THTHEICED
- 7= (Fisher® IEfER Ep < 0.0001) .

LEBNENMEER FEREEALLERER)

B BEREIE R 2 R RIT, N— R T A ORI LS
ERANERORE Lic, AROREARL, X—2AT7 1
DI INREL 310757 ~2077 /mm* DA 15 mg 1 H2E], 2075
mmABDEFAE20 mg 1 B2 & L=,

BER219BID3 L% Y U F=TE (146f]) X iIBest Available
Therapy#f (7361) (ZEAEZIZEIMT Shic, TREFHEEA
TH DASHK I PIERTE N R — 2 T A > D5 35%LL LA/
L7z s OB G131 F ) F =7 HET28.5%, Best
Available Therapy#£ T0% T ¥ | Best Available Therapy#t &
L TL% Y U F =T THRICE N> 72 (p<0.0001,
Cochran-Mantel-Haenszel D IEFERR TE)

* BRSO
o SRR B BERRAEAE . B2 ME SO ASREME I/ NI IfLAE 2>
LBAT LB RERHEE B (WHOSEEY M ONWG-MRTHL
Y (RS E
- IWG-MRT Y 2 7 43
H
+ 3 0T S N AT 203 AN T o D BB
« B TICS cmPl E OIS A2 A B BE

YO OB Y A7 UTHRE-2) 27 0f

[ ZEE]

1EFRBRF

B BERRHEIE O BE TIXE < OA . JAK2IEE T O RE
L DIAK2F T — B DEFHRIGVERRD b T\ 5d, b
XV UF =T, invitroCEAERLOERA (V617F) @
JARIEMZAE L, TDOY 7T MeamEl Lz, V9 %
7oy BBERHEE ISR T D BREROFERO—2 L E 2 b
TN A v H—aAFr-6DMIENY 7 IVEZEIZED S
JAKIDIEMEZ L LTz, ¥ ZRBIAK2 (V617F) ZBLE
Wi~ v AEEMEKEBE Lo~ U 2280 T, XY
VF =7 3R EE 2D S, RIEMYA A TH
HA v H—1A % 6K OTNF-a O I EE o & 240
L P

(B3RS BT SEBIEZMANR]

&
H\
N \
Niﬁ\ J T CN
— =N * HsPO4
HN —
— & 4 NX Y ) F =7V (Ruxolitinib Phosphate)
b % 4 (3R)-3-Cyclopentyl-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-
4-yl)-1H-pyrazol-1-yl] propanenitrile
monophosphate
2+ X 1 CyHgNg - HiPO,
R L 40436
MR AROBEKTH D, KICORFETROTL, =&
—IZRREFITL L, T =R U LITHED T
BTz vy,
2 i NFRVYF =T CEEOREIL194~198° C
Th s,
Sy BebRE -0.057 (1-#2 % /7 —/ /pH1.0 fEHEHK) . 2.562
(1-&2 & 7 —)/pHA3 FEER) . 2.814 (1-F4

7 & ) —)v,/pHT.4 FRER)

[a%]
Uy 7 EHESmg  208E (PTP)
1205 (PTP)
(EX:3°4))

1) Mesa RA.:Blood; 113:5394-400, 2009

2) Tefferi A. and Vardiman JM.:Leukemia;22:14-22, 2008
3) Basori G. et al.: Leukemia; 22:437-8, 2008

4) Cervantes F. et al.:Blood ; 113 :2895-901, 2009

5) #ENEE}  in vitrofEELEEA

6) fEPNEE} ©in vitrofE B E I HI1E A

7) #EPNEE ¢ in vivolEEHE M HI/E

8) N R}« invivotr A A EAMEHITEN
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H TR et aenaen 2
1 RESUIRNRDZE, e I FACERE T 6 EOTERE DR K NE O ERIL................ 3
1.1 FNRE SLUTZNTEDZE oo 3
1.2 TNRE SUNTZNTED BB DFETEFRIL ... 3
1.3 HRE AT DA RIS D L DTEREDZE oo 4
1.4 ZhEEXUIZNRICEHE T 2 H EOFEE DR OFEEARIL oo 4
2 HEROHEOZR, MEKOHEICEET 2HH EOFEBEORKNZE OB ERM ... 5
2.1 FHVEILC OV EE D ZE oo 5
22 FER OB DB DFETEFRIL ..o 5
23 FER O EIZBIET 28 EOTEEDZ s 7
24 HEKOHEIZEET 2 H EOFEEOEZDOFRERIL oo, 8
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1 DERIIIRORE, HREXIURICEETIHEALOEEDOE
BUEDERERH

1.1 LA SR JES

1.2 PREX XX R DED 5% ERH

B HEAHEAE (Myelofibrosis, MF) ®Ji[K & LT, Janus kinase (JAK) - Signal transducer and
activator of transcription (STAT) #REEDIEFHIIRIEHAL DR EREEZ R L TVDH EEZX LN
TW5, 4, JAK-STAT EHICBED LB FARNERENTEY, K JAK2 Bi5fF D 617
REMANY inh 7 == 7 T =2 B L7- JAK2YSF 8808, RIS SRR MESE  (Primary
myelofibrosis, PMF) T 65%, AHEMEIM/MEIMLAE (Essential thrombocythemia, ET) T 55%, Ei
ZIfiE (Polycythemia vera, PV) T 96% % DB THE STV 5[2.5-1.1.1 IH],

VXYY F =71 JAKL KON JAK2 Z )0 D[ WiIc g+ 27 r v o —EHERTH
%o FHGBRIZIBWNT, in vitro TOYX Y U F =785 JAKL K OVJAK2 (253 2 50 /17> Al
W72 BRI 2558 B, JAK2YO' 28 B2 36 B U i ik 2 SR INEERE L 72~ 7 A BT LT
VIR DOFE N S OAFEAFR D ER-NPHEER STV 5 (Quintas-Cardama et al. 2010) , F7-, ZHRM
OB AR D JAR2 1M Z B ET 5 2 L RSN TWNA[2.6.2-1.1 HH]Z L7 5, JAK-STAT RO
T B R TEME L DNRIR & STV D MF @%ﬁﬁ%‘f?%k L CHDMERHIRF S LD,

XV UF=T7O MF BEITHT DEERIIANET, PMF KO PV 226817 L7 MF (post-
polycythemia vera myelofibrosis, PPV-MF) , ET 7> %ﬂ%ﬁ L 72 MF (post-essential thrombocythemia
myelofibrosis, PET-MF) E& ZxI5 L L2/ eE 11 M7 (351 #kBR, 2352 #lk) , KOVHAK
e U7 EERLFEE I FMHRER (2202 3B) OFRSRNOHER SV, BRT —F Ny r—v
ICEEND MF Zxf8 & Lizatli (251 388k, 351 388k, 2352 3R, & 002202 #BR) 1%, 1BHRE
RFHEEZDEY, WS ENH R R TR Th 5,

2 I AHRBR ORI, TERHITEE TH 5 PIRATNN—A2 T A D 35%LL B/ U7 ik
HOEIEIE, 351 HERTIX 24 WHFDONLF Y UF =TT 41.9%, 77 BARRET 0.7%, 2352 Bk
T 48 HIFD/LF Y ) F=TFET 28.5%, BATHET 0% TH Y, NF Y UF =72 X2 Mo
NN N D BT HERE OB, WTHoOREBRTOL ML L THERIZE» -T2 (ENZ
A p<0.0001, Fisher D IEFERE, p<0.0001, CMH O IEFERE) . £72 351 iBRCIE, BIRAIEE
liTe H C& % modified Myelofibrosis Symptom Assessment Form (MFSAF) v2.0 (225 < 24 HRF DA
FERA AT WAR—=RTF A inG 50%LL B LI OBIGIE 45.9% &, MF SEROSGEE SR
D HNTz, A (Overall survival, 0S) IZ2OWTh, HHOT v 7T — M CHTO
B CHXRBECN L CTHEZESRO B, 351 3B GEBMIM O F9efi : 102 #) TiE, 0S ©
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HR (95%{E4EX[#) 13 0.58 (0.36~0.95) , 2352 kB GBI OFRAE : 151 #8) <Tix, 0S D
HR (95% 15 #HX M) 1 0.48 (0.28~0.85) TH o7z (ZNFH p=0.028 [0/ T I HE] ,
p=0.009 [J@RIEHe 7 Z > 7 /E] ) [2.5-4.7 H],

2202 RERTHE U AHRER & R AR S H, 24 BRFHCIRATENX—2 T 4 Vb
35%LL /N U= 988 OEI4 1T 31.7%, modified MFSAF v2.0 (225-5< 24 HFFORIER A 27
MNR—=Z T A D 50%LL R LT OFIG 13 49.0% T - 72[2.5-4.7 H],

ui@iok,MF%%uﬁLw#/)?”7%&5¢é &, MUEOME/NS MF (2B L
TIEROUGEN A LIS Z EPERINT, £T2, AFAIOFITEMC O Dtk 5 Z & 2R
SN TEV[2.54.51 H], MF & ® QOL WHELBDLN-Z LTz, 0S DIEE H/RIB S
oo BEMEIZONWTY, AE - HREEZOFMEHREZHNLZLICLY, ¥V UF =71 MF
DIRFR L LTEFERH Y, o+ plIBBAfER LT a7 7 A L THDH I EPRRENT
W5,

