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ALP alkaline phosphatase TNV RAT 7 H4—1F

AST aspartate aminotransferase TANRTGEXUET I ) N TV AT 27 —F

ATP adenosine triphosphate T )= R
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BAT best available therapy FIH FTRE 72 i 38 DR IE
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CL/F apparent oral clearance Oz 77 A

CLer — IVTF= VT TR

Crnax maximum plasma concentration ot e IS g

Ctrough trough observed concentration —

DIPSS ]S);’;zillic International Prognostic Scoring B EE T S 2T I

ECso half-maximal effective concentration 50% A Zhi =

ECOG Eastern Cooperative Oncology Group K i g B RS 7 v —

FLT3 FMS-like tyrosine kinase 3 —

GGT gamma glutamyl transferase o= I NEINV T AT 2T —E8

hERG human ether-a-go-go related gene t b ether-a-go-go PIHEE (LT

ICso half-maximal inhibitory concentration 50% PH 5

IPSS International Prognostic Scoring System PR IRHIE S AT A

ITT intent to treat —

WG MRT | O rouis Researeh and Treatment |

JAK janus kinase YXAXF—F

JH JAK homology domain JAK RERU— R A A

LOCF last observation carried forward —

Mayo PSS

Mayo Prognostic Scoring System
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STAT :ﬁ?lz}; ;f;?jgucers and activator of S e AT
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tse elimination half-life EPE Sy

Trmex time to Cmax i e ML HFE T 95 ) S ]
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1. BRE4
(1) 4
A4 vy 71 7&/L 100mg

(2) *4

Inrebic capsules

(3) BMDHAEk
B - Y 2

2. —i&4
(1) 14 (@4%)
7 = R F=T7HEBEKRfY  (JAN)

(2) *4& (&dik)
Fedratinib Hydrochloride Hydrate  (JAN)

3) RTL
-tinib : F 1 oS —ERHEH]

3. BEXAXITRMEX

*2HCI *H,0
N
H
N I /©\ N CHs
N S \ﬁCHE;

4. BFRRUHTE
431 0 CarHseNeOsS « 2HCI « H20
I 615.62
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5. L¥E (HEK) XEFHE

N-tertButyl-3- [ (5-methyl-2- {4- [2- (pyrrolidin-1-yl) ethoxy] anilino} pyrimidin-4-yl) amino ]

benzenesulfonamide dihydrochloride monohydrate

6. BRA. M4, BS. 58S
PR = — I : SAR302503, TG101348, BMS-847943
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7 = R 7 F =T RBEKI O pH OKIZK D EE (37C)

Sl &ffszﬁy 24 FEM I L7 pH
0.1N Mg 112 1.1
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pH 6.8 (50mM U > g7 b U 7 AFEEK) 0.02 6.8
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X pH MET LIRS < R oleizdh, faFRBIZIZE S R o7z,

7 = R T F =T BRSO O S AA BSR4 2 ML (SiR)

(YL L (mg/mL)
K 104
AA ) =)V >136
CAFINANIRF TR >136
2-7asX ) —)u 0.7
—H =) 13.7
T hrZeFRu77» 0.02
vrvua ARy 0.06
7T R=FUV 0.6

Q) BTt
B KR RS T TESEE 2 T TR L7 R B PEidos S o 7,
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(5) EEIEEFRBETEL
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F B =)/ KIZEBITD 25.520.5CTORENREERDT-L A, log P OFHfEIL 4.8 T
ot




. A7 ICE9 5EE

(1) ZDtDEZRIEE
JECEEIX 0 Th o7z,

2. AR DERFHTICETIREN

i BRAP AT (AT IR{FIHE K
EWRGRB | 25°C/60%RH 48 7 1 EH@ERY = F L | BN
] % (CE) SR
IR 40°C/75%RH 6 7 BV L Ro | BUER
oy FARREE © 120 4 Ix-hr BL | \
EP %E Iy N N N ﬁ]\% 4k Y
IR | g L ¥ — ¢ 200W-hrfm? DL 0% SR

— =

HEHER MR, B, &

3. AN DEZRHERE. B
RS BRIE « RN A~ RoViE, R XBREITRIEE., ik a~ N5 7 0 —
EEE Wik a~ N7 4 —



V. RHEICET SHIEE

1. Fifz
(1) FRDOREH

7 72 LAl

(2) HEIDNERR VR

©)

(4)

(®)

M54 AL ¥y H7E/N100mg
@ NP S I~ (2 R i)
e R AR X k)
NI FEDR | 100m )
K& X 05Hh 7k
BH& # 395mg
HAlo—F
FEDR 100mg
AEIDWE
B - L S
Z Nt

BN

2. HFIOMEMK
() MM CEERSD) OEERVHFENHF

(2)

(3)

1 75 4, A vy 77 E/L100mg
107
BHHRRS | 7= R F =T HERE /K 117.30mg
(7= RZF=7% LT 100mg)
NEY A BB EL e — 2 T ABAT T U AF R 74
WAL e s €5 F o, ML 2o, =Bk
EREZEDRE

EARRANA

RE

EARRANA




V. RHEICET SHIEE

3. R™MIBRBEDHBRUVEE
BARSNA

4. Hif

BARSAA

5. lBEAY HAIREIED b 5

JEHR SR ORI E I, BA T3 L 2

RANE A O RERMITRNE S TH7R0

6. RADEREZHTICETIREL

% RAFIRAE PRA7 IR PRAFZRE GRS
IR 30°C/75%RH 48 i f PTP ¥ B P
N AR 40°C/75%RH 6 7 J] PTP 4% BN
s FRRREE : 120 5 Ix+hr A b .

FIHAR UL RSN = L — © 200W - hr/m? D I el R

HEHER - MRIR, B E, &

7. RAEERVBEBREDOREM
L7

8. fthFl &L DESEL (MELFHEIL)

KPR L

9. BAHM
FABRE 0. 1mol/L ¥R 900mL
J5iE  BARIER SRR SRy RNk

10. &Ba - A%

(1) FEARELGRS: - AF. SEVEFRERS

BARWAA

- BEICHT H1E®




V. RHEICET SHIEE

(2) a%
28 7w [T H 7L (PTP) X4]

Q) FHEBE=E
BARRNA

(4) BHROME
PTP @il : RV =1 /KU 7vw F) ZLrFazF Lo QU7 VI =0 LE

1. BRRHE SN DSEME

BARSAA

12. ZDith

%Y L2



V. ARICEYT SEBICEHAT HIEH

1. EEXIEHR
BRERAEE

2. MEXIFNRICEET HFE

5. FBEXIIHHRICEET HEE

5.1 BRKHBRICHAAN ONTZEFEO Y A7 558, PIROKRE SFIZHOWT, 17, FERAE]
DIHEONEZRA L, RN OF IR OV et Z2 +0BfiE L- BT, ISR OBIREIT
7z &, [17.1.1-17.1.3 B[]

5.2 JREARMR SO A 21TV, B REARAEE L 2 s n BB IER T 5 2 L,

5.3 If/REL 5 J5/mm3 A D B XA EREL 1000/mm3 A O B 1Tk L AR OG- %
Biis L7256 O G MR O Z2MEIZBT 2 IERITR O TV D72, 117, BFRRRGE ] DI
ONEEZRM LI ET, "X 7 4w b URAZEBE LT, AFNOEGOAEEZEREICH
MTazE, [17.1.1-17.1.3 28]

(fia)

5.1 KA DGR TRE & LIBED U A7 53FCMHR O IRBE DWW T, BRREDHDO N
BrRaml, SHGRFOBRRPBEUNAITOND ZLEFHME LT, REEBEZFRE L
77

5.2 ARHN D £ 5 5E G TR BERRHERE M OABEME i/ MRS E ST ELNE S UE 5> O BT
AT LB BEMMEIE R E Ch v . MR ERE, T72b bR FIIMAE CHBEOMME L
DIFERE SIVEBERRAEIE & 2 SN BEICARDR R E S NS Z L2 BB E LT, AEENLE
ERE LT,

5.3 HFHEDIBER T, AFIOEERBR To% L Lz BE OIS ISV T, BRMEDOHEDON
KERML, HEGEBEORIREZIT> TWEEL ZEE2AME LT, AXEMELZREL
77

=

=

3. HERUHE
(1) BERUHEDMRHR
W, RAICIZ7 = RZF=7L L C1H400mg # 1 A 1 [BEAOFRET S, 2B, BEORE
XV EERRET S,

(2) AZERUVAZEDHRERE - IR

WAL EIARRER [EFC12153 5 (JAKARTA #R5R) 1 ICBIF 2 AKO AL - HEIX, Fitomk

AHERICE-SE . 400mg XiE 500mg 2 1 H 1 EEAO#KEGT 52 L & ani,

- Y R XEE Y A7 OFBRERHEE BRI )t g & LA 1 AERER (TED12037 35R)
DOFER. 240mg 1 H 1 [BILL EO & T IWG-MRT H)@E A 5D  BRRPISGEN TR D H i
7= Z Lz, PK/PD @it ofE A5, 400mg1 H 1 [HUL EDOHAETL v @mWAZhMER
"/oNnNd Z ERRBI N,

HAVE 1 ARBR (TED12037 #BR) 2B\ T, N—R T A B M IR AF D BH TAHA
BHBICEIMAZ K> Tl 23 M & 7> 72 BFEOHIE) 520mg 1 H 1 [FI XV & & CHIN



BERICEHI SIERICEEY HIEH

T AR HAL, KM &L 680mg 1 H 1 [[] & HWF S 7z,
JRfEZF T 2HM Y A7 XxE Y A7 OFHERHEEBRE 2 x5 & Uz a 2 0 AR
(ARD11936 i) OfEF., 25 3 L6 A 7 & TR DO RIRAFEDOX—R T A Vb
DEALFRIZOVWT, 300mg Ff & bl L T 400mg #f & O 500mg B CTREVMER CTh - 72,

FRLORRE TEM S NN R TR [EFC12153 #8 (JAKARTA #5%) 1 OfEH, 400mg
FEKL O 500mg FEOWT DO HEREICIB W T O AR OF MR RSz, —J7, 400mg #f & ik
L T 500mg #£ C Grade 3 UL LOFEFLHEORBAEENEVMHAN ThH o722 LITMA T, Fid
DEBEE L, BN 1/ITHRER (FEDR-MF-003 i#BR) O T/ S— F Tld, A% 400mg %
1A 1EITRAREGT D2 L EENT,
WEAVETTFRER [EFC12153 Bk (JAKARTA RBR) ] oFEfICEB Sz, MiEA A
THHEY A7 @Y A7 OAF Y U F =TI X DIREIED B 55 BESRHEIE B % x5
& L7-iEsh s TAERER [ARD12181 ikBR (JAKARTA2 ikBR) 1 OfEFE. &Kl 400mg 1 H
1 Bl G- DORFIRIA ZMED R S Tz,
?ﬁ%%ﬂﬁ%ﬁ%ﬁ [ARD12181 ‘ﬁﬁ (JAKARTAZ2 #8r) ] TiX., 400mg TH GBI L7=D
5. WEAR+T4Th - 7254512 100mg 372 600mg F CTHIERIGE TH > 7=7= 8, 97 fil+h 33
5l (500mg # 17 5], 600mg ﬁ? 1661 NHEL, 9B, 10BITR—2F 4 05 35%LL
L OEAFE O/ (SVR35) AR L=, —J7. 7/10 #l (500mg #f 2/4 #i, 600mg #f 5/6
Bl) X, AEEFZORBUIL Y RAIOBWEICE ST,

RO ERMZESE | EANE [/ IR (FEDR-MF-003 #R) Z34 L7-fER, BARA
BAE KT 24K 400mg 1 H 1 [ 5 OEGIKIIH ATER R S,
UbXy, REOMEROHESZ B, RAICIE7 2 RZF=7L 1L T1[H400mg # 1 H 1
FIRRO#EGT 5, 2k, BEORBICEIVEERET S, | &L,



V.

4. RBERUVASICEHEY HIE

ARICET SEBICET HIEHE

7.

RERUVAEICEEYT 58

7.1 MOFUEMEELA L ORI OWT, AR VL ENEITHEL L TH7RW,
7.2 AFEIZ L BWERAARI LI2GEIZIE, DUTOEEEZZ ISR, a3 P k92

Z &, 72, 200mg TREMENELNRWEAIEL., AR OEEZd 452 L,

AT D P B P
B4 ARG
AEL~L1 400mg
HAEL~L 2 300mg
HAEL~L 3 200mg
IRIE « ki - Pk e
RIER™Y QL&

Hif % £ 9 Graded O i/ Mk
B, Graded o i/ MRERAD

Grade2 UL F X3 _—2 T A Z[EIET 5 £ THERES 5, b
B, KERTOREGENS 1 AEL VLTI TRERRT
%

Graded O 4FHFERE I

Grade2 DL F X II_R—R T A ZEET D £ THRES S, [
B, IKRERTOEGEND 1 AELV VLV I CRE5HHT
50

Grade3 PL_ 7R BR G i % HE
T 5HEMm

Grade2 DL F X II_R—R T A NZEET 5 £ THREST 5, [
B, IKRERTOREGEND 1 AEL VLV CRE5HHT
50

Grade3 UL EOEL, @M, T
FIT, SHEBIEEZIT>TH 48 Ff
MILANIZEIE L e WiGEE

Gradel DL F XIIR—R T A ZEET D £ THREST S, [
B, IKRERTOEGEND 1 AELV-VLV I CRE5HHT
50

Grade3 UL E® ALT, AST., v
U LE

» Gradel YA FXUIR—R T A NZEIET 5 F TRIKT 5,
EfE% ., RERTOREEND 1 HEL~LV T TR 5 HH
T 5,

» Grade3 UL EXFFE LIz Aid, &G 2H1E5 5,

JE % 5 9 hiE RO ET S

- Gradel LLF I N—2 7 A CEIE T 2 £ TIRES 5
Y, [mfE, RERTOBRGRENS 1T AR LRI
HHT 5.

C U=y FRPEOH AT, BEETIET S,

Grade3 U Lo FELIA D IEM
%% DFIEF

Gradel LA FXUIN—R T A ZEHE T 5 £ TIRIET 25, [
B, KEFTOBRGE1D 1 AEL LV TP CHEFRT
5,

7£ 1) Grade 1% NCI-CTCAE (Common Terminology Criteria for Adverse Events) ver.5.0 (Z#%E

L5,

£2) 4 2 B lAIZ#IRNSUIFHANES L, B OREBLEEICBE T2 L,

73 KABGIZE DV 2=y FIELZ T T 57, wEfE (1 H 100mg L EZHZ) OB
ZIvBinFEMATAZ &, (1.2, 8.1, 11.1.1 BHE]

HEOBREREE (71 T7F=r27 U7 5% (CLer) 15mL/min YL | 30mL/min i)
AT DHBEICEET 51 AFIO 1 HEE 200mg ([ZEET D Z &, [9.2.1,16.6.1
Z ]

sV CYP3A FHEH & OFH T 256103, Al 1 B &% 200mg IZHETHZ &, £
7o, 5V CYP3A FHEAI & OOFH# 5-8 TH#IZIX, AFIZ 300mg (i@ L, —EHH&E 5
% 400mg ([ ETH 2 &, [10.2, 16.7.1 &)

7.4

7.5




V.