MF (% JAK-STAT fR DR FTTEN T ORED—KTH Y, AFIOIKIZAEENLEZD &,
AHNT MF OFERSCEIEDO L FED A2 53 MF O BB LA 2 9 D alREMEN B D, FE, PMF,
PPV-MF, PET-MF & & x5 L Uiz Eito 351 Bk, 2352 RBRALON 2202 HBROFEEND b,
MF OFERSCHEIZ KT DR 0S MEE bR SN, At E ZEERHRINT=Z LD,
e - VR () 1% MEHHEE] & L7,

1.3 MEXIDRICEEST SERALDITEDE

<BWRE 13BN RN B S il LD yEE>
[FIRpAE] DEONE 2R L, AFIOANIER L el 2 0B Lc BT, ISR DBk
Ret15 2 &,

1.4 SRER IR ICEET SERALDITEDR DR TR

AFNOIEETE () 1L, 351 RBr, 2352 5Bk, 2202 REBOBRICKESERE L= En
5, ARFNOHESBEEOBICY oo TUIZINH D [BRRAR] OWNEEZRI L, KFOH MR
WM E+ R 208 b5 B %, H EoFEEE LTHEEMRET L2 L& LT,

TSTATEOE NEF L ERMS AR A & OBFRICB T 2 Wik 2 £ 2 72 2hRE T sh iz Bd 4
HEHA EOFEEORIE, UTOEBY THD,

(1) BEOV AT 58, BIEORE SFEIZHOWT, BKEEOEONAZRFA L, KAl OF
IE R OV2z et e oy B L7 BT IS EBEORIREZAITH Z Ly
(2)  WEBRMARIRRAE 21TV, B RERHEAE & 2l S U BEITER 5 2 &
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2 AZERUVAENE, RZERUVAEICEET AERALOIENE

R UZDREIRAL
2.1 FiERUREDE
[ OV &)

W, AV R Y YU F =7 L LT 1A 15mg~20mg ZBAAEHAEE L, 1 B 2 [\, 12 HEE
HZICROHRET D,
B, BEORREICL VEEHEKT 2, 27 URKEIX1R 25mg s 1 B 2EET 5,

2.2 RERUVAEDED R EIRN

55 VI ARERBR (251 3BR) OfER, 1 B 2 [EEGRFOR KA REIL 25 mg 1 A 2@ (bis in die,
bid) , A EGIBRFEMEX M/ MR DIE CTh > 7o, E M/ M E DT, FEHBEG RN &N
(E EFHBLRD EVMEA 2GR BT, 24 W ORIEY A X OME/ R ORI, WO B H]
BECHLRRECTH-7=—FHT, FHRGENTIEEHEIFEMIRY A XDOR—2F A b Off
INBEPRRED ST, FTo, M/ ERCEEIR RN 5 T 2 i VTR E L IC R 0, Kl
72 BT 10 mg bid 205 25 mg bid TH D Z EAURENT-, ZOHEHMENTOHERSICL VA
INE L BEVED BRI IRNT UARRLND Z L, KONR—RZ T A > DI/ MU DME 2 OYERE D
BRI EE 52 TWD I ENREINT,

INHORERLY, R=Z T A L OM/NMEEDR DN (10 5~20 J5/mm’) $ERHE TlEmEE D
MDD RBLT 5 U A7 Ok Z=%E LT 15mg bid ZBMHEE L, X—R 7 A > D/
BELAY 20 75 /mm’ B OHPERH TIE 20 mg bid ZBIGHE L THONRYTH S EE %, 4 I HHR
BOBWEHEE Lz, £, $E LoV )V F =T 0aEROZRMET e 7 7 4 MG
CCHERGEZHEL, HEROBIELEXN > TV ZENREELEZ, WTHOBBHETY
P& T L, SRR OEEITRK 25 mgbid ETHEL TH LW L& L,

FELOME - HEZ AW AR, K OEREORRE &2 1T 72 2202 S BROFER, &RE LT
XV VF=TOME - i, KOZEOHREEGEELZH\NSZ LT, XY UF=71F MF B&IZ
HLUTHMMEEZRL, DO+l BEEARERLEN T 7 7 A VT D Z EWmRSn (Ao,
RO ROFENT, ZhEn[2.5-4.71H], [2.5-512 H]|ZR) .

¥, VFVUF =T ORI ERNOE RN ORE R, WSS T AR TIImaER & b
xRV U F =T OB ED 20 mg bid OFREERIT, 15 mg bid OFIER KV & MIEAR A~
— AT A4 D 35%LL BN LT gRE OFEIG B mVMER A BT, WTOBSHETS
BIRDOFER L FRE, Vx Y UF =T DIRRNRDP IR S N7, 2202 RERTIE, WO &
THRRORER & [FER 72 MIEAFE O/ N R IFE D HivT-[2.5-4.4.1 H],

DEDOZ EnD, XR=ZAT A Ol ES S BltEHE, LT 25mg bid # EfRE L%
SR OENIEICE S HEREI oYM RSB 2, Ak A () KOHEROH
BICBEHTLHH FOEE () ITRELL,
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BB, BREILLDLX Y VTF =T DKM T A —F ~O 8% BEt LT EN RO 1
FHRBR[2.7.1-2.23 HH]OFER, Tmax KO Cmax I[ZBFEOFENA LN H DD, AUC IZFEITR

HHNT, REOHBORE SITHARMICEETIIRNEBZONZI LD, FAIFEFOR
BICBEDLTHRETE 2 LW LT,

MSEATBOE NEHR L BRSSO L OFEICB T 2@ s E A - HEROCHEDORET,
UTnDLEBY THD,

W RANCIEARAIZ 1B 26 12 KHEL2 BLICROEET 5, HEE, vV IV F=7¢
LT 1[H 5mg~25mg OFPH & L, BEOKRBIC LV BEEHEET 5,



Page 7
CTD1.8.2 heE - R () , & - A2 () RUZDOHRERA

23 RERUVREICEHET SEALOIEDE

<HIEK O BB 5 i L ooyEE>
(1) HOFTENEELA] & OFFHIZONT, AL L EMEITHESL L TV7R0,
(2) ARNOHBEFIRIZHT- > TE, I/ IMERICESE TREZSBICHBENRELZRET HZ &,

RN % BR%E &
200,000/mm’> # 1[E20mg 1 H2ME
100,000 L4 I~ 200,000/mm> LA 1E15mg 1 H2[HE

) s MEREL 50,000/mm’ BL_E 100,000/mm? A5 00 B 12kt 4 2 BidG FH ROFRIZR SN T\ A9,
ZDX D RBEICAAERSTHIEAE. BBAELZ 1B S5mga | A2MEE L, BEOREIILL
THHET 2 72 CRMG AR A EEICHEI T2 &

(3) AANOE-FAME%., 4 BRITEE LW L, F0%, BETIEEIE. 2 @BEUL BRI
EHITAHZ L,

(4) +372h R AT, M/ IME O ERE ) B & AT RE & Il T & 235613, 1[0
BhHELY Smg TOWETED, 220, RARREITIEI2SmgZ 1 H2EET 5,

(5) /S 100,000/mm’ ARG IZIAD L= 5a . HEORMELZZE L, /MO Ic X %
IRIREWET D Z EMNEFE LU,

(6) AFN O H-HIZ I/ NI 50,000/mm’ A UL AF HER-EAY 500/mm’ A2 L7-Baic
. KT DL, B, M/IMRE O HERE DMA KBTI O BB L, EICaiE L= 5E 121,
1[E Smg % 1 H2ESLE52FHH L, BEORELZ 812 L7 d HEEICH RO
1o &, ( NREELEAVEE] OHESMH)

(7) BEEOBREREE (F L T7F =227 U7 T2 %30 mL/min £iifi) D& 5HHEETIL, /K

BAHESSBMMEZEE 1A 2R) CEETL 2L, (TLEEEREL) | [BEDE)
HE] DIEZM)

(8) BHTHORMIBEERE TIL, M/ RIS E 15 mg X 20 mg & BT I D A H 0%
HL, 5% I3BFOREBAEEERSE=X ) v r7+52 8, ( NEERS] | [3EpE)
el DEHR)

(9) ATHEREREE D H 5 B T, MM S Bl EZFEE (1 A 21D ICE&ET S
Zl, (MEEESL) . [EY#hE] omzsi)

(10) 387772 CYP3A4 PHEHKI XX CYP3A4 KON CYP2C9 # [HE 4 2 3K & AT 2851212,
AR OFTEEZHYE (1 H20) 1CET2EEbIC, B2 oI T, mEREIES
ORBUAEETHZ L, ( BAEAEH) OESR)

(11) ARFNOEHIL, 1B EOFWRENGERRYEL ERIZR O kG5 2 ENLEE L,
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2.4 FAERUREICEET 2FERALOEEDEDHERA
<R O RICBIE T A6 EOEESICoOWTIE, UTFICE Y aE Lz,

[ () (o FEEIESA L OO SN T, AR O PR L TR,

[E A C I S LT BRIRERBR TlE, A& Y U F =7 Lo GUErEEG A & OO RITEEIE L Tk
D, MOFUEMEEA L O L2 a0 ® Y U F =T O OVZEMHEITHREF L T 57,
BRRT — NN &b, EEMERUNEEEZRE L,

(2) ARNOHBEFIGIZHT- > TE, M/ IMERICESE TREZSBICHBNELZRET HZ &,

RN % BR%EH &
200,000/mm’> # 1[E20mg 1 H2ME
100,000 L4 I 200,000/mm> LA 1E15mg 1 H2[HE

) s MREL 50,000/mm’ B _E 100,000/mm? #5003 12kt 4 2 Bids R OFRIZE S TWA =9,
ZDX D RBEICAAERSTHIEAE. BBAELZ 1B S5mga | A2MEE L, BEOREIILL
THIET 572 PR AR ZEBEICHET T2 &

(3) AANOE-FAME%., 4 BRITEE LW L, F0%, BETIEEIE. 2 @BFUL BRI
EHITAHZ L,

4) +72hBR AT M/ IME O ERE ) B & AT RE & Il T & 235613, 1[0
BhHELY Smg TOWETES, 220, RARREITIEI2SmgZ 1 H2EHET 5,

(5) i/ MRELAS 100,000/mm’ ARG IS L2 8A1E, HEOBELZZE L, /Mg ic ks
RIREWET D Z EWNEE LU,

(6) AFN O H-HIZ I/ NI 50,000/mm’ A UL AF HER-EAY 500/mm’ A2 L7-Baic
. KT DL, B, M/IMRER O HERE DMA SRR BT O BAELL EICeiE L= 5A 121,
1E Smg % 1 H2EHLEG2FHH L, BEOREL 812U e d HEEICH RO
1o &, ( NREELERVER] OESMHR)

JAK FHEHETH D% Y U F=T1%, T OEREF O BN X 2 ik F0a EER 0%
BNTREND, EBRIC, BERR CIZE M- MR 237 5228, FEME A EHSRO
REUIRERTH Y, BT IRRE L FIBRENZTNU T Th o7tz LA -> T, 2202 RERKL O
I AHFREBR CHW- ML - &L 2 OMERELEHNT 22 LT, 4% VY F=71% MF OIRFEHK
ELTCTEHEREEBZ DD, UUTOBEHNGEHEEWENMLE LB IRE LT,

(2) #5-BEARE O M/ MEEAS 10 J5/mm’ BA B BE TORMGHAROREL, 5 I HRBR )
STHRELE 22mM1H) .

i/ RERAS 5 5 LA E 10 J5/mm’ A O B OB RIS OV TIE, 2202 3Bk, 351 5Bk, 2352
FRBR THEGBRAATR TR LAY 5 5L E 10 J5/mm’ RIS 72 > 7254 T A EREi LIt - T
1 [l Smg (R/hHE) 2 1 B 2 ARG LRBRICEKSE, SMEE RRICHGHEZ Smg 1 H 2
Bl &BRE LT,

7235, MBS 5 5L E 10 J5/mm’ A5 MF Bk 2 BaR iR BRIZAME © 2 MBRE i S
NTEY, TR TIZIH 030 EMAEL 5mg 1 B 2 [[E LW+ 5 2 & TR 2R
KL OGhE NG 5T 5 (Gisslinger et al. 2012, Talpaz et al. 2012)
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(3) ~(6) AFIGHMAEOME, BET, MARBRTORENAICHELL TRE LK,

(7) BEEOBMRERESE (FLT7F =227 U7 T A 30mL/min Kiifi) Db 5HEETIE, /WK
BICESBHBHERZRER QR 2E) CEETDIZ L, (TLEERE] | [ERpH
el omEHR)

(8) BHTHORMIBEEERE T, M/ RIS E 15 mg X 20 mg & BT I D A H A%
HL, BEBITBEOREBETEEES T2V 74528, (THEERE) | [3RypH)
el omEHR)

EHEfEEBEICB T 2% Y ) F =7 OEYERE N OVZ M2 50 U723 (142 385) o
AER, BE~TEEORKEREL BT H2EEICB T X VY F =7 OIRYEHE IR RS
ELRBETH Tz, L, AFY U F =7 OIEMNAHY O MG T - gt N infE (area
under the drug plasma concentration-time curve, AUC) %, BHEREMRE O HIEE N E < A T2 T
BIL, BITERE CROBEFEICHM L, £, V¥V U F=TELRNCET 21T 5 E I
T, BERICMEENT 21T 7256, RO AUC (HMETF Lz, UEoZ Lind, SEOH
FEREREE B CIHEEBM R 20 EE (1 B 2 [B) IZL, #EZ T TV AHEETOEREIZD
W, /MREASIGE U T 15 mg X 20mg D 1 H 1 FHEEGENSBHIE L, T O®%RITLEME/ROH
A EBEIZE=F—LRND, BRICKOBEEZITOMNERH D EEZLND Z ENLRIE
L7z, [2.7.2]

(9) FFEEREFREE D & 5 BE Tix, M/ MREIZIES Bl E 28 (1 B 2[E) ([ZET 5
Z&, (NuEHERE) o BEpEik] oEER)

JFHRERE T BT IR 0% YV U F =7 OIERWENRE K OV 2 & 5N L 735 (137 &) o
fEk, V¥V UF=70 AUCnf CGRMEHMME) 1%, @EREMR AN TR E LSS TaEro
7o F7o, Cmax IIATHERERE S BE & MR CTEIT R o 72208, PEdE, A (2.8 K
W) ICHANTAERERE ERE (FHRERET 4.1~5.0 Bifl]) TEEE Lz, bR L Y, AT
HEREELZ AT HREICRBONTCE, HEREAELREE (1 B 2 ) 29FXExEBE1xohl,
[2.7.2]

(10) 387772 CYP3A4 PHLEHKI XX CYP3A4 KON CYP2C9 # [HE 4 2 3K & AT 2851212,
AHNOFEREZFYE (1 B 20) CE&ET &L HIC, BlEE2 01TV, MERBES
ORBUCHDIEET L L, ( BMAEH] OESMR)

AR O FELRRBWEFRIT CYP3A4 THY, —& CYP2C9 (k- ThMREcsns 2L, £/, ¥
WRHIEESE 2 U7 RSB 2B fE R a2 B £ 2, HHOBRICIEENLE L & 2%
ELlz, Fhary— L kOxl 2u~A & ORYHEERZBRH LR (133 #5R) o
FEOL, TRI78 CYP BAER| & OFHEE LA, A% U F=7 OfmFERRE TN 2 fFI28Emnd
5 LD, )7 CYP3A4 FLEAIE CYP3A4 JOY CYP2CY % [ 2 34| & T 2546
Wi, vV UV F=T0RGEEZNYE (1 H2E) ICTH20ERS D, [2.7.2]

| () AAOBEIE, 1B ORISR FEB IR D Rk 5 2 & REE L,

fEx DBREFEDREXT 4 v b-U AT HZEEL, 1HBFELOFRENRGRIEL LR D GEIZR Y ik
ETAZENREFE LN EZ, BREL,
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MSTATBUE N E I M ER IR O & ORI T 5 2 B £ 2 2 IEA O &#IC B
LM EOIEEORIE, UTDLEEBY THLD,

(1)  fhoHriEMEREEA & OOFRIZOWN T, AWMEROVEZ NI L T 7Zen,

(2) RHNOEGBRIRICHT- > TE, M/IBERICESE TRESBICHBEHEZRET H 2 L,
iR R BRGAH &

20 J5/mm’ 18 20mg 1 A 2 [A]
10 77/mm’ 24 £ 20 75/mm’ BAF | 1[8] 15mg 1 A 2 [A]

FE) /B S 75 /mm’ B 10 J5/mm’ AR BBk B BAAH B OFRIZR ST\ B 720,
BRIRBAR DI ONKF ZRFN L, RFNOFMWER O ZettZ + 08 Uz BT, AFlo#E D&
AEEICHRET D 2 &, M/ 5 5 /mm’ LLE 10 75 /mm’ Al o B (S 5T he &I S5
1[0l Smg % 1 H 2 [BNSHGEBETS EE BT, BEEZ DTV, AEFEERLRORBRICH0TE
BTz L,