S
7=

EICEET SIERICEAY SIEH

(FEai)

1.1

1.2

1.3

1.4

1.5

HE/VETTFRRBR [EFC12153 i8R (JAKARTA kB 1 . 44 1 FEEBR [ARD12181 A5
(JAKARTA2 38%) ] . ROEWNE 1/TMRE (FEDR-MF-003 #5) Tid, &K Lo
PUEMEIEEA & OOFRITEEE L TR Y | hoPuEEEEAl & A8 % 0 L7256 O F 0% &

UL VTR L T2 izh . RS 2 35%0E LTz,

AFNE 2019 K E CTRIEMGE AR Z BUF L, 2025 4F 2 ABUETHIN, *E, 727, b

KB OFFAKZETe 40 » [EHLL ETHGR S, A< B HEERT ICEEINTWD, BCkEE

T4 [E Tk JAKARTA i &% 8 JAKARTA2 3-8k CH - BetE R BLRE o F BT L1 ot

D R SCEICRENE AR BURE ORIE - RO B REZFRE Lic, &ETZ ORIEARBLREO H

R EIEEIC > TAHIZHE L, BIELRIEHNEBRTHL ZEMnD, A TOE

BT HAE & FEIC JAKARTA 78 &% OV JAKARTA2 588k C v 72 B g RS0

AR & 3% E L7z,

AREBHIZ LY, U=y FIEEZ S ERERMENREE L, FECICE - TERAI#RE S

NTWD, Vb= 7 RENRSDIL L BRRHE I E> T, FDA 225 20134 11 HizZ U =

TIVIR—)V FEE 2%\, T OR R CTEMET OBHERBRIZ T XTIk oz, 7V =hL

RV RIEER#ICFEM L7 RRRERCIx, BRI, EMesr 7 IViREOE=41

7. EE I BiiFlIoMTE (10 100mg DX I Biko#hE) | v =y FiER S

TeIE DM K OJESR DT =2 ) > 7 WRNZTF T 2 U RZIETHH O OELE = (K

O TEHE R OVEH) ORI 72 &8/ & EICK 35 U A V8K 217> 7=, FEDR-MF-

003 RER TIIAA I GEF O Z I BiBAIOM T A LA E LI Z Lnb | AAIREFIC1 A

100mg LA EZHZE T84 I BifRARENEUNICITOND 2 &2 HIE L TARER

FL A R E LTz,

WREE, RARRE. EEEHEEEREE L ORIIB AR 2 AT A BRE Bkl g & LIRSS 1 R
(POP13449 #lR) T, A4l 300mg #HEE G L&, EE [V LT F=0 70T 704
(CLer) 15~29mL/min] & O (CLer 30~59mL/min) O FEREREE % A7 2 #iRE O

AUCINF 1L, BHEREN EH 7285 (Cle=90 mL/min) &L T, ZNFN 1.5 5L TN1.9

EChote, Fiz, BREMHMEIE. BEMEZMIE &K OARREM /M UTLE B 452 BT — Z 125

S RHEMEEYTRERNT T, CLle (3 CL/F (2T 2MEHANICHEBERILERTH Y | BikiE

W 2 T DR K VR SR OB BEARAEE RS T, BREE S ER BB L LT, T =
RNZF =7 OWEFGZEENEIEI 10% % Y 3T% 0> 7o, LA EOERARGER & ORHE RIS B RE

FRNT OFE RN, BEOBERERELZG T 5BEICAMEZEEST L2560 1 BHHES

200mg (T ET HZ & & LT,

7 = R F =1L in vitro TEEDF ~ 7 o —2h P450 (CYP) (12X 0 {SH S, oz

13312 CYP3A4 235 LTz, d8V CYP3A4 BLEAITH L7 bty — L & O3H A

TEH#ER (INT12893 i) TAAI 300mg # HmEH L/1-L &, 7= NI F =7 DRERIX

ST LTz, AEFPHISEEE RS S 2 L— 3 9 ORGSR, AH| 400mg HEFIRFZ . 3RV

CYP3A4THES] (7 haF >y — L U RFEL A hFaFy—L 75 2aawA %)

(EREPERE C7 = RTF =7 D AUC %49 3 {5 £ T (KRAHEIERH%) XITH 2 4E T (R

1 H1EEGEZOEFRIE) ST 2 EnTllah,

L7zl ->TC, 7= RTF =7 OMmEHRRE A S8 550 CYPSA BLEARNIX. AFIORIE

15—



V. ARICEYT SEBICEHAT HIEH

HAnsssnsBsTnnd b 2 &b CYP3A BLEMEH O R WEAI~ORBEEEET D LE
Wb, RTaGT iRV CYP3A BRERZ 3 53546, DFHEREOARAD 1 B &% 200mg
WET 52 L L, £/, iUy CYP3A FHEAI L Off e 54 T &I BAEH 23
for L7256 AR O M RE N E < 72 5 AlREMN H D &5 2 b iz, BEMEMREOBLEI D,
58Uy CYP3A PHEAI & OPFH &G4 TR ICAK % 300mg (ZH&E L, —EMME L% 400mg
WZHETH I E LT,



V.
5. ERPRRELIE

() BERT—F1\wr—o
RBEFECHWIZRRT =2 Ry r =VIUTO LBY Th 2,

ARICET SEBICET HIEHE

;?f RERE | MBI | RBIEo 9 P15 [;
o
% 141 | BDR12462 |fERERK A Wiz, HEEMHR. E LA AT, |72 FTF=7 500mg| O
(E4t) 16 #1 Bzt 28, 7 e 2|8 F 4 (AT H 7E'N) &
F—— R O &5
% 14 | BEX12257 |fERERRA HHEEk., FEEMR R#7e 77 A NVE | UCHEFHLEZ7=F7F| O
(¥EA) 6 Bl [0 WAL A3 =7 200mg 1% % H[A|
Bo#s
%14 | TDU12620 |FERERRA HiEsk, “EER, |AAM. EpEhHE, | A4 10, 30, 80, 150,| O
(A 56 i WIEAL, 77 R |HENF 300, 500, K U*680mg
KFER. & % HARE O 5
% 1 | TED12037 |F B8 8 ME A B | sk 3LEL B | Zatt, FAEME. 3| AH 30~800mg % 1 H | ©
(#EHh) = FMmAEA L, FHEW | Ehne 1 (AR O G
59 1 H
% 14 | POP13449 |fEEERR A, B | sk ItR, JEE M | BHEERE AL To | A4l 300mg #HEKAO | O
(#EHh) (e FEMEAE 2 1L K Eh e e 5.
36 171
% 14 | POP13450 |fEEERR A, JFHE | ZHEa% LR, IEE M | IFHSEERE EAE To | A4l 300mg # H[EKAO | O
(#EHh) (e FEMEAE 2 1L K Eh e e 5.
17 31
% 148 | FEDR-CP- |fERERCA. 1FHE | Zhaak IR, IEE M | R EBRE To | A4l 200 X% 300mg % | O
001 HERE R FEMEAE 2L By L) BA[ER% O 5
(gs) 38 #i
1A | INT12497 |[ETE B E D | ZHxIER.FER. | IF Y T L AT |FE1H O
249 # 2 W, reAF—N|TY =L A LT 8u|AH 500mg &~ 1 H 1
16 — n—/L & OEYHE | KRAKRE
(a2 %2
A% (500mg. 1 H 17
15 A ) KAE & 5, 15
HHEIZ XY 7 A 2mg,
AT Z YV —)L 20mg.
¥ORXANT B — )V
100mg % 7 7 F L HEH|
E LTS
B I | INT12894 |fEFERKA HiEsk., FEMR. 2| AAOEYEREIZE |[H 11 O
(Hg5h) 26 f1 #], 7 v 24 —,3— |J 5 pantoprazole®! | AH| 500mg % Hi[alf% O
D5 %5
H2H
Pantoprazole 40mg K&
UAFH| 500mg % #& 0 ff
&S
% 14 | FED12258 |fEHEA Hiagk., EFEM. & aFops A#| 100 T 500mg % | O
(HEFh) 17 EZ L. 2 8], 7 1 = e R OB 1% (BN
F—r3— ) I ZE N R O
5
%14 | ALI13451 |fERERKA Hiagk, EEMR. & RFops AAKl 500mg & ZEMRE K | O
(HEFh) 19 E& L. 3 #l, 7 v A O &% (@& & K
F—N— RN oo (e A ]|
Bo#sE
%14 | INT12893 |HERERKA M., 5k, |y rary—areolyr F a F v — 1| O
(E4t) 14 #i Ve, 2 # S AEAER (200mg, 1 A 2 [[] 14
HM) KER DB E*2




V. BEICET HIERICEY HIEH
&
éf’f WRES | MG | RBRFA H Bt [Z*
5
f.6 H BICAHl 300mg
Z Bi[E R O OF % 5
% 141 | FEDR-CP- |fERERA Hiffigk, EEMH. FE|V 77>y, | V770 Xidx| O
002 32 i mAEZA, 2 # Zr7ELUYEDOHE | T EL Y (600mg.
(VEs) W HAER 1H 1[H10 HIE) K#E
BehEE, 9 HBIZAHA
500mg % Hi[A]#% O ff
P 5.
% 141 | FEDR-CP- |fERERA HEsk, EEMR. (VIR 7 AN KRA 600mg #HEREO | O
003 24 13 mAEZ b, 2 # ABF . ARV EER, UIx s
(VEs) UL ORMMEAE]0.26mg, T ANAX T
H > 10mg, KU A FARL
I 1,000mg & 7 T
JUEEH] & LT H R BE
P 5.
% 141 | FEDR-CP- | A Wi, S/, E|lvraFry—nto|l7 v a2 F v — | O
004 29 13 MR 21t SRR B AE A 200mg, 1 A 1[5 14 A
(HEAh) MREHRSESL (1 HAIZ
400mg £ 5) (9 HEIZ
AFH| 100mg % H A% O
OF A& 5
% 1HH | TES13519 |iff 17 [ ¥ 8 A | Sk L F. HEM | QT A#| 500mg % 1 A 16| ©
(HEFL) £ AR 2L Bo#&s
60 il
% 1/0 | TED12015 |B B # HEIE /B | 2k LR, JEEM | Dtk % TED12037 B OKK| O
o (HEFh) # ke 1 - BhHELRTARBOAR
43 Fla1H 1ERAKRE
FIHH | ARD12181 |‘B fifi #f #E i /B | ZHask 3L IEEMR | Aok, etk AH| 400mg # 1 H 18| ©
(JAKART |#& FEX} R Bo#s5 (100mg o
A2) PP 4 : 83 # KT 600mg £ Ty
(JgE4t) ITT 4£[H:97 i )
% la | ARD12042 |E M £ M fiE B | Sk IR EFER | Ao, etk A#l 100, 200, 400, | O
FH (#EHh) BT AR RN | BIEAL 600mg # 1 H 1 @A
i /s B SE 2 =
#
81 1l
FIHH | ARD11936 |‘B fifi 1 #E 5 B | ZHasx 3L JEE R | Aok, etk AF#| 300mg. 400mg X | ©
(EA) # Ve b, HERE 1% 500mg % 1 H 1 [A#&%
300mg : 10 A& 5
400mg : 10
500mg : 11
WA | EFC12153 |'B B #f MEIE B | 2 hEk kR, —HE |[A9, 24tk AHAl 400mg, 500mg, X | ©
(JAKART |#& B, EAERL, 7T 277 %4R% 1 H 1A
A) 400mg : 96 B | L ARKIE, 7 v A A4 O s
(HE4h) 500mg : 97 ] | —/3—
75 &K :96 fi
#1b | FEDR-MF- | /B 86 & #E iE BB | 2 askdemE, S Aok, 24atk AFH 400mg # 1 H 1[H| O
el 002 # IAE 21k BrOo#ks
(#zHh) AFHI 134 1)
BAT : 67 #4
#Ma | ARD128SS |'H B & #E iE FB | sk L@, SR | AoME, Z4att A#| 300mg. 400mg. X | O
el (EW) = IAE 21k 1% 500mg % 1 H 1 [[#%
300mg : 3 A b
400mg : 2
500mg : 3 f




V. ARICEYT SEBICEHAT HIEH

b
;ff KBS | d% pI R A o i B [Z*
ﬁj\
% 1/1 | FEDR-MF- | ‘B BE % M E (B | 2 ek 3tH. M., | Aok, e, 2B =1 ©
FH 003 # R (T vV | B, EydEhe AF| 300mg X%
(W) % 1M=Lk | 7R BR) 400mg # 1 H 1 [A#&A
300mg : 3 fi &5
400mg : 3 fi FEMFE S— |
B0 N— b AF| 400mg & 1 H 1 [H]
25 Hil g

© FEEE. O BEEE

1 EANRAR

X2 BOANTENRARE

W) AFOARINEZRABELOCRAEZ, @E, RARCE 7= F7F=7L L T1E400mg = 1 H 1[E&EAOKEES
T5, B, BEOREBICLVEERET S, | THD,

(2) BRRZFIEEAER
1) BARMHER (TDU12620 Bk : EEAA. ABEAT—%) ©

BT YA ) Bk, —EEHR, BIEAMM, 77 AR, A&, 5 1 AHRER

CHAY) FH R R O 8 5% O ARFN O ZEMER VL2 2T 5,

(kt4) S E ERE R 56 5]

GBI E) AHKl 10, 30, 80, 150, 300, 500, KX 680mg % ZEfGIFIZ Hi[al#k O G- L7z,

(FRBRASE 5L
AR CITEERAEFRIIRE S o T,
AFIFERMA (10mg~680mg) @ 20/42 B, 77 EAREED 3/14 il (21.4%) \ZHEERN
O b,
RbLEMESN-HFEFRIEREETH D, 80mg Bt (6 ) & 150mg & (6 i)
T4 161, 300mg #f (6 f31) T 3], 500mg #f (6 f3) T 4 ], 680mg#f (63]) TH5
Bl Td o7, MEMIE 500mg #ED 1 4 & T 680mg FED 4 FlIZEEH H vz,
INA B A BRIRRAEE, ITOEMNT A =T PCSA I E A LR LT,
WIS BEIRAYICEHEE TlI W &l S,
450ms & #8 2 HHIE QT MR X _X—Z2 T A 75 60ms ZiRx H1E QT MRk
Rl oniehrot,

2) BRMRE (FEDR-MF-003 5% : BRMRMIESRE. BAAT—4) 7
BT YA ) Zhsg LR, HFEEMR. R (TV v o737 R | 8 T/ THERER
CHHY) KA D222V R VB2 TN U, f K& SOL5 TARRBROHEE & (RP2D) 4k
ET Do

(x50 EBERAHERE B AN B 6 61 (55 1 4H/5— b : 400mg 3 #, 500mg 3 1)

FBRFE) AHI 300mg X% 400mg % 1A 7L 28 HEE LT 1 H 1 EREO#&S Lz,

(FRBRAE 5L
% LA/ S— N CHEBEICEY 2 & (300mg/H X% 400mg/H) DM OEF
PEZRRET L7oRE SR, 400mg/ H O B SHERR S 4L, 5 T FH/35— ~ @ RP2D (3 400mg/ H



V.