(3) AF OG- I/ RSB LTca. TRESBICHEIIRELZZET D2 &,
¥, M/ IR MAREERTOBAELL BICEE L2 ai2id, 118 5Smg 2 1 B 2 BI85 25T
D, EL, BFOREZIVERECBEL, AFFZORBUIHEET DL L,

i/ LElH =0 of& (17 21E)

25mg | 20mg | 15mg | 10mg | 5mg
10 J5/mm’ 2L I 20mg | ZAFE/R L
12.5 J7/mm’> Al
7.5 Ji/mm’ LA | 10mg | 10mg | 10mg | Z&/A L
10 J3/mm® A
5 J5/mm’ LA I 5mg 5mg 5mg Smg P
7.5 J5/mm’ A L

5 77 /mm’ it PR
(4) ARFN OG- RIHFRERELAS 500/mm’ AR LAk 5 2 &, 2,
ERECAMAIEAT O EELL EICRE L7235E12iE, 1Rl Smg &2 1 H 2 b 52FHETE 5, 7272
L, BEOREBLZIVERIBZEL, AFEFROBIUTDEET DL L,

(5) TR DBFED ST M/ MR OGF PR B EFTRE L I C& 2580%, 1
O EEE Smg T 2 WU LOMELZ b CTHET S 2 LN TE S, 727 L, AFIOFEE
Bb, 4 ERBITHEE L RN &,

(6) NPHsnelsE LA SUTB MRS BE T, REMAERSUITEMHARBH Y O R ER7-7
LHEDOREND DD, WEEEBETLHILELEHIC, BEOREZLVEEREICHBEL, AEFLROD
U DERTHZ &,




Page 11
CTD1.8.2 heE - R () , & - A2 () RUZOHRTERA

3 R

Gisslinger H, McMullin MF, Jaekel N, et al. (2012) A phase Ib, open-label, dose-finding study of
ruxolitinib in patients (pts) with primary myelofibrosis (PMF), post-polycythemia vera-myelofibrosis
(PPV-MF), or post-essential thrombocythemia-myelofibrosis (PET-MF) and baseline platelets (PLTs) 50 to
<100 x 10°/1. ASCO Annual Meeting, J. Clin. Oncol; 30(15): suppl: abstr TPS6642. Available
from:<http://cts.businesswire.com/ct/CT?id=smartlink&url=http%3 A%2F%2Fincyte.com%2Fsites%2Fdef
ault%2Ffiles%2FEXPAND_TIP_ Gisslinger final%252031%2520May%2520t0%2520print%2520sec.pdf
&esheet=50298616&lan=en-
US&anchor=Poster+%23TPS6642&index=7&md5=32771acaa8407c¢6a2b5141af554f4bd6 > (last accessed
on 31-Jul-2013)

[Quintas-Cardama A, Vaddi K, Liu P, et al. (2010)] Preclinical characterization of the selective JAK1/2
inhibitor INCB018424: therapeutic implications for the treatment of myeloproliferative neoplasms. Blood;
115(15):3109-17.

Talpaz M, Hamburg S, Jamieson K, et al. (2012) Preliminary safety and efficacy of ruxolitinib in patients
(pts) with primary and secondary myelofibrosis (MF) with platelet counts (PC) of 50-100x10°/L. ASCO
Annual Meeting, J. Clin. Oncol; 30(15): suppl;abstr 6630. Available
from:<http://cts.businesswire.com/ct/CT?id=smartlink&url=http%3 A%2F%2Fincyte.com%2Fsites%2Fdef
ault%2Ffiles%2FASC0%25202012%2520Talpaz%2520Low%2520Platelets%2520Study%2520Poster%2
5205.30.12%2520sec.pdf&esheet=50298616&lan=en-
US&anchor=ASCO+Poster+%236630&index=1&md5=946351b3cd2df2d19¢35e91971566150 > (last
accessed on 31-Jul-2013)
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gRtoxER:, 20jj< |2 | 8i=trREht cDS (Core Data Sheet)
Version 1.2 1 2013 & 11 A 8 HiZ{Epi & h = SmPC (Summary of Product
Characteristics) OIRHIEML, BEL:. 48, BERAOEHIZDOLTIE, #
EF I HERER (351 BERE U 2352 HER) OERHNES VA LLARARTRE
TORSMEDHR C51RBROF—41y +4+78 : 20f|€|A 8. 235288
o7—4nv 478 20 €5 ] B) RuFSTERARER (2202 HE)
DEeMORE (F—shv b8 2= 5 |m) EoemELs,

(%]

1. FHORED, BRI HSHETE AERBRICE VLT, E&maBEEEoRREIC T LT
Ty ARk - FRBRARBROEMO L LT, BRORESEY & SR AESIC oW T oL
E5AZ L, £, BRELRIC RS, BE TE OFRICE MR a5+ 2 3
L, RBEZETHoRELRET AL,

2. FAIOESIZLD, M BWEZEOBEELRBIYENRE L, FTICE- ZEFAPHRE Eh
TWAHZ LD, +aRBlERTI R BMEORECEBETAZ L,

1.2 ZLEDRERR

1. BFOREEHEETCICEESROBA»S, BAFERECET 5 A REHICELT
BE L,

20 BEEREEBICBWT, B, BMER EOBEEREMMENRE SN TWAZ L, S BIZENII
BOTHEEOTETE A2 VEUIIEIC XA THBERO o NEZI Ehs, BELAL,

2 ==Y

2.1 BoOE

[#e (koBE#HFIZEFRE LN E) ]
1. FA|OA 5 LiSEUE OB & A B
2. W XUTER L T AEREEO B AT A ( TetbiF, FER, BILRE~0ks5) 0ERE)

2.2 ESOEDRTIER
1. EfEAEEER S RE T A ML EE L, AR ORS T L TREEREOBE 0L B BY
T AEE L LTRSS EE LT,
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2. I ~OHEGICET2HBAEIEONTELT, /2, 7y NERUHFEHW - Ik
WA T 2B T, BHBEXALNRD272b 00, HEO R RBLHET
boEMAER (60mgky H) CTHREAECET (T v FEKOTHFX) KO% BRSO
m (v¥x) nFEHLNE, £, 7y FERHWTEZRELR OER E TCOYMIRR AT
LRBRIZE UV TIE, 30 mgkeg/ H UL EDORECTHEIKRBRIECROBMME R ENTZ, LIei>T, &
BRI OMERZRET S Z LRI NS Z 0, REBAEZBRELT,

3 HERSH
3.1 BERSDOE

(1) BEOEMAERE (VL T7F=227 7 5% 30ml/min K Db 5 EE KR OEN T OR
W EEERSE IMTREN ERT28ZWRH5, 1 ( [HEpEIRE] OESR)

(2) MR EDH 2 BE (MHREN EH T 8200355, ) ( [3EYEE] 0ESH)

(3) MEREDOBEYE (R OBEED H 5 BE RO L o b7y EREBEIREIT RO 5 5
) WgEEESbsEs2B8Thndb 5, ) ( REERERNER] OHSBHR)

(4) BEGWRE (BUffE, Mgk, w7 AV AEYE) 2400 TV 2 EE SeEmsiERIC X v EEs
B HLIBENRH S, ] ( REERLANEER] OHSR)

(5 mlnt ([sEmE~0&E] OEHSR)

3.2 BEEREDEDRERL

(1) BHRER ERBE KT 2% Y Y F =7 OEYEHE K VL2250 L7238 (142 3Bk)
DOFER, fEFgERE (7 L7 F =221V 75 A[CLer] 80 mL/min #) (ZH~, R B EERE
P BHE (CLer 50~80 mL/min) , 45 EHREMRES B% (CLer 30~49 mL/min) , &E
MrEfE = B (CLer 30 mL/min K jii) LK OENEE (Eez2T TV KRB EERSE
[ESRD]) 1Z/AF Y UF =7 25mg & ZEMERICHER ARG Lca (BEE TIL, &G
BT EAT > et L 5% 3 WEISENT 21T - 72356 Calii) , AUCInf (BT EEfE)
D (%) XZENTI 110%, 122%, 103%, 93% (F5EIZENT) KO 82% (F5%I0%H
Br) ThHo7z, Cmax DIIZHOWT HREFHERA ITH~, B, THEE, &EOBERERSE
BET 111%, 116% K% T 79%, WNT, EGAIROEG#IZENT 21T > 72 BF T 95% LT
93% & R E 7RiEWE AR o 7o, U b @R, B E RS RS EE TRE 2
EW IR nol, LnL, XYV F=T7oREY (8 F¥) Z#WE LREE, BlieREE
I D Cmax (TR E BT/ o728, AUC IZEIEE D EFICtE- T L, BTk
FHTROEEISHIML-, 8 MEHONBHMD AUC (AFH) 1%, REMKD AUC 1% LTk
FRPERE T 61%, B, TSR OEEBREREERE TENLIL 79%, 117%M T 173%,
WNZ, BRI O G%ICENT 21T > T BE TENEI 346% K Y 297% CTh o 7=, LLED
s, EEBEREEDE KOS OBE TITEERS & L,
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(2) FFHSRERE ERF 1T T D%V U F =7 ORYBE K OL 22500 L2 3BR (137 35R)
DFER, (EEWRERE KON GEREE B (Child-Pugh /3 8EICIES S BEE, W& K& O E AT
FEREFETE) A XU ¥V Y F=7 25mg #ZERMFICHRBIROZKE LGS, XY ) F=
7D AUCine 1T, SEFEHERE ICH TR, & ROV T REIE S B8 TEhth 87%,
28% M TN 65% o 1oy, ERERE (B, THENOGEE) & AUC ORI IAHEZRBIFRITRR
HienoTz, Cmax (IAFHEREREE B & RERMRE CTEIT R o 7o, N, MR
F (2.8 WFH]) ICHATHHEREREE RS (FEBER T 4.1~5.0 KH) TER L7z, 8 D
K@D AUC (BEF) 1%, RE(ED AUC (25t L CTREFEWERE T 59%, B, % KON
B FE RS RERR E R TENEI 39%, 39% KN 44% CTho7-, LLEDZ &0, RGeS
ERTLBFETIE, AAIOMPRREN LR T 282003 E 57 EERE L L,