3)

4)

ARICET SEBICET HIEHE

LI,

RIERIZ. A 300mg #E (3 f) (ZFWCllmm:, JNFEE, $5E, A4 141, 400mg
B (B3 H)) ICBWTHAIM, WM, M5, BEREREE . BIZARBERRE, 234 2 61, FHI,
R /MRS RERECD RS S8E, RIS RIEMRE, OR2R% 14
400mg/ H O FIMED WD S ITFRO b ivT,

FEEZAERIZ, A4 400mg # (3 #1) 1BV TOLAE 1HIIED i,

EHPHER (TDU12620 48 - ERA. HEAT—%) ©
BTV A ) Bifisk, —EEMHR, EBEAM, 77 AR Y, 5 1 HERR
CHI)) S BRI 0 5% 0 > 7 T URZENER SR 1 (STAT3) U »E{LBRE DI T#
AT 5,
(t4) S E ERE R 56 5]
(FBJ7iE) A%KI10, 30, 80, 150, 300, 500, K& UN680mg & H[mIfEEE L, BhAl. &
5% 3 W L O 24 BERICERIM L 7= 42if (4 MERICIS I D STATS 0V Vg%, ERLF%H
FIEIZ L HEE LTz,
(FRIBRAE 5
Az 300,500, Xix 680mg DHETHL[EIRE Lz & & F5% 3 K#IZH 1T 5 STAT3
DU UGN LR 24.19%., 49.95%. MO BT.80%HE S 7z, U Rk STAT3 fi
I35 24 BERIC R — 2 T A4 RIS E Tl Lz,
A% 10, 30, 80, X 150mg O ETHI[ERE L7 & &, &5% 3 FefH X 24 FFf#
DV Rt STAT3 O FHMEIXIK T L72hho 7=,
AFH) 150mg TliIf 5% 3 BEIC Y (b STAT O X—A T A AED 17.23% DOFLENR
DOHNTZH DD, FH% 24 FEH £ TIIA_N—RA T A AMEIZIEIE LTz,

QT/QTc FfistEk (TES13519 RER : ETEMESRE. HNEAT—%) °

BTV A ) ZhakdeF, BHEM, FEERL, 77 2R 5 1 HERR

(HH)) AR ORERED QT MRICKETREL T 7 v ROHERE L i L TR 2,

(ki) S EETT I HE B 60 151

(BR 515 AAI500mg 2 1 B 1 [ERRO#&S (14 HIE)

(FRIBRAE 5
AANC X DEEIRAIICEWR D & 5 QT BIRERIZR D bl hoTz,
AH) 500mg CEFIREE THRE L L iz~ T U V7S TT T ERTHIELE
QTec [H k7 D FEIIE D 70 Fe RAEIT B 5% 4 RFENIZER O H AL, 4.32msec (90% (5 FHIX[H]
1.16,7.49) TH Y . Ml 90%EHHIXF D EBRIE 10msec Aiifi T - 72,
MR 7 = R F=2TREL T TR THIE L7 QTcF OX—RA T A4 Vinb OE{bE &
DOBIRITEL . EFIRIEIZIIT D Cmax DEMEHET TR L7277 R THIE L 72X —
A4 b D QTeF OEALED 90% (5 X D ERIX 3.14msec TH - 7=,



V.

Q) RAERBERHAR

1)

ARICET SEBICET HIEHE

FAEREHER (TED12037 5k - BRERMAERSE. BNT—%)

H AR O KM EAERE L, 0%, AN, EyEhie, K%, KO
TR 72 BRI R M2 B3 5,
REBRT A v | Skt EEM. FEEIEA. HEEE. 5 1R
PO B AR MEE B 59
EEVASE e i
JFORNE A BEARMEE . BEMEZIMIE D S BAT LI B BERRMEIE . XTI ARREM:
M/ BRIIE D HBAT U 7o B B AEIE AR (SGT WHO 4358 2008 PR
IZH5<)
B U A7 5 BERRAERE SUTE e VE A 2 £F 5 25 L < IXBEAF ORI 6
L7 U 2 7 FfifHEE BH  (Mayo PSS (I22£-5<)
- 18l %
B 1 FHE W . A% 30~800mg & 1 ¥ 7L 28 A& LC 1 H 1[EEEN
Bh Ll GrK6VH A7)
FH B OEFIE. 30, 60, 120, 240, 360, 520, 680, X% T* 800 mg/H
FCoOmREHEE LT,
800mg/ H %A 2. % Fl B OB AV /e 5 41% 200mg/ B LA F CTHIRE L 7=,
WTNNDOHET Grade 2 A EOBERRED SN HA, IRak— k~D
W EEZ 50% Ll El@EcE 52 & LT,
KMV, WlEY A 7 v CHERIRENM:Z 5880 L 72 BF D 6 i+ 2 filR
WMCholkmHELEEREINT,
FHERERRI - e K 30 Bl oD ik — BT K& &2 &5 L=,
FEAE H LAV R OEREM, HERIREME, kK&, IWG-MRT &K LD
Ik
i M EEHE owEIY A 7 0T 2 o HERREMES 800mg/H H &=

A= hTHESNTZ, TDO, 680mg/H & K& EHREL, HE
MERIADILR AR — TRl L7, AR TIX, &5 7 Bl oIEH A
7 NV CHERIREEAREL L. (&Y S—8liE 3 f1, U S—88mn
24, 1y 7 —8HN 1 Fl, BKmAERIE 1 F)

KR ELL ED 3k — FTHEE 18 i (48.6%) 75 IWG-MRT *f] & FE 7
VS < il AT RE 72 LR D g 12 F6-5u T CI (clinical improvement)
ZRER L. 240mg/H L EDOHE AR —FD 1 HILLER 3 %1 7 L LI
\Z R A GE & 2R L 72,




V.

2)

ARICET SEBICET HIEHE

FAEXRERE (ARD11936 5 : BHRMESRE. BT —42) 7
HHY AA] 300, 400, XUN500 mg & 1 H 1 EREOFEE Lz & &L
fid %,
RBRT VA | Sk dtE, EEAE, FER. JIERE. P LHEHER
PO B BERRAEE B 31 41 (300mg : 10 5], 400mg : 10 5], 500mg : 11 f1])
EEVASE e i,
JFORNME A BEARMEE . BEMEZIMIE D HBAT LI B BERRMEIE . XTI ARREM:
M/ BRIIIE D AT U 7o B B AEIE AR (SGT WHO 4358 2008 PR
IZH5<)
-2 U 27 30EE U A 7 OFBERRHEE BE IWG-MRT & EHEIC
H*,-5<)
18 L | %%
AR5 AH| 300, 400, KT 500mg & 1%+ 27 /L 28 HRj&E LT1 H 1 FE#FAO#E
517z,
FEAmE H R k3 2 N EI S, 5 6 YA 7 VIR T ISR O MIEARE O/ 5
it 95 8 A 7 VT REE T OMERARE OB 21T, AHAl 300mg # T

—30.1% (8/10 f5]) . 400mg #¥T—33.1% (10/10 #l) . 500mg #¥ T
—43.3% (11/11 %) TH-T-,

BRI *E3 2 B G (55 8 WA 27 A& T RED IR FE O/ NS 35%
PLEEERR) Zon LTcgBRE OFIAIL, 300mg B (30.0%. 3/10 1)
£ 0 b 400mg & (50.0%. 5/10 fi) O 500mg #f (72.7%. 8/11 Hi)
TEo T,

AFNOARSNEZAELOCRAEIZ, HEF., SAKIEZ 72 F7F=7L L T1HE400mg # 1 B 1 mEAKST 5, 722
B, BEOREBICLY#EERET S, | THD,




BERICEHI SIERICEEY HIEH

(4) REERIEAER
1) BEIRELER

® JAK FHEAIIC

& BBRREOHVEHRMESRE £HR L L S BERB(AILLER

B (B MR (EFC12153548. JAKARTA ER) 1 ¥

H

JAK [HEFEANS K 2 IRRIE O 7\ B BERHEIE 2 38 1) 2 AFI O A D Je OV 4
PEDRRES

RERT A

M S hiac L, AR L, “EHEM. 77 BRI H IR

ISES

JAK BHEHINC X 2 180 RE D 72\ VB BE SR HEE B8 192 5%

T AP ULYE

o FURMEE BERRAEAE . M OV 2 iE S IARREME i/ MR IUE 2> H BT L 72
B REARAEE B2 (18 3% BA |)
Fi-2 VA7 3@ ) A7 * D BE
& T2 5em LL_E it rRE 72 AR 23580 v 5 B
NR— 2 F A OM/IREAD 5 97 /mm3 LA _E s> R ER%EE 1,000/mm3 LA _E
D HERE
ECOG PS 7% 2 LL F DB

BN i
TR (1 23 > B EBE
L2, SRR, 77 v U R s ambiAl, & e R
7L R=Y  10mg/ HBEMY O aLFaxToA K, gkERS, ik
VR VAN K DIRIR 2R B AART14 B DINIZ , VAR F o
52 B G-I 28 HLINIZZ T TV A BE (E Fe¥xv o L7y o
BRI 5B MART H £ THA)
ARBR IR B-BHAART 28 HLANICKF A= 1F TW\»Wd, XL 6 » ALIAIC
N IEE 252 1T TV D R
JAK [REANC L DIRERNH 5 %%
HRORRFE S 18 ) 72 CYP3A4BH FEAI X R (BEHFEEET) X bR
WaZIF TV DHBRE
150mg EOT7 A ) A FE L T b EE
PUEME % B &3 DIEENWE SRR GYE D & 5 B
AR B BAAET 3 » AN, 22 ha— L RED ) o M R4
‘T LHEE

%1 500mg EH (97 ) ZBr<

#2 A LREHEES (WHO) 4338 2008 4EAR & O IWG-MRT H)E K HEIZ FE-5 <
%3 EEETHHES AT L (IPSS) 9%

¥4 = o — I — 7 Ll e DS EE 43 A I EE XXV

AR 71k

K5 & ARH 400mg/H 1 B 1 [E#EGR, A4 500mg/H 1 B 1 EFGH, X
X7 T EARBERAC 1:1: 1 OTEELIZHO L, ZEHEHERIEIZT
19 A 27028 HREIE LT 6V A 27/L (24 #) LI EROKY Lz, BrE
Iz THERE R E (Grade 3 LA Ed ALT. AST X U e o EH) M

PO BTG AR BESUIRG P2 mTRE & U, EEEEHIIE B o RHfhRE

Tk, T EARFECEIVAAT ONTBEIE H 6 VA 7K TR A IR




ARICET SEBICET HIEHE

BAEITRRD LN TR O WNT NN BV T, AAl 400mg/ B X 1%
500mg/ H OWTNDOFR G 2% 57 a A4 —"—%nlfgl Lz, BTV
A 7 VLR BRI O F G- 2k L. AMERRDO bNHRY (HE IWG-
MRT ZhFHEEECTER) UITRBPEOE L L2 ET 5P TE V5
PEDNFEHLT 5 £ TG 2 kR LT,

A E H

FHERHE A -
e A I (24 ) M&TREAKOED 4 B HE%ICPRIRAFED S — 2
T A it 35%Lh /N (SVR35) % Rk L7- BEEIAH

—_

BEZRVGHEER -
F6 YA (24 W) TR CHBERMIERE X 27 5508 ~—2
T A inD 50%LL B L REE RIS
e A 7 (24 ) KTHEILEOZD 4 BB ICHRAERE N R — A
TA DD 25%LL B/ N A R L 7o A EIG

RIKEHEEE
LR 2 20 11 ] 2

%1 MRI/CT O BEi{&FEAMG 2 H -5 < Az o) E
#2 FWHDFEL) (SVR35) OHERR H M LIRBET I OWT NN HER I D £ T
D HH

AE

ITT £ (EAEALINTZT X TORE) 23T X TOANEFGEE O L f#
Bt & LT,

B 6 A7 NAMKTRAKDZD 4 HEZICHBEBENIX—ZXT7 4 1
35% L /N a R L2 B HIA . WONTEH 6 A 7 MK TRER L OZE D
4 B IZIREFE N X — AT A inD 25%LL Efg/ & 2Rk U7z A E S
I%. Bonferroni ffi1F % FH v Tl A EAKNAE 2.5% & LT x 21 2 i L,
AFBEE 7T B RBE & L LTz,

%6 A7 R TR CEMBRMEIEREZ a7 55BN —2 T 1 b
50% LA LA L7 BB EIGIE, MMA EKE 2.5% T x 2 fBEICE S EM
E LTz, N=AF A DRAaT RRMOBFHZRS LTz ITT £H 2 5510
PR A S U 7o 2 REMRAT IR R S A2 H] (REAI AT RE 7 N — A T A Ml
A3 25 ITT M) CTH 3 L7z,

TR B K ONEE R RIRGHIEE O 1 FoOERMEREZ 5% H#E 9
DTz, REIFEZHSOUW T, fixed sequence procedure % VW TLL T DNER
(1.55 6 A 7 WAL THES KON O 41412 SVR35 & Rk L 7= BEEI S
2586V A Z AT TTSS D=2 T A )b 50%LL B LB
FIA. 3.5 6 A Z AL TR T SVR25 Rk L 72 BEEIS . 4. 2417

[, 5ENGEAEF IR C%M L7,

TR ZE 2 B L B S BRI Z e~ D 282D 3 3RD HALTZ H i b | BT T X
TR ONTEHETOHMEER LT, WITNDORAT 35%LL E
® SVR Z iRk LB 2 x4t & LT, Kaplan-Meier £ CZRMHIH OHEE
fEA R LT,




ARICET SEBICET HIEHE

o

ARBRE S ICHBRIE A 1 [P B G Shi- T _XCoBEHEEMICBVT, &
B 5 ISR I R_R—RA T A i L CHEL LA EE R %
MedDRA ver. 20.1 % i\ C=— F{k L, CTCAE ver. 4.03 % i\ C EJEE
2HE LT,

Iy

RS

ARRBRIIAFN Z2HESNTZBETO Y = V= FEN DN S RS
DM SN2 &2k KERMEEKSE (FDA) K 0 Fr i K56 4
JE 7 V=T — RE S, TRXTORE~OEGENF LI Tz, R
OGN I S BEOEIG T 400mg BT 63.5% (61 #) | J5EY A
7 VEE O R IAEE 16.0 (FEFE : 1~23 ¥4 7 L) | BREIR O PR EIT 62.1
P (#PH 0 1.0~91.98) THo7=,

A hit

W6t A7 (243) TERRELOZD 4 HH%IZ SVR35 2 L7
BEEG [FEFHEEA ]

MRI % CT O BBFAHIZ LY . 6 A 7 (24 ) ¥ TREEKNZED
4 H[M#%IZ SVR35 &Rk L 7o R HIA X, AAl 400mg # T 36.56% [95%
B @ 26.8,46.1] (35/96 f5) . 77 BAREET 1.0% [95%(EHIX[H -
0, 3.11 (1/96 f5)) TH V. 77 BREIIxT 2 AHK| 400mg B DOEHNE)
O bivTe (BER 2 35.4% [97.5% (5 HHIXMH : 24.2,46.7] | x2HE. p<
0.0001, 1A E /K% : 0.025 [Bonferroni fi1E(Z L DFH%] ) |

W6 A 70 (2438) & TR CTEMBHIERER 2 7 55 RX—2 7
A DB 50%LL B Uc BFEEIS [EERKEmEA ]

Fev A7 (24 ) ¥TR R CHBERMIEREZ 27 5B X—2 7 1
B 50%LL BB L7 BB HIG X, AH 400mg #E T 39.6% [95%1EH
XM : 29.5,49.6] (36/91 ) . 77 wAREET 8.2% [95%IEHHIXM : 2.4,
14.1] (7/85 f5l) ToH -7 (BEMZE : 31.3% [97.5%154E X [H : 18.0, 44.6] .
X 2FRE . p<0.0001, [#HIAE /K% 0.025 [Bonferroni ffi (E1Z X %] )
¥ ITT M (=2 T A > OB SRR B 2 = 7 K & BRo L C i)

W61 70 (24 ) KTHAKROZD 4 BBZICEIBAERE N N—R Z
A DB 25%LL B/ N A FERR L - BEEIS [EEARKIEER ]

He VA 7L (24 ) & THES KOO 4 8IS _— 2 F A
V6 25%LA B/ A R L 7o SR B I, ARH] 400mg BT 49.0% [95%
B @ 89.0,59.0] (47/96 f5l) . 7T BAREET 2.1% [95%(ZHIX[H -
0,4.9] (2/96 f5) ToH -~ 7= (BEHZE: 46.88% [97.5%(Z4E X [H] : 35.0, 58.8] .
x 2FE, p<0.0001, MHIAEAK%E  0.025) .

W 7S h AR (RN REEAm A B ]
Kaplan-Meier £ CHEE S 47 NS0 O 9l X, A 400mg #E T
182 # H [95%EHEXE : NA] . 77 AR TEINROLNI-HAEIT1

BTH o7z,
¥ B OBHHMIIRBRO RMM I XA REERFT LY 0REL2Z 1T TEH
V. AKHKI 400 mg BHET0~182 » A TH -7,




V.