(3) AL Janus kinase (JAK) 1 KON JAK2 Z R /)7 DBRIGICPHE T 52 &1L, &L ;
T HERE IC B R EN A D < OV A N AA VR OBIEN O > 7 riE R LET S 2
EMD, FEEOGEIEEE CIBENEER S D LB X DND, Lo, MEEREILsE
DEENNSHDZ D, EOMERGEEICBWCERLRREIMLEEE X, RE LT,

(4) BARRBRICB O CEMEE CRYENA LD LN TRY, EERBIYELHEIN TS, K
MyE, figk, 7oV RAEYlr & ORRYEZ GOF L TV S EBE T, A0 RZEIMHERIIC X
VIREEZ BN IEDLIBENR DD ENORE LT,

(5) —MRICEEE CITEBEBRENMITL TN Z ENRZ 0O T, BEDORELZBIZE LN LEE
B G TN Lo, EERELE L,

4 EELGEXRTIER
4.1 EEGEFHIEDE

(1) AFEGICE Y, f/MRBAE, &if, FFPERBAERD Hbhd 2 ENbDDT, KEIO
B G-BbaRT R OG-0, ESmIcEma (kB E, BMmEkymEE) 2470, BEo0
WHEZ T3 CBE L, BENRO ONEAITIE, RAIOKRE, &, #5F1k% L 0Ey)
RAEZTTO Z &, (TARWER()ERZREIEM] OEZMR)

(2) AHNOREMHEERC LV, ME, E@E, UA VA IR BRI K 2 EYES H Fn ISR D35
BUTENT 52030, B BT R YA V2% U T OHBRENIE HBs HiJF 27> HBc
PUiAHE; L <1 HBs HUIRBE D BE 1BV T B BIFR 7 A LV ADFIEHEALIC L D R3S 5 b
NoHEBENNHD, AFEEIZELY, FRIVANA, BESNEHEE LT 28T S50
T, AR GAITHSL > TR A VA, fEEFEORREOREZHEZR L, A ORSBIEHINIC
BOIRNEOEREZBET D2 &, £, RHAHE PIREGYE OB U0 E
L, BEPRD GNIGEIITE20EEZTS 2L, (TARWEROEKXRAREIEM) OFE
ZH)
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() AHEEICE Y, FIREZERHHLOND Z R DD T, AROBRERIMANT, BEITKL

THARIEZ D ATHPERIZOW TR L, REDFRO NG EITITECIER L, W72
WiEZZ T 255883452, (AEERQOBERZRIEMN] 0BHER)

4.2 BEELGERMTIEDEDRTERN
(1) ARANT JAKL KLY JAK2 Z 501 OSEIRICILET 2 2 L2k 0, &Ik OSSR Ic EE

2)

€)

PR EH S ZL OV A N A VR OMWIERE DO v 7 P REEZRET L Z b, AEHRE
S L U/ MRIBDE, ARIERBDIE, A MERB/IE 2 & O Mg B ORIATH S h
%o SMESE I AHRABR (351 &R, 2352 RABR) KOV U7 EEERFER (2202 #BR) (B0
T, AFYYF=TEET Grade 3 LD M/MRIBIE, AR BRI IE B O i BRI E 25
BEIZAH LD LN TN D, 7258, REKBUIEICEYTH2ERO S B, RHEBERE NS
TeFRIE, AMEE NLARBR LT 27 HELRBBRONWTIUCBWTHEMTH Y, HiEk
BAEIZEZ Y T HDAFEFRDI L, RUFEIEENEN-T2FLIE, SEF I AERBRICE N T
AP ERBUE, 7 7 EBRIEFRERIZ I W IR AR P EREGED T o T,

LEXY, B Lk OEICEET 2 H5 L LT, /MOBE, &if, 4FF BRI E D
bHHoid I EIZERL, AROEREHIEE R OFE I, EMICims (EREEE,
FIMERSY %) 24TV, BENRD bNHGEITIE, ARIOKRE, BE, #GHIER S 0w
YR EEAT O MERDH D LB ZHRE LT,

ARFNTIE S OV R IS B e e Bl A0 5 2 < O A M A VU R OWEFEIK 1D > 7 F VR
EEMETDZ D, HMIE, BHE, A LA UIFRIC X D EYSES B i LY 28 R 8L X
BT 2 AEEMAH Y, BARRERIZ W T HIUILECHi%R 72 & o BE L FRIER RIS
RfERE R & AR BN STV, £, SMESE TARBR L O T U7 EHEEILRERER I
BWCEHEBUIA LN R oTb 0D, B BFRT AV AX ¥ V7T OEFCBEEYESE (HBs
PUEREMED D HBe $LiA4 L < 13 HBs FUARBEOBFE) T, B AR VA /L ADOFEMHE(LIC
L RBDODNDIBENRHD LD, REFEGIZESL > TR ANVA, ey
DREGOH WA R L, ARFOFGFERNCEY) 72U E O FEEEBET 5 2 &, KOARFIE
B3R GYE DR BLUUIEICHEE L, BRESRBD ONHEITITE A EZITS =
EMEELEZ, BRE LT,

AMEZE T ARRER K OV 2 7 ERS I RERBR IR W TC, vF Y U F =TT Grade 3 LA EOEE
RAPRIIB N DTz, weREB @ E, FIMER CEoE, BB, &K, T, PRRESE,
&I A, U Y LR, KESE) DA%, BORHO S bIZE(R AL, &
FEALT 2 2 &N D D, EIE LT D &R AGMRE R EOBRBIEAEZT ) A7 BE< b
Z e, wmUextinE EANERHD LB X, RELE,
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5 HE1ERAH

5.1 HEERADE

AFNLEE L CREEESE CYP3A4 TRETEN, CYP3A4 2R THEERIT/NE WA CYP2CY
ko THRE@END, £z, in vitro DEFID G, AANIEGO CYP3A4, P-FEEH (P-gp) LY
HAgEmEE A (BCRP) Z[FHET 2 AIEEMN/RIBE XL TV 5,

BREE BRICSEET S L)

ERLE BRERER - BEAZE BF - EEEF
1172 CYP3A4 FHEH AF O M APEER EETLE% B DK DS 72 CYP3A4
A hTary—nu NRHAHDT, CYPIA4L [HEE FREERIC LY, AFNORH )

Uy rFren
75 A A Lk

H D720 XAXFHOFEA~ DR
EEBTDH L, RUEETH
7172 CYP3A4 FREH| & AAI % Of
AEET2568120%, RBIOH
BEZETLL L LIS, BED
RhezEEIBE L, AEFS
ORBUFDEET D L,
( [ZEmEhie] oESR)

HESND LEZDLND,

CYP3A4 } 1N CYP2C9 % PH.54 % 34
LA — L

AFNOMAPRED LRI 2%
nhd s,

2 SORFHEEFE (CYP3A4 KT
CYP2C9) ORHEEMIZL D, &
FIORHMBEESIND EEZX D
h7o

CYP3A4 BHLEHA
o)) 7w e
A= A=k A

AAFlOMFEEN EFHIHE8F
NNRHHDT, CYPIAL [HEH
L ARK DR S5 T HHAIC

TS DK D CYP3IAL [REE
FICE Y, ABIOMRHEPRES
ndEEZLNS,

7 RAPF L i3, BE OB EEICBIE
PILFTE L L, AEFHORBICAHEE
AT T5Z &, ([3EpmERE] oE
)
CYP3A4 FHEA| AR OMHPREIMET L, KAl b OFEK|D CYP3AL 5E/E
V7 y e DOALMEDHETT 2 ATREMEN & Mick v, FHORBH RS
Tr= kA LDT, CYP3A4 FHEAEH DR nNoEEz2 LN,

A3 vAFrFI VY

W IUFFF O FEF A~ D 2B S

(St.John'sWort (> k « P a—v T2 &, ([EpEhne] om
X eU—1k) ) GHERNE ZH)
5.2 HEEROEDERTEREM

AFNTEE L TRFHC I 0 EEt S, AFIOE2HEIEEE T CYP3A4 THY, —i CYP2CY
o ThbiR@asnsd, £, AFNIMH T CYP3A4, P HEEH (Pgp) K OFLEMMEE A
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(BCRP) ZPAET LML 5, EWINHEERE L OEDEEEAE (P AR—%—) %
I U738 BAERIZBE T2 in vitro SRR L OV in vivo iR OFER A2 5 F 2, LLTFOIEANZx LT
X, SFAOBICEBRSLELE X, RELE,

e 87172 CYP3A4 FLEH

TR REHE R (S AA] 10 mg O HEIEE S L 38 )72 CYP3A4 [LERITH D7 h=aF > —/L 200 mg &
1 A2 BEOHETHHEREGLIZEZA, HAFRKEGR S g L TAFIDO Cmax 25 33%, AUCInf 23
1% L, % 3.7 BRI 5 6.0 BRRICIER L7-, T /172 CYP3A4 PHEAI L FH+ 2854
ZRWTIE, AFOMFREN ERT 28203 H 5720, CYP3A4 EMEH O 2T
H~OREEZEZE L, L2557 CYP3A4 BLEA L 0T 2548121%, AAIOREZ & &
THEEBIT, BEL ST, AEFELORBUNEET OLERH DL Z LD, RE LT,

e CYP3A4 } N CYP2CY % B3 2 3RH

AFNONREEEETHD CYP3A4 LN CYP2CY % [AIREIZ PR T2 3AI 2 WV DA ICIEARA O
REPHE S, RAOMPREN EAT5EEX6N5Z 00, FENPKLELZEX, REL
776
e CYP3A4 [H:EH]

fEHEWBRE (CAA] 10 mg OHEHR 5 & CYP3A4 [HERICTHLTY An~A 2 500mg Z 1 H
2EIOHETHAELE L& 2 A, BAERGR & g L CTARKID Cmax 28 8%, AUCinf 7% 27%H
INU7z, CYP3A4 BHEMEHOFFWEEAI L T 256121%, AAIOMHPIRED BT 58200
b5, PFHT G EICIIBELZ +0IT, AEFEROFBBUTER T OILERH DL Z LD,
BIE LT,

e CYP3A4 Al

TR HEWEBRE [ AH] 50 mg OHRIE G- L 587172 CYP3A4 iHEAICHDH U 77 B 600 mg %
1 B 1 BEOHETHMAKRELEE ZA, BHAREGR L R L TAFIO Cmax 7 52%, AUCInf 73
TI%E> U, ] CEEME) 13 3.3 BEfI2 S 1.7 BRI AEHE L=, CYP3A4 FHE/EN 2 A4 538
Fl& DU N TIE, AFIOMPRENMET L, AAIOAREIKTTT 5 mTetERH 5 DT,
CYP3A4 FHEEM DO 2N UTFHOEEAI~ORZFLEET D MENHDH b, RE LT,

6 2l 4E A1
6.1 BMERANDE

B BERHEIE B & 0P & UT2yEs S T FEERBR ISRV T, A 301 i, EIFERIX 239 i
(79.4%) \ZH BT, FREWEMRE, f/MEE (o MREGED 2 5Te) 136 6 (452%)
i 87 5l (28.9%) , T30 1] (10.0%) , 57 26 15l (8.6%) , {REEHENN 24 5] (8.0%) %5 T

o7,
(H &R £ CoERD
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B BEAHEE B 2 xR & U EBREFESE 1 HRBRICR VT, AFIFE S 120 fildh (BAA 30 41
Zate) , BIERT 111 6] (92.5%) (A Biviz, FEREWERIE, & 70 #] (58.3%) , /MK
WUE (i MRERD 2 & de) 66 B (55.0%) , ALT (GPT) #8015 61 (12.5%) , T4 13 fi
(10.8%) , AST (GOT) HiAn 13 ] (10.8%) ZThH -7,
(HEEREFE COERD
BIVER OBEEIZOWTIE, AGRAIHE - 2RI R DERRRBRICESE M L 7=, £z, Zhbo
BRARGRER CTh & DAL TOZRWENERIZ DWW CIIBE R & LT,

(1) EXLEIEA

1) BEEIE - (/N HOEE (48.0%) , Bl (41.6%) , HFHERBAE (5.2%) MdH 5 b
L2 ENBLOT, EHMICmkRE (MEREEE, AMERSESE) 2Ehd 577508
HOREEE B L, BESRD NG, BE, #5 Pk S
g Z1T9 Z &)

2) RERIE (109%) : M, BEHE, TA A TFE BRI K D EERBREE (FRiEs
(2.4%) , REBYE (2.1%) , FEE (02%) %) 0B Ff LB A BIBLUTET 5
ERBHY, HEICE S TEFS#RE STV D, ARG P L OB G THRITEE DR
BEA T4 ICBlZR L, BENRED OGN BA IR, i, ik SR nE s
192 L,

3) ETHESREAERE BEAP) @IS EMAEMER SO DNDL Z L RH LD
T, ARAFIEGH RO G4 THRITEEOWREZ 0 ICBIR L, BEilkkEE, BamsE, #k
AR (AR, DURRRE) , SEEEESOERN S o -HBEI2IE, MRI X 5H
BB Kk OB BIER A 2 M5 & & b2, AFlo®RG2HhiE L, WMURLEZITH
Ze,

4) W B OB (02%)  (WIER - B, O - MR, ERRETE, R
M), HipHim (1.0%) , A@E#Mm EEAY) , i (2.1%) , MWK (0.7%)
ENHOEDNDZENDHY, HTICESTIEFNHRE SN TWD, AREIE G I3 e
MR & FEhi S 5 72 & BB OREETICBEZ L, BENRD DG EITIIARHA
OG- EZFIEL, MURLEZITY L,

5) BIEMMER GEEARY])  WEMEMEERNODLNDLZ ENHLHDT, BEOREL
TCBEL, RENRBDONZHAICIIARFORLGE 2R IEL, BUARLEEZITH
s

6) BFHSEERERE : AST (GOT) (3.6%) , ALT (GPT) (4.8%) O _bF-%% %5 FFHERERE
NHLONDLZERHY, FHCICE S HEMINHE SN TN D, RAEIE G ITEHIC
IR R & Rl g 5 70 CBE ORELZ I BE L, BRENRDLNEEITIE,
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samE e HEANE, FEE :
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JFR M BEARAEE, B2 e SUTAREME L/ MR IILE 2> B AT L 72 B AR MEIE B 2 kP & L
ToANEGS IO ARRRER (351 AR KL OF 2352 3BR) DO ERBIUTT & MUBIERB M O I ARG T
DT 4 g ETHEM SRR E REARAEE, B ZS E X IAREME L MR L SE 2> S AT LT
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PEMNEEDN HHEL, KOYNES U AHRBR L O 2 7 [HES LR Tl S 7= IVEH O pFE i
MrCBWT, BERN 1%L FoFESZ2R#E L, LTS TERZEWER] ORERLEZ R,
() EXGEIER

1)

2)

3)

4)
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6)

BREIHNI AR OB ZAERNS PRSNZBEATH Y, BRRBRICKS N T,
Grade 3 LA R/ iE, &, A PERBAENBE S TWD 2 &b, EHIC
MmiEaE (MEREEE, BMmERSES) & EMT 570 EBgs oIy, BRENRD
DA ITIIRIE, BE XL L E Ol R 0@ RN nEE L &z, EXRAFEERICE
L7,

AR OB FHERIC LY, MW, BEE, VA2 XTERIC K 5 EEZREYES H
SRR BT T D TRetE D b 5, BRAGABRIZH VT, Grade 3 UL EDEE K
YENIE SN TEBY, ERNICBWTIELIZE > -BULGEDRES b s S Tnwbd, JR
BRGe, BIREBIRERRBRICBWNT, ARV FoTHTEREEICALNTEY, £
7z, HERELZ2WVLO0, VE Y UF=T 25 SN WBRE ISRV TR LG S
NTWd, £oT, AREFEGHROELGKETHITBEEOREL H0ICBE L, BE1RHE
D HNTZGEITIIARFOKREE, HiE, REPILQREEORNEZITI & &b, EYYE
(ZXT D) R B RSNE LB %, ERRFEIWERIZELHE L7,
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B 1ICBWTC, AL OBEMENEE T E WIS B A ME  (PML) OJEFIDS 1
BlE SN TND, e, AFOFEBFPEMNS, KHNT K D EFRITERGEDIEELY
A BRI ELAREMENR S D Z &0 D, AFEGH RO G4 THRITEFEORELZ T
SICBIZE L, PML IZf O MRS MEIR DI B e E O BRFERFRO b HE T, AAlD
bk L, @URAENRKNELES X, ERARRIERICEE L,