ARICET SEBICET HIEHE

et

W EIEH

AAl 400mg B 89.6% (86/96 i) . 77w AREE 38.9% (37/95 fil) IZREIE
AR bz,

FREWEMIL, AH 400mg BEICI VT T 58.83% (56 i) . Hils 58.3%
(56 f31) | NEM: 40.6% (39 %) . &Il 34.4% (33 %) . 77 BAREICEH
W R 10.5% (10 61) | s 11.6% (11 §]) Th o7z,

AR RIEIZAAI400me BEICBWT11.5% (114)) 1T 0 b, &2
B, DARE, DR a v 7 [ESK, R, @) v LAMiE, KLy
U AMAE, AMEE e, KEBhE, Ex, 717 -8 EH. U —8 LA
AHEEE F1HThoT,

e IEICE - - EEGL, ARAI 400mg BEZ I\ T/ MRIBE 4 6,
DAL 3B, Aifn, DR, TH, &, ih7 L7 F=r EFERE 2
B, REFEME M N EEEREBRE, EEERE . A mEkig 2L, MIE, O ME, O
fEik, DEMETa v, BER, GBS, 77 —8 B OB T R
Uox—¥ E& i/ MESEN, IBAGE, &E U e e, YK, il
K. Zlges A SREGERE, BHIFrR, K Y v AME, B, WEIT. 5
B, R4, SEMIKE, HiftEs 2 v 7 3% 1BITH o7,

FELIZE - - EIER L. A 400mg FEIZ I\ CRME B g & QUM =
v 7N 1B TH -T2,




BERICEHI SIERICEEY HIEH

Q@ NWXVVFIIZLIAREROHIBHBHEEEZNRE L-FEERIIEMBHE B4
% T#HE (ARD12181 iXER. JAKARTA2 :KE&) ] '

ERiD) F VY F =TI K DIBRIED & % B BEFRAELE (2381 2 AFH| DA D K
OO

ARERT YA > | S SHiak IR E, FEE R, R IR A AR

ISES NFV Y F =TV K DIRRMED & % B BERHEIE B FE 97 4

EEVASE £i0e i
. ﬁ?%ﬁ VEE BERRHERE . M OVELME 2 iU SOVEARE M /M LE 2> H AT L
HRERRAEAE B (18 Ll )
Eﬂi’i’ﬁ DML VRS -2 VRS EE Y A7 20 BFE
L U F = TP AR A3 O B
W E R T 5em UL EOftEImTRE 72 IE 235880 b 5 FBE
NR—=RF A OIS 5 J7/mm3 LA E2 D4 ERE 1,000/mm3 LA
o8
ECOG PS 7% 2 LA T D BE

BN A i

PR Ai H 23 &> B BB

bk, R, 77 L) RO EmSlF, 7L R=> 2 10mg/
HEHEYDaLvFaxTaf B fERT, ERVE AN K DTG
W B IR B G BAART 14 B AN, R o b2 B IE 4% 5 B
WERI28 H LANIZZ T TV D EE (B Red vy L7 O G I3RBRIER
HBAMAETH £ THA)

HRREE LR /) 70 CYPSA4PHERI UIFHEHR (HEAFEEZET) 12Xk D
IR EZ T TV D EBE

150mg DT A Y & HKG LT\ HEE

M1 FRRAERERS (WHO) 438 2008 4R K% O IWG-MRT )& R Ut ic 55 <

¥2 BIMERETRHEES AT A (DIPSS) Wi

3 NAX VY F T K DIEFEREN 14 BELU EDH Y (RIEXIET LAXF—D72DIZ
WXV F=TH I LIz BE T, REEN 14 HRERWE THEFR) - M OoARA
YIEE S O 14 BLL ERiciggEE ik L g

AR 1k ARBIT, A7V —=0 7 (K 28 A | REBREEE 5 L OVRE& B
EkBE TRERR ST, ARBRIREE 5 Tl AR 400mg/ H 2B E L LT,
Zefigiy (REFo 1 RFEATOE 2 Keflf2) (1A 1|, 1% 1427 /1% 28 H
MELT6H A7 (241) BOEG Uiz, +or 72 e/ ahF (flizic
£ U 50%LL EDMIEAFEDME/N) H3A HAVR WAL, 100mg/ H B4 T
K 600mg/HE CHEZMIM T Z La2ahed Lz, HSMEARRA LY

AlE, AEN O H B % KK 200mg/ H £ TEMEAICE L=, 6 A 7 LDk
%%&5%ETLK%% I, BIRICE D27 0> FOBENRD B,
AT TR E ORGP L2 EHT A TCERVWEENEET 5 £
TRBE DG 2kl L=, BRI GFIE% 90 HEIOF T 2 i fe
AT -T2, IRIRBBIESERIRBER O R &% 50 5 30 H %I L
776




BERICEHI SIERICEEY HIEH

BALIEENE

FHFMEIAE -
Fe A7 (24 ) K TRICHIERBARFE N X—R T A4 5 35% LA
/N (SVR35) Z Rk L7- BEEIS ™

I EE A
B3V A7 (12) & THREARIZ SVR35 &k L 7o A HIA
RN 2 22 JT T 2
e A7 (24 ) #& TR CHBERAEIERE R 2 7 G — 2R
FTA D 50%LL A Uiz BEES

%1 MRI/CT OB FEMIZ IS < PRz A e &
X2 mAIDOFRE) (SVR35) OFEFRH N ORBET IISLCTHOWT IO NHERIND
FTOHM & ER

T 21

Bk

BHEMED EMHTITIL PP B 2 W22y, 2 OMOBEMITIZIE PP
M L ITT 2 O 5 % iz, SEROSGEICET 5 7FHi. MFSAF
FRNT X RERT S xR & L CfTo o, EEFMMEE THLE 6 1 7 L&
THROPIEIZ S 5= 2E G (BIEAER N N—A2 T A inb 35%LL L
/N OfERTIE, PP M % %502 LOCF 4 FHW T30 L7274, ISz )
95 25N EIE OB ST T, PP £ Tix LOCF 4@ A3, ITT
LTI LOCF O H O A MR CHM U7o, MNmZSh I ix, ME Lzt
T 5 (MIEERENRX—R2T A D 35%LL EfE/N) DIRANZFED Hi
T2 H DN DIRBHEAT (MIEAFER N— R 7 A 525 25%LL FHIN) 23 & AT
ROLITZH I CHOWT PR ETCoOMME LTRIILE, M
NEZS N DAL AL, & G-I F O W0 O I TR A FE 25~ —
AT A D 35%LL Bl L= x4 & L C Kaplan-Meier 3% % H W
THEE LT, EE 72 BEE IR 2 B SRR AEEE RSN 7 + — 2 Version 2.0
Z VTR L 7=,

P

AR IR BRI A 1 BILL B S ST R ToBFEEHAIZE N T, &
BB G WM PSR B IIR— AT A L Wi U CHEIEENEL L2
=EL (TEAE) % MedDRA ver. 20.1 Z i\ C=— K{k L. CTCAE ver.
4.03 Z VT HEAEE 2 H1E LTz,

- |RF

%1 «“~7\ FGA LV ROR—2AF A %I 1FEILL EOMIEATE O MRICT 5 A5 3EA A
BTHY., AEORKRICEEL KT TAREEOH 2 EE IR FEMRGEE) D

@@Hﬁrjﬁm\uﬁ%ﬁ%#ﬁ%%‘%ﬁl (83#)

M2 EBERRFEMN (9761)

3 R—R T A L OFHMBHIERER a7 AP AIRET (R 27 R00 BE LR
L) L o R— AT A URICLEILL E OB BERRHEE R A = 7 A RS REAN FTRE T &
o 7RI 5 R E R (9061)

¥4 WHREITICEVE 6 A ZAKTENCHIE L7ZBF LR H 6 31 7 L0
EMORBMELS 3 A I A TRES (FE4V A 27081 HB) OMBAREOH
TEAE CH5E

il A

AKRBRIIAFZ G I NT-BETO Y 2 L= 7 IRIEN DI A K
EREH S Llck v, KkERMEEMNF (FDA) X 0 3K




V.

BERICEHI SIERICEEY HIEH

Bttfa %z 7 V= VA — L Fe S, TRXTOEE~ORENFIESN
Teo 7 U =R — b R R CRBRIEA B G- HF 0B 1X 63 5] (64.9%) T
botz, YA 7 NEOFRAEIL 6.0 Y1 7 v (FPH : 1~20 Y1 7 L)
ThY, 12 A 7 vl x CRBEEDN G S 728813 14 61 (14.4%)
Thotz, BBEWROPREIT 244 (FPE : 0.7~79.43) ThHoT=,

HEhE

W6 V170 (2438) & THAIZ SVR35 Z ik L7m B EE [ 2T
fiEE] (PP 4E[H])

S FTRE T o 7= 83 HllCB VT, MRI iE CT OWERHmIZ LY. % 6
AT (24 ) F&TEEAIC SVR35 2k L 72 BEEIA 1T, 48.2% [95%
fEREXR] ¢ 37.1,59.4] (40/83 ) Tdh -7 (LOCF & HT-fiF#HT) .

B3V 70 (1238) & THiAIZ SVR35 ik - BEEE [RIKEE
i E]  (PP4EMH)

B FTRECTH » 7= 83 @H’:Fo‘b\f MRI % CT O EEFHmIZ LY, 5 3
P 7 (1238) #& TSI SVR35 ik L7-BEEIAIE. 47.0% [95%
1ZHEX W : 35.9, 58.3] (39/83 i) Th-oT,

W EZS S [RIGGEHREE ] (ITT 4£H)

BEDOKEZTT V= NF—/ REHCRBRER ST Th Y | BOHHM O
fEHNT ClE 9% BN HYI Y O R L 725 7=, Kaplan-Meier #£E12 LY
BE D 26% CTZENWIMIN 9.4 » ALL T CTh o7z, IO FIfE [95%
EEXRE] IXEHAEE [7.2%, NC] Th o7z, IR, B30 5
NIBED B Y = A —)L RETORBET I CIX 2 HOHTH
o 7c, MM OEBHAEIIRBO BB LD B8 & 720 |
0~13.4 » HTh -7,

W61 7 v (24 ) #& TR B BEAMEIE BEER X 27 G083~ —
AT AU 50%LL B Lo B ES [RIKGHEE ] (MFSAF fig T
PIE S i)

56 A 7 (24 ) & TR RIS E BERHEE R AR 2 2 7 BFF AR — X
TA B 50%LL B L BEFIAIE, 26.7% [95%FHEIX M @ 17.9,
37]  (24/90 ) TH o7z,

P

I
[

|
il
%
3

LAEVERRAT R G (R 400mg & % 5- S =3 X CToEE) 97 i,
90.7% (88 i) (ZRIERHRD BTz,

FE2REWEMIEL, EL 52.6% (B1H1) . T 51.56% (50 f1) | MEMH- 37.1%
(36 fil) . &I 29.9% (29 fl) | I/ MEAE 20.6% (20 ) TH-
776

EERREMEMIX 11.83% (11 #) (2580 Hav, Mgk 2 B, Aifi, A
BB PSRBT . Wik se . Ml /e, Mok, Z&BT. AL, i M
S AR EEE (R, IME, AR REE £ 1plch o7,




V. ARICEYT SEBICEHAT HIEH

BHHILIZESTZRIERIZ, THI2 6], P27 vrF=v8n, v-7 %
IR TURT =27 =B, R RERD . EE R, R,
i, M/ BAE, fARYE f R PESR B . IIE & 1B Th o 7,
HCILESTEERIZ, B ool

AHNOARENTZAELOAREIZ, EE, BAEZ 72 R9F =7 LT1H400mg Z 1 H 1 BERAKET S, 7%
B, BEOREBICLVETHET S, | Thd,




ARICET SEBICET HIEHE

@ JAK MBI L ZAREOEREMOLVEMGMESEENRE Lk ERIENER
B [EMNE /148548 (FEDR-MF-003 548%) 1 7

ERiD)

JAK HERNC X DR O A E 2 D720 B AR NG SRHMEE I F 1T 2 AH
DA MK O e O ES

RERT A

S, FEEMR, B B/ IMRR (7Y v 73 5R)

w4

JAK BHEH OTREIE DA M 2 R D7 B AN T B HEE £ 31 6

ESVASE SN S

< JFRMEE BEARHEE . K& OVEANE 2 fE SO ASRE M if /MR IfURE 7> & AT L 72
B BEARAEAE B (20 2L 1)
FERZ D -1 U 27 B2 U A7 Em Y A7 *2 0 aF
FEE® NI 5em LA E o> filiEn ] Bz 70 JEE X i3 MRI/CT & C Mg 72 F5
450cm3 LA EOJRIENZE O Hiv b B
R—=RA T A > DIM/IHE 5 5 mm3 PL_E > ER- S 1,000/mm3 LA _E
DB
ECOG PS 7% 2 LA F D38
Y U F =T RIGHE I F Y U F =TI U IIRMA* o
B

T2 RO FEYE
TRt R S & B AR
U V= i BNE S A e E OBETEIE N & 5 B
T b=y A ISR O RKAE O SUTIEIR 2 L, U b= v 7 IRAE D
BETE VRS
(L5205, SR dREEE, 77 LU R g millAl, 7L R=>"" 10mg/
AEMAYOROaLrFarTaf RIZLDIRFEZZ T T0WHEE (B R
032y LT OFGIIERBER BB MAET 14 HATE THR)
FRBRIERE B BHAART 28 HUINIC K PN 2521 T 5 B
HORREE L08R /) 70 CYP3A4 58/ (3, R4 & T) . X CYP3A4
KO CYP2C19 HEANC L p1REEZZ T TW A HBE
150mg/ HEOT A U & & 5 LT\ 5 EE
ay ha— L RED I SO ARER 24T 5 B
HEERIEBMEE 2 67 5 B

X1 A RAEEE] (WHO) 2% 2016 A% Y IWG-MRT 5 £ 45 2007 FERUIZHES
<

¥2 EHNERET%HEE S AT A (DIPSS) D% i

X3 XV U F=TIC L DIRHREN 14 AFLLE (RIEXIZT LA F =Dl F
YU F =T Pk LI T, IRRIEDS 14 B RFRGH T O FFA)

K4 = o — I — 7Ol DHSRE S BT S EIV EE

AR5 1%

ARBRILE T — M EE O~ LMK L, TNETN28HE DR
U—= 7 1R (G5 kPt 30 A M OBEFRA N 2 5 i) KOV
ERUL OB O3 & Uiz, 1RSI A 7 L& 28HE LT, &H
[ ¥8/3— b CIIAAIS00mg X 13400mg Z1H 1A, % OAH S— F TIEAA|
400mg Z1H 1A O &5 U, PEERMEIT TG 80304 3 5 & T




V.

ARICET SEBICET HIEHE

5% fifioe L7z,
k. ARIOFEEHFE T LT 30 AR OBHRHANREE TF 7 I 100mg/
H UMY &) UL RO DT &Mkt L7z,

A H

EERMEA
FevA s (2418) K TR THIBAREN =2 1 L nE 35%LL
B/ (SVR35) Z ik Lo BEEIGH

R EIGHEE R

- 6 YA 7 (24 ) & TR CE BERUHEE BIEREIR 2 2 7 B EFAA
— 27 A 06 50%LL BV L BEEIG
Fev A7 (24) K TR THIRARENX—RAT 4 D 25%LL
HEN R LT B ES

% MRI/CT OB aHifli (2 55 < SZ el iE

Ak

FHEFMEE THDHHE 6 A 7 & TR CHBAENX—RA T4 D
35%LL bfE/ N Rk U 7o R RIS, Ao F8T & LT, A RPERHE
AIREAEH & XF BRI IS K D — AR AEMREIZ L D BEOREIE
ZHEE L. p EAERDT- (HEKYE : 0.025) ., F-5MradSEMIX. A
BhVEREAM ATRESERT & L. 25 1/ X— b CIE L= & (400mg/H) @
BEEZZTEE ITMALOVEIMR A= OB FOBREDHI L, "= T
K& _R—=2 T 4 %1270 < &% 1Bl MRI XX CT IZ K 2% #FAf AT BE 70 8Lk
REOWEME ONMRI XX CTIZL 2072 tH 1HIOR—AT A %D
FOGRHl 2 AT 53T X COBEE Lz, TR COIRMEDTZHDT —
WA (%) CThHEE X, IERDH L Uiz, HEERRIRE
iXEE CTHDHH 6 VA 7 A& TR R CIIRATE N X— R 7 A D 25%LL
FHENEER LT EBEESICONT S, [AEROREFETFIEIC X 0 FHE L7,
EHEREIRFHEEE THDHH 6 VA 7 /& T e CE BEARHEIE B HUE [k 2
AT BFHBR=AT A D 50%LL A U7z BEEIGIT, B BEARHEEE
REAN ~7 4 — A Version 2.0 Z W TCRHMII L, _X— R 7 A FFO B BEARHEE
BIEER 2 2 7 A5 0 22 TV WABFIL, JERGE IR D T O
FEmAREGI & LTz, 26 6 YA 7K TR O AT 7 BRI L TV D EHE X
356 6 YA 7 U T IRE AT SBET 23580 DAV BE I LIER 2 & L7z,
ZLT, FH6TAINETHEDA T INR—=RF A & i LT 50%LL
D U BREEIS KON 95 % HEIX M AR Lz,

Ak

RS ERZICRBREEE 1 BIPL ERG SN2 T X ToBE (ZatEiiir x4
H£H) 12BN T, BRI I BB UIN— R T A & g L CEE
FENEAL LT EFH S % MedDRA ver. 26.1 Z H\WT=a— F{k L, CTCAE
ver. 5.0 & W CHEJEE A2 HE LT,

I

13




BERICEHI SIERICEEY HIEH

(B S

(2028 10 A 5 HT —% v b4 7)
ﬁ%

B6 VA7 (24 ) K TS T SVR35 Z ik L-ABEES [FEE
ﬁ%a]
MRI X% CT OE{EFHIIZ L 0, 56 A 7 v (24 ) #& TR OMIRE
F&75 SVR35 % JEAL L 7= BEEIA 1 71.4%[95%(E X [ : 51.3, 86.8] (20/28
B) THV., FENHE LA FEFMBEB OEHELER LT (p<
0.001. 4 H Lo pfa, —EARMIERERE) .

W5 61 70 (243) KT REAUCH BERRHEE B IR 2 2 7 A EH3 < —
x?%ywaw%uiﬁwbt EEG [EER R E E ]

FeY A7 (24 ) TR CHEBERMEE R EUER 2 2 7 503 — A
A4 U5 50%LL B L7- BEEIA T, 37.0%%1 [95%[EHIXH - 19.4,
57.6]1 (10/27 f5l) ThH-7-,

M1 N— 2T A OB REHE SRR 2 2 7 BF 0 ZBA R o 7o BE LI
AL Uiz, B 6914 /MR TS TA T A3 KEI LT3 BEILE 6 %1 7
ST AT HEL T 20380 DT IR L L, S RICE DT,

W6 YA 70 (24 ) #& TRE CTHMIBARENX—A T A4 56 25%LL E
DRfE/INE R Lo BEEIE [EERIREHmE A ]

MRI % CT OEBFHIIZ LY . 26 A 7/ (24 1) #& T TS
HINR— 2T A D 26%LL b/ N2 R LT BEEIAIE, 85.7% [95%(5
FEIX M : 67.3,96.0] (24/28 i) TH o7,

fige s

LMW SRR 31 B, AK| 400mg ZHF 5 X7z 28 HlicBV\C,
96.4% (27 f) (ZEWER RO bl

F2REIERIE, Bl 60.7% (17 1) | FHE& O/ MRIBEAES 32.1% (9
) THo7m,

EERRENEMIX 10.7% B #]) 2D i, OAE, EEHEE M, &,
B RNPE 1HITH T,

BhHHILIZRE > ZRIERIZ, + 28RS . BiE%. KO EEHEE i (1
BNZH 1B ThoTo,

LI E S TZRWERILZ, B LN Tz,

AHRNOEKREINT-HEROHEIZ, EE, SAEZ 72 RI9F =7 L T1E400mg # 1 H 1 ERAKBRET S, 7%

B, BEORKEIC

FYVEEHET D, | THD,

2)

R
PR L




(5)

(6) AEBER
1) ERARERE (—RERARERE. BEERRERE. FARBLERE). BHERTET
—AR—AE. WERFTRERABROAR
EHGHESEENRE LE-BEFEARERE (ERTE)
H &Y B BERRMENE BB IOk L CARAF 25 L= A o e T2 B 1T 5 AHKI#
HREORZEVEERAWNE L, ERORBL) 27 2BiTd 5,
A 7= g gk 5 1K
JiE B KR HESERIH : 260 6] (Z2MEfEMTig: & L 235 fi)

BEICEYT HIEBICEAYT SIEHE

BE - FEARR
LR L

A A 40 ) A - FRAPH AR D b A W]
BRG] - AP D 3 ]
B « AR G-BAE 5 1 4R

ERRHMEER | Zett R

2) RRBEMGEELTERTFENARXIERL-AE - HBOBME

(M

AR L B ) A7 EHFE A RED L, WUNCETDH &,

Z Dk

AR L




VI. EEEBICEHIT SIEEICET HEE

1. REPHICEESH SILEMRIILEHME
TXAXF—+E (JAK) BHEAI
B B0 & B LAMOME - R, RFOTFRLEBHT 2 L,

2. EE{EM
(1) YEFERL - 1EFAKE 0
T RIF=T1F v XAXRFT—E (JAK) 2 ITHTHEEMEFT 280 HbamTh s,
7 RTF=T1%, JAR2 O FiiD > 7 FMRiEsS 7 (STAT %) OV Utz iET 5 Z &%
XY EEEEMEER 2R EBEA LN TV D,

1l | S5 —
UL ) 3;u 0 W ‘. . JUUUUIUIUYLUUUUUUUUULUIUUCLUUIIL  JUk  JUULUIGULL kNN ¥ il
ERAIICREA L. ZDEMS
JAK2 JAK2 = E#BET S,
"

’
:) = .
STAT e AT
3 ') JE1E
.

QFRDVT T IVIRESF
THBSTATD) V%

\
\\‘
BETS, P :)ét
=2
)*%M%
I

GSTATO Z @KL RUBABTE
0 L ARABEF DIRE % 11
TAHIETHREBNRZE FITYT S,

) ,
pN I AN PAHA

Vainchenker W, et al. F1000Res. 2018 ; 7 : 82
Kesarwani M, et al. Sci Rep. 2015 ; 5 : 14538
Zhou T, et al. Leukemia. 2014 ; 28 (2) : 404-407
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VI. ZENEEICEHI SEBICEHT SEE

(2) EEEMITLHHABRKE
1) *+—EBEEER (n vitro) @
O FF—ERXRILERANRER
FHEX S —BIKT 57 = N7 F =T DOHERE, 228 FEHOX T —E0 5 7 53l S x /v
ZHWTCEME L& 24, 3THOXFFT—FI% LT 50%BOMEMERANGRO b, Zh
5 37T O X F—VIZHT 5 50%MERE (ICsofl) ZHHLIZEZA, 3THDO L 4 F&
DOt hFF—F [JAK2 KO FMS #F v %5 —+¥ 3 (FLT3) ] 12495 ICso fEIZ. LA
ToFRO LB 25nM Kiiii Th - 7=,

2z FSFZT0XFF—HEBEEER (ICsoh® 25nM Kih)

FF—p ICs0 (nM)
b ~ JAK2 JH1 JH2V6L7TF 3
t ~ JAK2 JH1 JH2 3
t ~ JAK2 JH1 12
t ~ FLT3 15

n=2
Fik 228 FEOX T —ENOLRDIFENARNAERNT, 7= RIF =T OWBRIREL 0.5pM IR E L
KX —BIoxT 2ERLIE LI, 50%BOEERNZES bz 37 o X F—Blokt
LT, —HEOWED T = FTF =T 2 HNTHR T —PITx 2 Ve OB R s 4 7ER L.
KX F—Bizxtd 2 ICsoEEHH Lz,

Q@QJIAK 772 )—%R/EELERY ) —=ZFHER
7= R7F =7 1L JAK2.JAK1 . JAK3, X O TYK2 #[HE L ICso i #E4 1.26nM.,
45.5nM, 95.6nM. KX 171nM Th o7,

FEJAK 77 2 ) —DF F—F¥DhiktHt LT, —EHDORBED Y7 = FTIF=7%H\TATP F#ETF
TX S —BICkT 2 HEEHORERICHBREZER L., &% T —Blzxt32 ICsofEZFIH L7,



VI. ZENEEICEHI SEBICEHT SEE

2) fARICx3 B4ER (in vitro) '®
@ JAK 77 2 1) —Z5aHIRE S - MBI H 1T 2 EBREE/ER R UHIRRE BN &4 H

JAK2 FRAPREBAEIC W T BB Lk mERE TH D 1.1uM T, 7 = K7 F=7(% STAT3

DOV Vb E T1%MHE L., EHROEHEZ 94%HE LT-, —JF . JAKL, JAK3. KO TYK2

SRR BB T, FRED 7 = RTF =70 STAT3 V VBLILEEHIZZENZEN

13%. 5%. KO 1%, MIEGEHEER IXZZEh 14%. 33%. KN 5% Th-7z, 7=

KZ F =7 O BHEFEINHIEH O ICs0 fE 1% JAK2 R FE BLAIE TlX 0.36pM TH - 72— F .

JAK1, JAK3., KONTYK2 Z 5@l 38 S 7= /Mid Tli4e< 1.1pM % Enl-> 7=,

Hik | BRI R OISR I OBANCIE, U 4 SRKTFI0IC STATS % ) S REfL L, AR
FEEBELT DI ENTE D L DI IEFINEEA JAKL, JAK2, JAKS, XX TYK2 % il
FHE ST~ U A pro-B flatk (Ba/F3 flifid) ZMH 7=, EEEMAEMEMIL. Sz 7= R F=
7 CHUE LT 4 BRI, RO U ER{K STAT3 7 vt A %~ b (Meso Scale Discovery #) %
W STAT3 @ Tyr705 ® U B LERIET D Z LICE WVBRFI L (n=3), HIfusgFEmEIER 1T,
KMz 7 = KT F=7 CHOE L7- 72 BEl#12. CellTiter-Glo #5% HVWCHIE L 72 Mgy ATP &
BRI AEEH TS 2 LI X VREILT (n=3),

@ JAK2VO'TF ZIBHIRAIC & (+ 2 B REE R R UM EHH /£ A
7 = RS F=71%. HEL Hifa &% O Ba/F3:JAK2V6LTF {12353\ C, JAK2 OILE T
H5 STATS OV VR bz R ERTFIZILE LT,

JAK2VO'TF ZIGM I H1TH 7 RS F=J M STATS 1) VERMEIZx T 2BEEER

7zRZF=7 TRZF=T
[ ] [ |
~¥—#h— 0¥ 01 03 1 3 10(uMm) v—#A— 0¥ 01 03 1 3 10(uM)

- Cp——

HEL#H A2 Ba/F3:JAK2 V617F#ihd

JiiE - JAK2VOUTF 2 NKMICHEBLT S v MRAMFEMAG (HEL M) &0t b JAK2VOITF &3 {5 -8
A XV S S 72~ © A pro-B flllatk (Ba/F3:JAK2VELTF fififa) 4 —EHOWEE [0 (RE) |
0.1~10pM] D7 = RTF =7 T4 HMAE LI-0b, MREZEMRL, FHEfEEZ AT A X
Y7uy T4 TT ALY U UER bR OE STATS i L7,



VI. ZENEEICEHI SEBICEHT SEE

7 = R F=71%, HEL #iia & O Ba/F3:JAK2V6LTF {iific > W5 O HEE 230 L. WA
%925 50%AEE (ECso ) 1V H 4 0.3uM Th o7z,

JAK2VO'TF IR IS X9 5 T = KT F = J O MaETEI G R

(%)

1004 @ [} ECso(nM)
© HEL#fAa 306
® Ba/F3:JAK2 V617F#lig 270

n=3
75

50

25

(DR o 2 777t >0 ) v o B 25

04

0 0003 003 03 3 30 (uM)
7IRSF=F
ik JAK2VOF 2 NKMEICHEBLT 5 & FMRAMEMIak (HEL i) &KOt kb JAK2VOTF 28 s 18
A L 0 BEFR B S 72~ U A pro-B Atk (Ba/F3:JAK2VEIF {ifa) % | ¥/ IR (~30pM)
D7 x RZF=7TRE L, XTT MEHETE T ~ & A 5% B Ol R E 2 10E Lz,

7= RZ7F=713 1 KO 3uM O#E)E T, HEL #ilt & O Ba/F3:JAK2V6LTF {ifia oo W 5125
WT, TR P—=VAORE LTHHNRDS DNA O bag| & Lz, —J, Bkt
Mo b NIER R ESHEEMETIX, 7= F7F=71F, B L-RkEE~ED 10p)M T
DNA Ok a5l & Z S o7z,
JAK2VO'TF RIS T 57 FSF=TJD 7R F— RFEER
Tz RZF=7 TRZF=T

0¥ 01 03 1 3 10(uM) 0¥ 0103 1 3uM

|

HEL#Ria Ba/F3:JAK2 V61 7Fika
TRSF=F 7z R5F=7

0¥ 1 3 10(uM)

Ba/F3:JAK2 V617F#iia & B RARMES HE RS
(RRHEXIR)

X OBR
JiE  JAK2VOUTF 2 NRPEIC R B4 5 B MRAME ML (HEL fifa) KOt b JAK2VOLTF 2B {5 78
A & 0 HIR R &=~ 7 2 pro-B Atk (Ba/F3:JAK2VEITF filfl) | A ONCFatE s BRI & L
T MEERERMINZ, —BORE [0 GFE) | 0.1~10pM] O 7 = KT F=7"C 24 REHELE
L7zDb, SMENSSBELZZ7 7 5 DNA Z W=7 e —2 7 VEBRIKENC L W DNA oW
bz L7z,



VI.

HEHER(ICEHT HIERICEY HI1EHE

@ JAK2VOTF IS E M R T BB 7

7= R7F=70%, FfEm-AM S el (CD347CD38 CD90 Lin ™), & i A5
f (CD347CD38 Lin~ )., KUVE#HRILEAHTENM (CD347CD38"CD123"CD45RA™
Lin )] ORIMEK =2 v =—JEk & RERGTFIICEE L, Z0 & &0 ICs flid# LT 300nM
T Thote, £, ZORICER L 20 =—0@EFRTICENT, 7= F5F=7
MBI AT LT o MR = 7 = — T JAK2YOTT T LV ORRHIERDS 20% LR T, 7
= R F =7 FENLERYE MM 2 o = — TR =1 90% L ETHh o7~
JFiE - JAR2VOVF BRI B 2 SRR RSk O ARG SR [ el (CD347CD38 CD90' Lin ), &
MATEEAINE (CD34"CD38 Lin ). KUVE#i-RILEATEHMIE (CD34'CD38"CD123"CD45RA ™
Lin )] #HBEEL., & FA RUAVTIMAF L EL B —ZEEHITIBNT, —#HOPE [0 (L) .