BRI IC W, HMMEFESEAAX Y U F =T HCEBEEICAHILTEY, Grade 3 LA
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HmAE G U CEMMICIMIRIR A % M3 5 70 EBLE A2 + 01247, BENRD O
NGB ICEIAROEG 2 i L, @Y R0EsnEE Sz, BERZ2EVERICEHE L,
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PERIR B HRE SN TND Z s, REIRGHIZEEORELZ HoIcBlgEL, REn
B HLNTHAIIIAR O GZ2 R IEL, #MURAEZITINERHD EEX, ERKR
BIERICEE LTz,

B R AR B K DA CORLEAR T I T, AST, ALT O _E5H- 7 & & 0F 9 IFhe R H3
WEINTEY, HCICESTIEF BHRE SN TND Z &0 b, RAEIEGHITERNIC



Page 13
CTD1.8.3 FALMDFE () RUZTDHRTEREM

JTHgREiR A 2 FElid 572 CREFEOREBE +0ICBIE L, REPEO LIS,
YR BEEAT O MLER DD EEZ, FRE LT,

7) EERRFRBRICI\NT Grade 3 UL EOEE DDA RNWE SN TEY, FRICHHE AGERE (2
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5452k,
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(1) ﬁiﬁ)ﬁﬁP@%’@ (ZBAT 2 LML L TWRWO T, I im SUTAEIR LTV 2 iJREME D & 2 i
TIERE LW &, F£, EIRFREAm ISR LT, YT AT O KO FEET S
e, [@WER (7> ) BT, k- RIEHEME (%T“fﬁ%t@t%bu i V2 B B D Pk
D) BDROENTEDWRENRH D, ]
Q) EILTOmAICIE, ZALETIESEDL L, [@WFER (T v ) IZBWT, AHFI R OAHA
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8.2 iR, EWR, RILBEFEADOBREODEDHTERN
() HEF~OEHIZET 2R BRE IR/ N TE LT, £/, 7y NEOTHFEHWR - I
WHRAICET 2RBRICIBNT, BEBMETAONRroT2b D0, B OHRMEFREHET
b HmHER (60 mgkg/H) TRIVAEDKT (7> MEOYHX) KOS D
m (Z3X) BEObh, £, 7y MERHWEZBRER SR £ TORBIMEAICET
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HOBRETIAHTIIRVWEEZLND,

10.2 BERSOEDOHRTIRMN

BB IC I\ TC, @RS OWEIT RV, BEEEICEY, AmEKEE, B, /MK
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FFIASATHE « PTP ALdEDHANL PTP > — b 22Ol H L CIRAT A L H4E+T5 2L, (PTP
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1 EEL—ARIHLFE (JAN)
PR — R FRE, ERR23 4 11 A 25 BfF HEEEI 1125F 4 512k, LIFDLEBY
WE I,

R 23-3-B4
JAN (HA%) vV VF=71 Uik
JAN (& #44) : Ruxolitinib Phosphate

&
H\
4N ‘ CN
N
N \ 4 / - H3POy4
_ —N
HN_
2 International Nonproprietary Names for Pharmaceutical

Substances (INN)
Kb D7 U —{KDH4, Truxolitinib| (¥, Recommended International Nonproprietary Names for
Pharmaceutical Substances (r-INN) & L C, Recommended INN List 65, WHO Drug Information Vol.

25,No.1,2011 ([cHB#EEn s,
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<HAT>
b4 - B4 [HA4]) BR)-3-2 7 By FI3[4-(TH-E 0 1 [23-d|E Y I D2 -4-A NV)-1H-EF YV —L-
1A W7 aRr= v — U VR
[25 4] (3R)-3-Cyclopentyl-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-
yl]propanenitrile monophosphate
e
H\
4N ‘ CN
N N/ N
— / * H3POq4
—N
HN_
ZhHE - AR | B RERHEE
Mk - A& | @, RANERSE 1B 26, 28 BRCRNEET 2, HEE, vV 5=7

& LT 11l 5 mg~25mg DAL L, BEDOREBIC LV EIHEET 5,

BIFSE OFRE

il e O

DDy oy

FUR : A% ) F=T7Y e
BH . Py AEBESmg 1 EEPAF YV F =TV UEEE 66mg (WX YU F=T7L LT
5mg) &FH)

wEE

SEEERER (MO BOER)

i | RORS
5w k| HE300~900 mgkg, M 100~300 mg/kg
A X >40 mg/kg

HiaMEENE BB (T TRO&S)
ghtE | e GHIH P58 (mgkg/ H)
Z v b 4 0, 15, 50, 100

+4 JH RREE

BT

>15 mg/kg/ H: MIRIRMER |(HE), B mEk-
U LoSER IERER I HE BRER |, B RE: JRiM
BRATERAIAE |

>50 mg/kg/ A (REHIN| (1), 1HEATE
L(%)

100 mg/kg/ H - (REEHENN| (), EEHE
L(E), FROER-Hb-He-RR AR mER | (),
iR AR, N RRBE-BhIRE BE U
KRR A |

MR 50 mg/kg/ A

0,5, 15, 30, 60 >5 mg/kg/ H: AREHEIN| (KE)

+6 1 fHIPREE >30 mg/kg/ H: AIMER- U > /<BR|

60 mg/kg/ A : R (M), EATE| (),
Hb|, #RMmER-Ht (), (oo,
TTERY LN U LoNER], BIE REE
e ()

MR 1 30 mgke/ A, M 60 mg/kg/ A
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wEE

i | B 5% (mgke/H)

PR

A X 0, 3, 10, 20

4 A
4 W RS

>10 mg/kg/ H: MR IR M ER- 2R .k
‘Hb-Ht|, RAFEGutarieker, &b M
R, MRR: U oER], BRI TEEY
UNE: BERE Y VBRI

20 mg/kg/ H: FEMBEE, (KEIEMNIHE),
BRI, HLE: 05 A-RIE, HE
BE U SRRk U o SBREESE, M
ie: JEAA/ IR TR T

MR 10 mg/kg/ A

0,0.5,25,5,10

SETC: 10 mg/kg/ B - MERES 1 451

Bia#%: 10 mg/kg/ H: 1 4

>5 mg/kg/ B RREFAR, PRS- IEE,
N, EK(E, FRIMER-Hb-Ht|(FE), Vo3
B BEE U o SRR I B iR U
VORER], U LR REEIENERIE-JOIE
PR, Al SE

10 mg/kg/ H: fEMMZEND, FLEAME, JRifnzk
Ho-Ht| (M), ZFhER-HERY, U o RERAF
BEER|, M/IMRY, FJE: ¥ bRz FLEEE
MEFEME R 2.5 mg/kg/ A

0,0.75,1.5,3,6

W
N
. (=
I

+ 6 W [FIIRIE

Ul 6 mg/kg/ H: #E 3 B, M1 H] 5%
D OHE 4 FHERER 197 BIZYhE%%)

>3 mg/kg/H: AFERER], & RHELY L3R
Rk U L SER], RS R R (LR
MR BERE S

6 mgkg/ H: BT, KELE, KEHRIE,
FLEANE, RRESR, U LoRERIRIMER
Hb-Ht|, MBHIED »/_Ef: U ek,
MR 1.5 mg/ky/ A

RITEH JRORME R BERRMERE, BEMES MAED DREAT U 72 B BERRHEIE SO AREYE M/ MR LE A ST L7
B HAHEE R xR & LI HI*E/@%EM“&&%% (351 3Bk, 2352 3BR)
RITERZEBIER  239/301 =79.4%
EARHEH O Bl (%)
/SR E (i NREBD % & Te) 136 51 (45.2%)
E=giil 87 Bl (28.9%)
TR 30 #1 (10.0%)
957 26 15l (8.6%)
RN 24 4511 (8.0%)




Page 4
CTD1.10 % - BIEZFDIEEBEEEHOE LD

EITEM JRFEME B BEARAHEIE, BEAEZMIED ST U 72 B BRI S 3A R i/ MEIIE 2> S 47 L 72
BRERMEE B 2Rt & L2 AT O 7 BRI R ARER (2202 545)

BIVEFHFEELE 111/120 (AARAN306l25ETr) =92.5%

EARWEH O BE (%)

=il 70 51 (58.3%)
/I E - (MRS % & ) 66 51 (55.0%)
ALT (GPT) #In 15 %1 (12.5%)
TR 13 1 (10.8%)
AST (GOT) H8/n 13 1 (10.8%)

&4t VT 4 A T —< RSt WA A
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FRpReLs! % 5@ == B4 BR 3 i HAR] 5&“5&%@‘@%_!31? ﬁ#ﬁ o A/
ES EwEEAM) | (ERsgs) | (Emsgs) | (stAmsts) &E
32 FARITREE
328 HE
32.81 —HEH
32811 |Nomenclature = = oL HHFEE Bl
3.2.8.1.2 |Structure - - 5 HAsEE | 3
3.2.8.1.3 |General Properties = = s HAHEE Eaaii]
3282 #LE
32821 |Manufacturer(s) = < b3 hHEE FEAT
3.2.8.2.2 |Description of Manufacturing Process and Process Controls - - Gi%a HRBEE FEAT
3.2.8.23 |Control of Materials = = %4 hHEREE Bl
3.2.8.2.4-1 |Controls of Critical Steps and Intermediates = = HiZay HAHEE FEAM
325242 [FONOHTINB PROSTRATE CRUDE E— _ T | ween |
32825 |Process Validation and/ or Evaluation = = s R EE ELR i
3.2.826 |Manufacturing Process Development ‘ = - s HAHREE Eaaii]
32.83 45
3.2.83.1 |Elucidation of Structure and Other Characteristics = = Gi%a tHEE FEAT
3.2.832 |lmpurities ‘ = = s HrEEE |
3284 FEOEHE
3.2.8.4.1-1 |Specification - = = gy HAHEE FEAT
25412 [FUSOLTG PROSTAATE E— _ T | e |
3.2.8.42 |Analytical Procedures = = s HAHEE Eamii]
3.2.8.4.3-1 |Validation of Analytical Procedures = = s HAHEE Eamil]
Ruxolitinib Phosphate Sieved . -
328432 || fkion repo - e - - 4k HHgEE | T
s [LN kit ol (o e | g | | | wr | wewes |va
328434 gﬁfﬁ ;*ff‘”;RPD . I = . st thges | g
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H AR % 5 == ELE %ﬁ%ﬁ%ﬁﬁﬁﬁ #E#EE Bl A/
&5 EREERM) | (ERsgs) | (Emsssh) | (it | £
INC424-AZA (Ruxolitinib Phosphate) (Phosphate) Drug substance N = 5 e =g
3.2.84.3-5 Method validation report: Related substances by HPLC - ) HAREE Al
INC424-AZ A (Ruxolitinib Phosphate) (Phosphate) Drug substance ~ B 5 i =
FERETE Method validation: Enantiomer by HPLC - S HPIHER i
INC424-AZ A (Ruxolitinib Phosphate) (Phosphate) Drug substance B _ . i w5
3.2.5.4.3-7 Method validation: Residual solvents il HPHES i
INC424-AZ A (Ruxolitinib phosphate) {phosphate) Drug substance _ ~ B 5 i =
BESAIE |hremsd valitnnewrss E2ds HAsEE | 3
INC424-AZA (Ruxolitinib) (Phosphate) Drug substance = = . i 57
328439 |\ 1 validation: Heavy metals E2ds HAsEE | FFH
INC424-AZA (Ruxolitinib) (Phosphate) Drug Substance ~ B 5 i -
3.2.5.4.3-10 Method validation:ﬂ - i HAHEE i}
INC424-AZ A (Ruxelitinib phosphate) (phosphate) Drug substance _ B _ g i w5
32843 |y validation report “ 2! HovsE | S
INC424-AZ A (Ruxolitinib Phosphate) (Phosphate) Drug substance ~ B 5 i =
BLIEIE | ot o s b TP e 2! wrsEE | R
3.2.5.4.4 |Batch Analyses = = s HRHEE Bl
3.2.8.45 |lustification of Specification = = b3 tHEE Bl
3.2.85 RELUIEERE
3.2.8.5-1 |Reference Standards or Materials - = = b3 tHEE Bl
32552 [RUXOLITINIE PHOSPHATE = : : wn | wemse | e
Testing Monograph
3.2.8.6 Fdw M Uitz 5
3286 |Container Closure System - = = s HRHEE | A
3.2.87 LEM
3.2.87.1-1 [Stability Summary and Conclusions - = = s HRHEE Al
INC424-AZ A Phosphate salt Drug substance B B 5 e 2
RESTL2 Registration stability report - Summary and conclusion _ e HAREE A
INC424-AZ A Phosphate Drug substance B B 5 e =
FEEEL3 Supportive stability report - Summary and conclusion _ i HAREE Al
3.2.87.2-1 |Post-approval Stability Protocol and Stability Commitment - = = b HHEE Bl
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RAEH % & == PRGN | ARRInBA | mam e S/

&5 FGHEEEM | (ERGMEN) | (ERsEs) | fEREE) | g
Ruxolitinib Phosphate Ny = 3 =g

328722 | i Protocal ] 4} HHgEE | FE

3.2.8.7.3-1 [Stability Data - = = s HRHEE il
INC424-AZ A Phosphate salt Drug substance - - g =5

FERTAD Registration stability report - Data tables _ i i Al
INC424-AZ A Phosphate Drug substance N = 5 s

3.2.8.7.3-3 Supportive stability report - Data tables _ i ik Al
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AT AR % Mm@ == B E AR 5&“5&%1@‘@%—% ﬁ#ﬁ EHa A/
F= EREEEM) | (EAEsS) | (ERsE) | (Rats) BE
3.2.P #UA|
3.2P.1 BUF|EUT
32P1 IDescription and Composition of the Drug Product I _ - - il HRHEE | Al
3.2.P.2 BIAIFA R OEE
32P2 |Pharmaceutical Development | _ - - % HrgsE | FE
32.p3 fE
32P31 |Manufacturers - - w4t s E il
3.2P3.2 |Batch Formula - - 2 HeHhEE | FHH
3.2P33 |Description of Manufacturing Process and Process Controls - - il HAHEE Eamil]
32P 3.4 |Controls of Critical Steps and Intermediates - = fds HAHEE Eamil]
32P35 |Process Validation and/or Evaluation - - 2 HHEE il
32P4 FINAOER
3.2P.4.1 |Contral of Excipients - Compendial - - Lz HRBEE Rl
3.2P.4.2 |Contral of Excipients - Compendial - - HiZay HAHEE FEAM
32P.43 |Control of Excipients - Compendial - - il HRHEE Al
32P.44 |Control of Excipients - Compendial - - il HRHEE Al
32P.45 |Excipients of Human or Animal Origin - = fds HHHEE SEA
32P.46 |Novel Excipients - - 2 HHEE il
32P5 BIEOEE
3.2.P.5.1-1 |Specifications - - Lz HRBEE Rl
3.2.P.5.1-2 |Testing Monograph - - HiZay HAHEE FEAM
3.2.P.5.1-3 |Testing Monograph Country Specific Part for Japan - - il HAHEE Eamil]
32P.52 |Analytical Procedures - = fds HHHEE SEA
3.2.P.5.3-1 |Validation of analytical procedires - - 2 HHEE il
3.2.P.5.3-2 |Methed validation: Identity by UV - - 2 HRBEE AT
3.2.P.5.3-3 |Method validation: Water by KF - - Lz HRBEE PR
3.2.P.5.3-4 |Method validation report: Dissolution by HPLC - - HiZay HAHEE TR
3.2.P.5.3-5 |Method validation report: Dissolution by HPLC - - il HAHEE FEAM
32P53-6 |Method validation: Enantiomer by HPLC - - fds HHHEE AT
3.2.P.5.3-7 |Method validation: Enantiomer by HPLC _ - - 2 HHEE AT
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ES EwEEAM) | (ERsgs) | (Emsgs) | (stRmss) &E
3.2.P.5.3-8 |Method validation: Assay and degradation products by HPLC - - gy HAHEE FEAM
3.2.P.5.3-9 |Method validation report: Assay and degradation products by HPLC - = 4y HAHEE FEAM
3.2.P.5.3-10 [Method validation report: Degradation products by HPLC = = s HAHEE Eamil]
32 P 5311 Method validation report: Degradation products by HPLC - B 3 o TR P ST
Methed validation report: Uniformity of dosage units by content N -
B [ oy HPLO, frofitasg ] - - i trmeE | P
Method validation report: Uniformity of dosage units by content o -
A S =S L] e HPLCH S - - W | wAmsE |
32.P.54 |Batch Analyses - - s trEEE |
3.2.P.5.5 |Characterization of Impurities - = HiZay HAHEE FEAM
32P56 |Justification of Specifications - - s HRHEE Bl
32.P6 B ITEERE
32P6 |Reference Standards or Materials = = Gi%a HHEE | FEAT
3.2P.7 Fap K URARR
3.2.P7 |Container Closure System = = Gi%a TR EE | FEAT
32.P8 ZEM
3.2.P8.1-1 |Stability Summary and Conclusion - - s HRHEE Bl
3.2.P8.1-2 |Registration stability report - Summary and conclusions - - s HAHEE Eamii]
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