30~600nM)] D7 = FTF=7TUHE L, 14 B BIZHLEEEER D =t v = —% 31 2 BEseE % o
V7 KU = TR T T2 12,

3) HMEEZIER (invivo) '

D JAK2Y'F R E MM E FFBIE L - BRIEEEESE T AT IRIIBHF ST KSF=

TDRE~DEZE Y

JAK2V6LTF FEBLE B A 2 [FFTR A L 7o B MBS 7 v~ U 22BN T, 7= RTF
=T ERGIC L0 AFEYBOERE NSRS S, 120mg/kg K5 Tl 42 B B&RG# 0 EFR
1X100% CTH 7= (KA, F/o, 7= RTF=T7 D 42 HEEGIZ L0 . RO A i EREL
KO~ ~7 Uy MEPMET L, MIEESEAD Le (),

7= RTIF=TREKTRO, RET N~ T AORMIL, i, XOWBIZB T 5 JAK2VOF
RIS BIR T ORBUL, UTORDOEEBY TH-o7- (K B),

JAK2VOTF RIS MR EBIE L =RV RIZEITS
T FSFZIDAEFRICHT 2R ERVENZHER

(%)

100 Ads £ A = 0¥mg/kg(n=20)
=2 3 o =4~ 60mg/kg (n=20)
== 120mg/kg (n=20)
80
4 60
e
£ 404
20
0 T T T T T T T T 1
0 5 10 156 20 25 30 35 40 45(8)
(S5
B
Rigm BeRE
G 09 - 4
A 08
B/p 9 3
D o5
RH 04 2
Bic o3
EX o2 1
7 o -
% 00 0
0% 60 120 0% 60 120 0% 60 120 (mg/kg)
ZIRZF=T TZIRSF=T ZIRZF=T
¥ BIE:005% Tween80AHOS%AFIL LIV O—AKER T+ IR



i}
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VI. 2

ShEE(ICREH T AIEHICET HIER

JAK2VTF IR E MBI Z BB L =YV RIZE TS T FSIF=TOENFNER

ik FfEk% (X 1000/ul) ~< 7 Uy ME (%) M E & (g)
meke) | ErmEEE | o | O ERE | o | TR EERE |
(@Oﬁi) 18.2+7.0 — 86.0£6.1 — 0.503+0.18 —
60 10.4+3.7 0.0017 80.9t11.0 0.0348 0.333%+0.09 0.0051
120 5.6+1.5 0.0024 68.1+-12.9 < 0.0001 0.124+0.07 0.0008

HKOBOWIZ LD pfl (vs IRE)
FiE i mahuty s v AL hr A LA ERNT, SR~ v 2 BRI~ 7 A JAK2VEUF %

U ST, BUCHEZBHN Lo~ 0 22 ERMiaz B 8im Lz 26 B &I, AR ek 2 B0
FEWZL YV ETO T ATRIMERBEZHEIML CWD 25, £/, 27 BRIZ, FH~< 7 U v
MEDS T0%LL EIZ EFLCnD Z & 268 L, Eg oMtz 71~ v A
L A28 HEMNLARETFT LT Z(ZHEN=20)I1C. 7= FTF =7 0{E1:0.05% Tween80
EA 0.5% A FLlm—AKEK) . 60, KT 120mgkg 2 1 A 2 [BIFEAOFS L, FRIOEREEINGE
R OHEFZIERIC K D MRS T 2B AT L7z, 7= RIF =7 OREHMIT 42 HH &
Lz, ¥, HET AU AOKMM, B, KOEIRICIBIT 5 JAK2VOF BB 058 % |
'R Y AT —BHEHKINIC LY fi#T Lz,

@ SET-2 {#ifERBEBETIRIZEITEZ I KSF=ZTID STATS V5 FIIsEREIZEDCE

SEHN 4% A

SET-2 Ml BB~ 7 A28 W, 7 = KT F =T HEIZ L5 STATS U b OFRET,
e 5 3 BER IR AR D T2%I2E L, # 5 10 B £ T2 26%~E KT L7, #5 3 R
%07 x N7 F =7 OMER R OMEENOREIX, £ E4i 10,620ng/mL (20.2pM) KO

8,443ngl/g (16.1pmol/kg) ThH -7,

SET-2 HiIfAERBERIETIRIZHBITHE I FSF=TJIZL B STATS | VEEEIZRT B

BEFRENICT  FSFZITNOMBEFRVEZRNREDERMEL

(%)

12000 ~ 100
-l UV {LSTATS/£STATS
> 3 - BESPIRE (ng/g)
10000 - 2\ = [0 R (ng/mL) | ‘66
i
Z-: 8000 - ]
B Leo
Z 123
F 6000 it
7 © B
B 4000 =
E
2000 - 20
0 0

J5ik s BEREAFERYE A MR (S RAT U T ARE M I /N AR I E O SR O SR I A B ST S 7z MUK B T

JAKQVOLTF 235581 1T\ % SET-2 filfaz . M SCID ~ 7 A& FIZ BB LIt L & LT,
AREFNTRZ, 7= RFT7F=70 (R : 0.05% Tween80 &4 0.5% A F /L1 — KK
. n=6) KU 107.9mg/kg (n=3) ZHEEOEL L, #5451, 3. 7. 10, 16 & 24 B4
M5 R OSSR AR 2 BREL U 72, BEEHRIRICI T 5 U k(b STATS LU, #ilD U > f2{k STATS
7 v¥A %> b (MesoScale Discovery £1) & FWCHIE L. 4 STAT5 L ~L CHEHE(L UIABE 5
FTHMREREEH Lz, MR VESRKTO T = FTF=TRER, ko~ 7T 7 4 — -
BT NEEGHRHC LD T L,



VI.

)

HEHER(ICEHT HIERICEY HI1EHE

SET-2 il BB~ ¥ AZBWT, —EHOHBED 7 = RTF =7 %285 L7856 OEEGER
FOZLITLL T O LB TH o7, #5BMAD D 2 B[ O SHATE OV FREEIC K95
#HEIX, 7= FT7F=726.9, 53.9, 80.9, & 107.9mg/kg # T, N ZI 107%. 76%.
51%. KON 16% T, 80.9 &N 107.9mg/kg BTl FFHFMINCA B 2R IS S B ] 5 A A3
R BTz (p=0.0474 T 0.0002, AEHHRREE L O, SR SAEHIE S5 % o
22y MRIE),

SET-2 {ifaRERME YV RIZETHT = FIF =TI K HEEETEINHI1ERA

(mm?)
1400

== 0¥mg/kg(n=8)

- 4= 107.9mg/kg(n=
1200 4 4=~ 107.9mg/kg(n=8)

=== 80.9mg/kgn=8)
=== 53.9mg/kg{n=8}
1000 o === 26.9mg/kg(n=28)

Tl AL IR X

BE 800 :
ol [
* .
| 600 -

400 )

_______ -*:uc
200 Gt e cc e m—- .
0 T T T T T T T T T T T T T T 1
37 42 44 48 50 Iz
LS

3 RN 0.05% TweenBOEHOL5HBAFILE/ILO—AKF#
* B HEEICH L Tp=00474( Z B RE B E S E T RS 2y HRE),
Fok R EERC M L Tp=0.0002 ( Z jo AL 8 R0 E 5 o i 04 v METE)

Jiik B ERYE B ML (B AT L 7o AR /BRI E 00 S OO AR il 2> B il SE S AU 7o R ER T
JAK2VOLTF 238 Bl LT\ % SET-2 Ml %, M SCID ~ v AL FIC BB LIHMEET L & LTz,
AETFN<UA (FHEn=8) I, 7= F7F=7 0 (U 0.05% Tween80 &4 0.5% X F /-t
S —ZKPER) | 26.9, 53.9, 80.9, KU 107.9mg/kg & 1 H 2 (A1, 2 M (BAftk 37~50 H
F) #REG L BSEREHE Lic, SURBHERIL, 7= BT F =7 S50 & IR B0HE O IR R
D IIE O LR K0 G L 72,

YERRIRMER - iR

A ERR L



VI. EMEREICRAT SRR

1. MAREDOHS
(1) AEEAME MR
MR L

(2) BRARSBRTHR SN -OFRE
1) BRRMEREZNRE LE-ERERVURERSHER (FEDR-MF-003 #ER) *

H AR D RN B BEARHEE BE 6 IS AHKI 300 L 1N400mg 2 1 H 1 RIER O G L& &b,
Ve 5% K O RE®RE 28 HADZ = RS F =T OIYEIRE T A —Z|TTED LB Th

277,

BARANDBEBERMEAE BH(CKHK 300 KU 400mg  REZS LI TOEMERE/T A —4

A& (mg) HER (H) Fil%k Cmax (ng/mL) Tmax (h) AUCtau (ng*h/mL)
1,139 2.02 8,015
300 ! 3 (42) (2.00~3.02) (59)
1,685 3.00 24,710
300 28 3 6) (2.00~4.00) (20)
3,324 3.00 22,875
400 ! 3 (21) (1.95~6.08) (15)
3,698 2.67 53,816
400 28 3 (49) (0.95~4.00) (104)

e fE [ ZEiRE (CV%) ], Tmax

2) REKkE (BEAEMEBEEN)
HANZ & B BIRHEE A 2 D5 o e i hRE T — % 2 VT, REEHERYEhREfT 2
SEh L7z R, Al 400mg 2 1 H 1 BIERAFEGLIEL SO, EFREBICBT 57287
F=TDHARNDOIEYERENT A —=ZITTFTEDLEBY ThHoT,

FORAE (/M ~ fie K AE)

RN A —FHERE (BRARMENRERZT)

FEZRERS LIEZEESOEEREICE T2 BRABHRHEERED

CL/F AUCO-24h Cmax Ctrough tie Tmax
(L/h) (ng + h/mL) (ng/mL) (ng/mL) (h) (h)
9.6 (51.3) 41,316 (51.3) 2,417 (53.5) 1,418 (58.1) 144.8 (38.3) 2 (1~7)

MM DRAZEREL (CV%) ] | Tmax : FRAE (Fe/IME~ R R AE)

Q) =

R L

AFNOAGR S - HiE L O &,
B, BEOREBIZEIVEEHES S, | THD,

DEs., ACIE 72 F9F=7& LT 1H400mg % 1 A 1 EEAKESST 5, 72




VI. EMEREICRAT SRR

4) BE - HtAEOEE
1) BEDOEE (ALIM3451 3E) BEAT—42) ?
fERERE N 19 BN AHK] 500mg Z B EfR &5 Uiz & & ZZiERHR 5253 28080 - (K0 e
U—BEOEEN - &mha ) —fBEREEGICE TS, 72 FTF =7 O Cnax DEMEE)E
DIZEN LR 1.12 KT 0.91, AUCint QRMEEEO T Z AL 1.22 LT 1.19 ThH-o

72
b3 — U O ANTE N R AR
B AICAKH 500mg XX ISERZICERREOKRELIZLEED
mFh Iz FSFJTREHRE (FHEHZERE)
(ng/mL)
2500+
—@— 7 F5F=7500mgZ I 5 (n=12)
—O— 7z FZ7F=7500mg@fEl - &h AU —REEEEZ S5 (n=18)
- —¥— 7z F5F=7500mg(ERERA- 6 0 Y —RBEE RS (n=12)
1
i
th
7 1500
s
N
7
F 1000
7
y
E 500
0 & -0
120 144 168 (h)
BERAICAE 500mg #EERXIIEBZICEREREOKRELIZEZD
T RS FJMBHEYBENTA—4
. . 2 (] SEE D 90% 15 #H X[
R (SRS R R [ DI (909 1mRECR)
(ne12) (ne12) (ne1g) | VR RRRES | AR AR
/e NGy /ey
Crmax 1.12 0.91
(ngmL) | 1090 (42.3) 1,560 (40.2) 1,040 (32.3) (0.85. 1.49) (0.72, 1.16)
AUCor 1.15 1.11
(ng h/mL) 16,300 (31.7) | 23,100 (40.4) | 19,200 (30.3) (0.88, 1.51) (0.94, 1.32)
(ng h/mL) 17,400 (29.0) *2| 25,700 (38.0) [21,700 (31.4) *3 (0.92. 1.62) (0.98, 1.45)

AT EHE [RMEEFRE (CV%) ]
M1 ZEIERESM T OREERRA 6 B & AKAE IR S T O 5 FlIXIEM:D 7= D ERS+
¥2n=11. AUC #MEE >20% D 7= 1 5] & R4+
#3n=16. AUC #MEME >20% D 7= 2§ % 45+

AENDAER S - FER O &I,

B, BEOREBICLY#EERET D, | THD,

D@k, ACIE 72 F9F =74 LT 1H400mg # 1 B 1 EEAKES 5, 72




VI. EMEREICRAT SRR

2) HHAEDOEE WEAT—4)
® 47 +arJ—) GELCYP3ARREHAI) (INT12893 &Ek : ak—+2) 2 2

RN 7/ =) —)L 200mg % 1 H 2 [0] 14 HFER O 551 L AHAl 300mg
EOFH L7z & & AFIBMB SR 2 0B GERICBIT 57 = R7F =7 D Cuax KO}
AUCint O EHMED T Z N ZH 1.93%2 KN 3.06%2 Th o7, LY BIREETT
MZEDBTIab—vaflERNS, F ha Y — 400mg = 1 B 1 EIKEROFESL L,
AFKl 400mg ZOFHT 1 B 1 RIKER DS Lz & & ARFIHME5-R2 63 2 0F % 55
BT 2EFIRETO7 = FZF =70 AUCrav O KA O IE 1.95 L H#HEE ST,
M1 R OANEE PN AKR

2 Crmax D AT I IE O L ITAHI AR F -5 7 61 Je OMF A4 505 6 5l OFE RICES T HH L7z, AUCme D
L] S-S IE 0D B 1T A LA 55155 6 31 e DN T4 G- 6 (Il OFE RICEE S S R LT,

@ Z1LaFJ—IL (FFEED CYP3A MO CYP2C19 HEH|) (FEDR-CP-004 i%E&) 2
fEEERk A 16 Blic 7 /L= —)L 200mg & 1 B 1 7] 14 ARXEROHESL (1 BAX
400mg $¢5) . 9 B HICAHA] 100mg & 0FH L7z & & AFIHIME 5K 63 2 0F i B 55
IZBITDH7 =2 FT7F =7 D Cmax X AUCint O KT HEEED LIZENZE 4 1.21 LY 1.70%
1 ThoT,

31 AU Cint O 28 (T I E 0D Mol AH B8 505 7 191 % OVOEFI B 505 5 Bl OFE I HES S B LT,

@ UI7rETY (AL CYP3AFER]) (FEDR-CP-002 &ER) %
RN 16 FlICY 7 7 > B2 2 600mg % 1 H 1[0] 10 HMKERE O ESE L, 9 B BIZAH
500mg # &G Uiz & & REEME SR 20 ERFICBIT 27 = RI9F=7
? Cmax % Y AUCint O AT EEE D HITZNEH 0.302 Y 0.19551 TH - 7,
31 AUCint O 5 (VR 0 He 1T AT B 505 16 51 O 4% 505 12 B o fs S S-S & B L 7=,

@ T77EL>YY (hFEED CYP3AEEX]) (FEDR-CP-002 itEg) 2
fEEERR A 16 Hllc= 7 7 E LY 600mg 2 1 H 1[0 10 HEERO#KE L. 9 B HITAH]
500mg & A& E L= & &, AFIHEMEZERICT 5 0FREERFICB IS 7 = RI9F =7

@ Cmax & N AU Cint DR EBE O IZ N F 4 0.715%1 K1Y 0.532%1 Tdh - 7=,
3¢ 1 Cmax D L EIEIE D LE T ASEI B 505 16 61 ) OV & 58 15 Bl OFERICESEHEH L2, AUCns
O AT I O FL VAT HI B 5 15 (] J OVOFFA #5014 Bl O RIC RS B L7,

® THYSL(CYPIADEE) A FF5J—IL(CYP2C19DEE) A T O—)L(CYP2D6
DEE) (INT12497 itE&) 27

AT ETEHRE B 16 HIICAK] 500mg & 1 H 117 15 HHKERAHG L, 16 HAIZI XY

J L 2mg, AAT TV =L 20mg, KA kT HE—L 100mg % 27 T /AHEH] & L TP

B LIz L& 07 7 VR BEME SR 2 AR AT GEROIZ Y T h AR T T

—b, ROA R 7 m—/L 0 Cmax DEMEAMEDHITZ LT 1.8251 1.12%1 KT 1.60
1 AUCint O RMEEEO T Z 2 h 3.84%1, 2.82%1 KON 1.77%1 Th o7z,

XY T AR O ANTIE P A KR



VIL.

EYEREICE T HIEE

%1 Cmax X N AUCint DT FEIIE DO IT T 7 T VIR MR 554 16 41 O R GRHT I 2T A (Cmax
13 'fﬁlj\ AUCinfS 'fﬁlj) N j—)( 703 j““/l/ (Cmax 13 {&‘IJ\ AUCinf 12 @‘U) N )( ]\ 7OD °—/ (Cmax 13 {&‘IJ\
AUCint 13 f) OFERICESE R LIz,

® >dx>y (PgpDEE) . OR/ARAF> (OATP1B1/1B3 R U BCRP OEH) . £ k

RILT Y (OCT2, MATE1 BT MATE2-K OEE) (FEDR-CP-003 &) 2

fEEE A 24 BIIZAAK] 600mg & HEFR O& 5 L, ¥ T¥ 2 0.25mg, 2 A/NA X F 1 10mg,

J A RV 1,000mg &7 TOVERAIE U CHBIREAO®EG LA L, 22T

JUSEF B P B R A ARFIGET R GO A% 0 m AR EF o A RRLS

> D Cmax D EATEIIEO LLITZ 4 0.989%1, 0.804%1, KN 0.880%1 T&H ¥ . AUCint D

SPEEEO IZENE I 111351 1.016%1, KT 0.9783%1 Tholz, B 7 7 /VHEAIHAR

P G0 ST A AKIPER GO A PRI DB VT T ADRMEEEO I,

0.642%2 T~ 7=,

31 Cmax 2 Y AU Cing D AT FIED Hel 3 H 27 5 /1 SEHN EAAE 55 Crmax % 24 6] AUCing ¥ =3 &2 7
B ANALF 2 22 FIRNA PV 23 B, DRI GBI Cmax 25 22 B, AUCine ¥ T 2 2 75,
0 ANAEF L 02 IR A RIS 18 B DFERICHES X HIH LT,

2 B VT T AOKMFEMED LS 7 T VK EME B 24 6, P& S 22 flofERICESEEH
L7,

@D EBZHEMPETEETILIZLESIaL—2ay [TYRATAD Y (BFEED CYP3ATH

EHD) 1%
AP EIIEE T LIC L DY I 2 b— a USRS, BERANCTZ Y 2w AT
500mg % 1 H 3 [AIKE &G L, AK 400mg Z#0FH T 1 H 1 [EHEEROKEERS L L x|
AFN A Gk D PR GRICB T 57 = R F =70 AUC IZZNnTh 1.85 KN
1.18 L HEE iz,

(V. 7. fHEEH] OHEZHR)

AFNOARSNEZERLOAEIZ, HEF, KAKIEZ 72 F7F=7L L T1HE400mg # 1 B 1 mEAKST 5, 722
B, BEOREICLY#EERET S, | THD,




VIL.

EYEREICE T HIEE

2. EYEER/NDA—F D

(1

(2)

)

4)

®)

(6)

FRIT 5%
REERTFE BN RBMEAT TlE. —IRIEREZED 7 7 2 A D RO—RPIOEFE 2 ZTe 2 1 73— R X
Y hETNVEMEM LT,

IR R 328 FE 7 3K
RESEHER B RRARAT I & 0 HEE S VIO E RIS, 1.67Tht Th o 72,

HEERETEL
B - L A

DYT7S R
REEE SR B REFRENTIZ L W HEE ST EFIRREETO R F o7 UV 75 A (CL/F) 1%, 13.0L/h
THol,

NHRE

RHEFIEWEREMATIC K W HEE S iop e a o 8= h A P ROSRIE = 78— h 2 2 b D AL
JORHEFREIZZENZI 311IL KN 1,460L TH Y . ZOAFHIE S EHRIREIZBIT 5 BT
DIIAARFEIL 1,771IL Th - 7=,

Z0t
MR L

3. BEE KEaL—>3y) @A

(M

(2)

fEMT A%

WEANE 1 ARRBR (TED12037 #&BR) . EANE Da AR (ARD12888 #BR) . VA4 AR ER
[ARD11936 #&2., ARD12042 &5, ARD12181 itk (JAKARTA2 ikBr) ] . KOVES I

B [EFC12153 i (JAKARTA iBR) ] T L= AFIOEBBRET — & (KA : 452 1,

3,442 JER; 1) 12D X | IERIIR G ERT T V& B\ CRHEER SR B REARAT 23 32 i S v 7z (f

MY 7 k7 =7 : NONMEMver7.3) . 7235, AA|IOFMENREIL, —RIEEZMED T 7214 2%

O—RWIGRFEZE S 2 22 /3— K X MET M LV ik & iz,

NFA - EFHER

LB BIFT OFER, 7 = R T F =T DIRNENREICR b R E2 KT T HRE &I &, KAEK D Cle

Thole, KELKOHEIT V2/F I8 T DM FRICHERILERTH 7208, V2IF D2

30% AR THDHZ EXOVAUC IZHEELE KFEZ ehrolc Z b | BRI L 72 558 % &

ETAREME IRV E B 2 5D, Cla i CL/F 2k 2 FMICAERERIEETH Y | BE
(CLer 60mL/min LA | 90mL/min #iii) & OH % (CLer 30mL/min B F 60mL/min i)

BHEREREE A A T 2 B HMMEE R Tk, BN ER g e RS L i LT, 7= T

46—



= =] g -
VI. EWEREICE 3 518 H
F =T OBBENTNEI 10% KON 37%HI L 7=,
—J7. s, MER. AFER ORHEEEIL 7 = R T F =7 OEYBHREIC 2 %2 KIE e FCH &
I E Tl 0o T,
BBRETINZETE3 7 RSFJDORBEREMIENNS A —2HEE
HeE T—FA T v THRfE (95%IFHEIXH) *1
I & 20 R
TVKA, h'! 1.57 1.64 (1.34, 2.05)
TVV2/F, L 311 313 (282, 343)
TVCL/F, L/h 13.0 13.1 (12.4, 13.9)
TVV3/F, L 1460 1470 (1190, 1790)
TVQ/F, L 45.2 45.2 (38.5, 52.9)
TVALAG1, h 0.265 0.265 (0.264, 0.321)
PV on V2/F*2 1.87 1.85 (1.40, 2.42)
Weight on V2/F*2 0.727 0.733 (0.3883, 1.10)
Dose on V2/F*2 —0.279 —0.279 (—0.502, —0.0672)
PV on CL/F*3 1.54 1.51 (1.23, 1.96)
CL¢r on CL/F*3 0.294 0.297 (0.157, 0.441)
AN e
A 1% T 25 )
o2, KA 1.07 1.09 (0.728, 1.54)
o2, V2/F 0.383 0.371 (0.247, 0.510)
o2, CL/F 0.255 0.250 (0.176, 0.352)
COVver-cLr 0.197 0.193 (0.145, 0.249)
= H)
o2 (Log additive) 0.201 0.194 (0.159, 0.264)
XK1: 7= PA Ty PEHRBIZZT— M2 T v TEHREICIVER L,
¥2: V2/F (L) =311x1.87 (PVOA) X ((KE/70.1) 0727x (f£/400) -0-279
%3 : CL/F (L/h) =13.0X1.54 (PV ®4) X (CLk/78.3) 0294
ALAGL : W Z 7% A &, COV : oy, KA WIGHEEH, Q/F : Ao a s RX— kA MEs7 Y
75U A, TV . V2/IF: Az odidea s N— KA AR, V3IF: AT oR = v 3—
kA > N OAREE
4. IR
LR L
(BE . ~UA, Ty AX, )
TR, Ty M AX KONV T =2 RTF =T RHEEIREARSG L&, 7= FTITF =73
RMDITHIL Z AU, Tmax 1 1.0~3.7 FEfil b, Mot NA AT XA Z VT 1% 17.7~3T% TH -
7~
5. O
(1) mi®—KEIFT @Bt 30
LR L



VI. EYEREICE 4 H1EH

(%)
HEME BALB/e ¥~ VA7 = RTF =7 % 40 O 80mg/kg =T 1 H 28], 1 @EMERD
BHELIELEED 72 RTF=TOMNREAZFHMOI LTz, ZOME. G THHIZBTS2 72 KT
F =T O/ IS ECEIT W T IO EICEB VTS 0.1~0.3 THo 7,
1M Sprague Dawley 7 v MMZ 7 = KT F =7 bmglkg % HiRIFFRN&KE G Lz & & iK1ty
Bobbid, ERIRNEEGRED 0 Y0 DR (Co) T 0.63, AUCo-24n T 1.18 ThH o7z,
MEED 7~ M UCHERR L7277 = RTF =7 25mg/kg # HEROKE G Lz & &, &5 4 Hf#%
DO MAES B ITMERE & © 59 0.4, 5 24 Biff141%. HET 7.6 L UOMET 8.7 ThoT-,

(2) ik —RRBEREFS @@
BRI L
(%)
Z v FORR - JRIRFBERBRICB VT, BREBIRELZOIN, I IRIKREORD K OVE &~ 58
REDT = RTF =T O « JBIRFENRBD LN TS,

(3) F~DFBITHS
BRI L
(%)
Z v FORR - JRIEFAERBRICB VT, BREBIRELZROIN, I IRIREORD K OVE &~ 58
REDT = RTF =T O « JBIRFERRBD LN TS,

4) BEHRERADBITH
B - L A

(®) ZDMhoEE~DBITHE

(hE AT —% . BEX12257 #Er) 32
fEFERR N EME 6 Bl UCHEGR L7727 = RTF =7 200mg ZHEREOKEG L-L &, &5 0.5~
16 #2123 2 F e o Mg/ HE R FE e i 0.615~0.753 TH > 7=,

(B3%)

7 v MBI D25 kA 30

1M Sprague Dawley 7 v MZ UWCHEGR L7277 = KT F =7 25mg/kg # B O&K G Lz L &
D7 = RTF =T OMBI e A— NTVF T T 7 ¢ —{EI L0 FHE LTz, #5 ST il
REITIECNTIRIN S, IRFLZRAMEARIZ A0 Lok, 13 A E ORI HIHA Lz, HIRE K ONH
LB N 2 bR KRR 30T 2 e BURREIR BE 1T, 1T 4 FEMZIZER O v, [RIRE R O T
B OEREE 31T DAk MAESBLEIE, 2 281 KT 111 Th o7z,

BIORERIZIBW T, HED Sprague Dawley 7 M UCHE# L7277 = KT F =7 25mglkg %

HERE A s L7 & & B RIBROMMR D M 23580 b,



VIL.

EYEREICET SEHE

HEME Long-Evans 7 v MC MC IRk L7277 = R 7 F =7 2bmglkg #HiHE &KL L, R (5&
) | RA OF BB DMk E e A — N T AT T ¢RI K VMl Lz &
A, Bh 4 RIS, IR CEWSTRERE A HE S, B (589 KOG AL E T
JEDRGTREIREEDHIE S 7, 5 168 IEfifZIC, IR (5 E 5 ) 2R 2806581
FEAEHER L, IR (5851 2B 2B GHEDOHI-EINITN 41 B Tho7o, IR (5
E ) OfAElX Long-Evans 7 v b Tidid H 72723, Sprague Dawley 7 > h TR 5
e oz,

(6) MBEHEESERD

6.

b NMIEE Nz invitro SEERZENTRRER (2T AR 10,000ng/mL O L E T = KT F=
TOe MISEY R FEERIT 92.61% CThoTo, o, T2 RTF=TIEEIC o 1EEMEREZ >
NTBEITREA LT,

Xt

(1) KRBEBERUCABER MEAT—4) @

REEBALIFZTE L LT E Z 2 b5,

SMEBEREER A 6 Bl MCAEFR L7727 = K79 =7 200mg Z HERE 085 Lz & &, g o
FERNIREAR T, MIEPRIBNEED AUC O 80% % 5 7=, IMHE T # 3y BE g
BO 10% %82 2RI eroTe, REMEOEY R Y FUFFHEARTH S SAR317981 A FE
BREBR PR TH Y | BEGTHE AUC OF) 9% % H 7,

Qn OO Ay Qn jogge
> X ¥ [bla] %% 1
#iE[21%] .

Qr‘d\/@’ A ,@T,}\,O' K)TZ\QT‘A it [2.0%)] ?Szgu[n%]

A l T o IQA%] 3 1M 3% (blq)
Qr 0\/\”\5 2 SAR3|793| gﬁ:g [blq] i 1.5%)]
Sreideds 4 | ) Q00
eem;
REEH P PN g NSNS
¥ [blq]
SN “
TFLEOUS EORIE RS oo g #am[21%)
14-SAR318031 ﬁ‘@m[\gil[%}
A ~ A e 2 Ao
Q /@/ Q s Q\,G\Q QYAQ ,O\IZQ/
h’ 17 Mm% (bla)
4 ¥ [blq] #(5.69%) 21b
P i (229%] e
A #im(1.19%]
[ > O
mm[m )
L] & (%) &Y. HEl %] 1%,
SO0 0y 0-192/240hK VTR 5 KRB (i
GO — B 5 QI:A 0 FNEREROTFHRS 67T,
SAR302503 mﬁ[w 8%] TAGOE{E 10 3% [bla) P
#9(26.1%] #em(1.2%) AITFAEOYS Y BOBIL

> o g% {bia] Citert-7 A %
108 [bla) “ter! NEDIL
TAGOE 1L 1-sARaITIO8 e [“I 0% a e [bla] D:1FDRETORRH

R4 oBong A SRR

l e __ 5 ,@T»\,CF‘AQ — SQT,‘*,O"’\O N
l (o]

tert-TFILEDBIE 16 8ol (AFN-S7 2= NV TSITIY)
[):gtizny
il 3] biq EH FHAE




. EYEREICEEY 5IEE

(2)

KBI-EAET 8% CYPH) DN FiE. F5F

1) 1’ca§ﬂﬁ%§% (in vitro) 9

b hERSERAE, B MIFI 2 Y —Aa, KOt MEGHHETR 2 CYP Xt FMO B3 % A=k
BROfER., 7= RSF =7 0% 1 F{HICIZ CYP3A4, CYP2C19 T FMOS 23B5. L, £&
LT CYP3A4 NHEHTHZ ERENT-,

2) REEEREE (nvitro) ¥

3)

)

4)

E M7 Y =22 HVWTHRF LERE, GREDOY = F7F=7Tld CYP2D6 KO

CYP3A4 ([CHFEEDENZ b, ICso fEIE 25 u mol/L #8 Tdh » 7275, CYP1A2, CYP2C9.

SN CYP2C19 (2t L CHAZE 2 B E 2 R S22 o e,

BIOKFTIX, 7= RZF=71% CYP2C8 (Ki 50.4 M) . CYP2C9 (Ki 26.1 . M) . CYP2D6
(Ki 10.1 M) Z a[ifgIcflE L, CYP2C19 M Y CYP3A4 (ZxF L CIXlf MK fFHY 72

mechanism-based inhibition #7% L7z, CYP1A2 ZOXCYP2B6 X7 = KZF =7 100u M T

H BHE=RD 50% AT Tdh > 72,

REEERFE (in vitro)

7= RT7F=7128K D CYP #FHEERICOWT, FF—3 kDb MFMIEZ HVTHRE L
72, B MNFMilaEZ 7= KZ7F=7 0.3, 3, 10, XiX30uM T 1 H 1[0l 3 HREMLEE L7z & x|
CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, KU} CYP3A4/5 {EMEDEEMITFRD S
o T, MR TIX CYP2B6 Zfr< CYP IEMEDIR F 23388 Hiv, CYP2C9 T CYP3A4 1%
PO NI K FRAFIC L D2 b D B X b,

T, 7= K75 =7 CYP1A, CYP2B6 &1 CYP3A DOEERILME K U5 - RELOFHEE|C
W KT AREMEIC W T, R —3 kot MFMEEZHWT, 7= RZ7F=70.1, 1,
5. 10 & O 20pM DOYREE TR L7z, £ DfEHR. 5pM £ T CYP1A KU CYP2B6 DE%FRTEM:
XITBEFREOFLITRD DR o T, —J7, CYP344 BAZ T HBUTRERAFRIHML
7273, CYP3A @%%#ﬁé@%@% RO LT, & NS —THEKRFNRIEHIR T 2580 i,
ZOETET = RZ7F =70 CYP3A4 IZx3 2 RFEKAFRIBAFIC L 2 b D L E X b,

DEEBHROHRR VT OHE
R L

REYOTFHEDEERVFEMLLE, FHELE
A ER R L

Bt

(HE AT —% . BEX12257 #fr) 2

fERERR A B 6 Bl MCHEGFR L7727 = KT F =7 200mg % HERE O &5 L1z & & bheramEiy
BOVEITEGED 82.1% CTh o1z, EELPEIREIIEME TR TH Y | BHED 76.9% 1
FAFPIT, 5.15% 28RS S 7=, FERTT O REIR B 13K < | & FIRA T XIXF AR T



VI. EMEREICRAT SRR

boTe, PRt SHIZIBERED EERTIIARELARTH Y | FME P LR TICHEH S e RE IR
FENENEREGED 23.3% KTV 29% TH o7,

8. FIURKR—4—IZEAY 518k
in vitro 5 %7
Caco-2/TC7 Ml T v A ZHWNTHRETLIZMEER, 72 RI9F =7 1L P-gp DIETHD Z
ERREINT,

9. BNZHFIZLBBEER
BRI L

10. HEDERZFTHESE
(1) BHEefEEERE (POP13449 HER) BWEAT—%) @

Hh A5 B R ERE S R (CLer 30mL/min LA_E 60mIL/min Ai#5) 9 4 OV B E R (CLer
15mL/min LA |2 30mL/min i) 8 8 ONC H 45 B Mo OVER B R A e b 2 A8 L MR . A lim S DM
B4 %S S fER A (CLe 90mL/min LI E) 19 #1iA4H] 300mg % IR O # 5 L7 & &,
FERER T X 5 H2 B J OVER R R AR O AUCint O (T EXIE DI, 7= KT F=
T ORIRE FEATELOIERE G E G oERE) TEAZN LT KT 1.87% JERE AT T 1.08
RN 131 Th o7z,

% AUCinr (FRUEEE - FHEREATE) ORTTHIMOD HIZLL F OB LS EFH L=,

- PEEEER S RERE R - BE 8 B, A 4
- B HERERE B - B 6 . fERRRR A 5

(2) FFigeEEEHRE (POP13450 :HE& &% U FEDR-CP-001 :£8%) MEAT—4%) ¥

R FEITRERERSE AR (Child-Pugh 7338 A) 8 i, W4 fETHERERE A% (Child-Pugh /3% B)
8 BN ONC#RFE K OV 45 FEE A RE RS T2 FR A LSRRI, AR B OMAEE 2 )bIs S B 7R A (4% 9.
8 Bil) 1ZAFKI 300mg %, HEAFHRERE RS (Child-Pugh 2346 C) 8 Bl O 5 AP H REFa
BENTHER, AR M OMRE & XIS S B 7oA 8 Bl AR 200mg % HiERE NG L7z & &
BEFERL T 9 D P SR K OV FE R RE R B3 D AUCint DMTEBME DI, 7= R
T F =T ORBETENLEI 10T, 1.14%, K1V 0.66%, FERHEF T 1.03%, 0.92%, K1 1.41
KT o,

X AUChe GRIRE « FEREOTE) ORMFIMEDOHIZLL T OFIEICES S FH Lz,
- RFEITHERERRE B A 8 AL fREERRR A T
- PAEEETHEREIE R - BE 8 B, fRERRLA 8
- FBEATREREMRE B - B 6 . fRERRR 8 fA



VI EYEREICREY HIEE

1. Z0ith
AR L



. &£ (FRLDIESF) ICEJTHEE
1. EENBELZDER
1. %
11 AHIE, BEBCHANGTE ZERBRICBNT, ENBEEEHOARITH LT+

BHHE - RERZFOEMDL & T, FFDIRSHNEY LB SN SEHICODVTOHES
$THIE, T, RERMRKICKLL. BEXIZORKICAMNERVERMEEZ+2 (28
L. AEZH/THhoREZRBT S &,

1.2 FEDTEIZLKY, DLy TRHEZECEEGENER L. ETIZE o EHIAH
HEEINTWS, RFBREPRVCBEICIE CTEAFREFCES S VB EHFOREZTSC
&, MRABELDELZEDOT. MREFHEREZECEZEONRBEIZRCEHEL. BEN
ROLNBEICE, AFORERIEFOBEINGHIEZEITI L, [7.3, 81, 1111 5
B

1.3 FFIDIFEICEY, RMMEFOEFLRREORBENRESA TS AL, +7EH
BEIIGERPEOREITTET S L, [8.2, 9.1.1-9.1.3, 11.1.2 BE]

(fi=3)

1.1 AANL, PUEMESEHICTH Y . AFIOMAICE L, BHE O R K OV I HEE O#LS
P LEIRERICOWT, FHFEO R HE U TRRE L7,

1.2 BRHBRICRB W T, U=y FELZ B EERBENFEL L, T - RERID #E
SINTNDLZEND, FRICEREZRTT-ORE LT,

1.3 ERRABRICIB W T, EEREYYENRE SN TWDH Z b FRICHEREZIRT 72O E LT,

EERNELZNDEH

2. R (ROEBFEIZIEIEBESELEWLNIE)

AHN DB T3 LI BUE OREERE D & 5 B

)
—HREYRTEREIH L LT, AFIORGITR T D ISBIE OB DO & 5 F 2R L L TRIE LT,

REX (I RICEEET S FE LT NDER
(V. 2. eI RICEETERE] 22RT52 &,

RAERUVRAEICEEYT 2FE L TDEH
V. 4. BEROARICHEES 5 E8E) 2230752 L,

BEELGERIIE L ZDEH

8. EFELEARNIEE

81 EX#IVB1 (FT7TIV) ODRZICEV Uz V= TIRIENRHLDONDLZ EDRHHDT, K
HoOEEIZHTz->TE, UFOFHEIIEETDHZ L, [1.2, 7.3, 11.1.1 ]

8.1.1 AHOEGHEANCE Y IV BIREAIET 22L&, X IV BiORABEO OIS
BEIC LTI E X Iy Biffif 217, X 22 BriRERREIE T 5 £ TAAIER G 2 Btk




. &£ (FRLDIESF) ICEJTHEE

LW &,

8.1.2 AHFFEEHIZIEF I BiROAIOEZITV, B X I 2 Bl KZIEDFER I EEN TR
DOENDLGARE, RESLTEXZ IV BiiBEOHTEEITY Z &,

8.1.3 M@, THI%ENOLEHX IV Bl RZAFIREEREEOEZ G & Z IRt &
L1z, HEFSUTIEER O TS ERETT 5 2 L,

8.1.4 MERNELE & OEEED T, MR FIER Z BT BHE OREZEEEBIET L &,

8.2 GIEMHIEMIC L, M. B, A A TR HIC X 5 RYESe B R LY 8 38 Bl
FEAT 22D D, HRUANVA, FBEERFEEET2B8EZNNH LD T, KEIHE
BAZHeSL o TR U A NV #EEOREOF 2R L, AF OG- BH AR 5E ) 72 /L
EOERN A BT H 2 &, ARG PIEYYE ORBLOIEEIC 2 EET S 2 &, [1.3,
9.1.1-9.1.3, 11.1.2 ]

8.3 HHEMHI N & LoD Z LN D DT, RAIDOFG-BH AR K O G- I3 E IR ML ik i A
(MERFRE, BiMmERE%E) 2170, BEOREBE+DICBET 52 L, [11.1.3 ]

8.4 IFHEREREENRH LD Z EBRH LD T, KFN O GBAGHT & O G-I X E I TR
EEITO 2 &, [11.1.5 ]

85 REIVERNHLLNDZENHHDOT, RORFOEREZEMICHIET L2 L, £,
RO B DR LNIGEITIE, HONCEREEEZ2 T2 L ) BEZEETH L,
[11.1.7 &R

(fi#z5)

8.1.1-4 [REMBRICB T, Yo b=y FIENRE SN TWD Z b AAIOF /iM% O
HHICHE LD RS HEZHE LT,

8.2 AKIOGEMBIERIC X 0 EYYEZ R TE(L S B8ZNNH DL 2 Enh, EEREL
g 7= E LT,

8.3 HARRBRICEBNTC, BEHMHAMEINR WD Z Enn, RHOBK &K O] 72 /L E 25 U
LNDEIERE LT,

8.4 AERBRICB VT, IFEREREENRE SN TND Z Enn, BHOZK K ONEY) 7L E & 5%
Ubhd X IsE LT,

8.5 AERBRICEBNT, SEIERNHESNTND Z D, BHIOZK K ONEY) 7L E & 5%

Ubhd X IsE LT,

6. HEDERZHIHBBICETHIER
(1) E6HE - BERZEOHLEE
9.1 At - IERZEDOHLESE
9.1.1 #HEROBREE FIHEZOBREEROHIBEFERVHEEL Y b LEAERTROH
5BE)
A LSBT AH D, [1.3, 8.2, 11.1.2 &H#]
9.1.2 BEgE (BUME. K. DA I RBREE) #86H#LTVDESE
EEMHERIC LV FREZELI T2 8ENRH 5, [1.3, 8.2, 11.1.2 &#]
913 B R VAINARFY I 7ODREXIIBREREE (HBs mlRIZME. 5D HBc ifAXI(E
HBs A& 1%)
BEFR A NADOFIEHELIZ L DIFRBH bbb BENRH S, [1.3, 8.2, 11.1.2 %




I. 2% (FRLDIESF) [CEYHIEE

iy
(figahn)
9.1.1 ARANIOGEMHEMERIC LY | EEOBRREE I CBWTHEEZIRIML I BEZnndH 5 =
D, EEMEAETTZORE LT,

9.1.2 ARAIOGEMENERIC LY | EYPHELZBL ST BETNRH D Z LD EEMLE AR 72
WERE LT,

9.1.3 AFIORIEMFIERIZL Y, B BFR YA NV AOHEHELIC L 2FRD™ S bbb BEN
WD Enb, EEMMEAZRTTZORE LT,

2 #%lé ﬁ%%%

921EF #%Enwﬁéﬁ%(Cmmammmuismmmm*ﬁ)
AR OBMAEZHET S L L b, BEORELZ XV EEICELZEL, BIEHORBEICT
SEETHZ &, AFOMAREN LH- L, BHEA R HbbvdBENNH D, [7.4,
16.6.1 2]
922 FEENEHREEEZTDHDSEHE (Cler 30mL/min KL L 60mL/min i)
$%®h Ex L VEEICEE L, AEHORBICHSEET L2 &0 RAIDMAPEREN I
L. BWERAD B H bbb baBENRH D, [16.6.1 2]

GG
90.2.1-2 HJE FEEOBHBIERELZ AT HEEIARZEEG Lz & & BERAICH~TAUCin
NENEFN 18T E, 1AL FITWINLI-Z &b, RE LT,

(3) FFigpEfEERE
9.3 HTHEEEERE
9.3.1 F@H% EEED & #% (Child-Pugh %48 C)
BEOIRREE LV HE ﬁﬁb BIERHORBUC2EET HZ &, AAIOMHIREN

L. aa%”ﬁﬁﬂb)é’ﬁ< bobhbBthndbsb, [16.6.2 M)
(i)
9.3.1 EHEDITHEEREEL AT 2EEFICAAZRE Lz & &, fEMRAICHT 2 AUCKt DD
1.41 GEREAE) TholzZ b, RELE,

(4) 45EReEHI D&

94 ANEREZHT HF
PRS2 ATRETED & % MR, ARG R O 54 1 5 H IR W CGEIE S 5 440
FVE R ONE G 22 A I DWW T 5 2 &, [9.56 ]

(fiFan)

FERRARFER (ZIB W TR « IRIRA~DZEFBO BN TNWD Z &b,

71’;0

%
H

(6) 1Ei&
9.5 B4R




VII.

T2 (ERLEDIESF) ICEHAI HIEE

(6)

(7

(8)

PR SUTAEAR L TS ATREVED & 2 MBI G- LW Z E AR E LV, BiER (T v
N T, HRARBREEEOK 0.08 f5ICHE T DGR T, It - IaliENE GERBRIBREHR O
ML RREAREOEME, BHAROEIBHERN) @O 50 TWD 1.2, [9.4 2]

(L)
FERRRRBRIC B W TR « JRIRA~DENBDO LN TWNWALZ EMD, RE LT,
RELIF

9.6 &I
A LRI EREE L, AFIDBFIHIBATS 2 /REMER H 0 . FLEAHIT 2 L TK
Al BB L5 E, WRICEBRENEALZER T 28 ThrdH 5,

(fiFRL)
AFDOHNBATEICET 57 —Z 1300, LWRICEERZ KETRENRH L T-ORE LT,

INR

9.7 INRZE
WG & U REER T30 L TuvZeuy,

7N

(figa)
SN 2k G b U T B RERBR I T FEHE L T = N EBE O M K O eI B A E
ITELN TN EnbEEL,

SEEE
BRE STV

7. HHEER

(1)

10. HE/EH
AAFNE, FEIZ CYP3A TR S, —#iL CYP2C19 Iz L » T R#@f&ansd, 7=,
AFHIX CYP3A, CYP2C19, CYP2D6, OCT2. MATE1 ¥ ) MATE2-K (Zxf L TR
EERZ 7T,

HRAZZEZDER
BRE I TN



. &£ (FRLDIESF) ICEJTHEE

(2) HAFELZDER

102 AR (BFRICEET S L)
S|4, BEPRIELR - HSE 1 W - f A 7

3\ CYP3A PR
URFEN, A bTaFT =
77V An~ A 5
[7.5, 16.7.1 ]

AFNOBEIER BRI DB
NHDHDOT, DAL O
JIXFTREZ2BR © ey, JRU
CYP3A BLEMER D 72\ ERA~D
REZZBRTHZ L, R0EET
BERT A AICI, AH AR
HEEBIC, BEOREAZEEIC
Bl BWERORBLC TR
THI L,

B DEAFIH CYPSA A PLES
HZ L&D KB MR
ERFDAEEERS D,

R B o CYP3A 7> D 58 W
CYP2C19 [HEHA

T)aF—)v

[16.7.2 /]

AFNOREIWERRHERE N DB Th
WD DT, BEOREEZEEIC
B L, BERORIUCDER
T5HZ L,

Z)aFy— i CYP3A KON
CYP2C19 #[EIFFICIHES S = &
&Y. AFIO MmN EH
LHREMEN D D,

TR TR O CYP3A #58A|
V77, 7= b A0,
VD20 e A
[16.7.3. 16.7.4 &M

AHFNOF DT D I
»H5H DT, CYP3A FHEIEH D20
HEN~DONEEBETHZ &,

TS DIAN CYPSA ##FHE 4
52 LT E D ARHN O M AR EE A
KFTDARESER S D,

CYP3A DI & 70 5 HH|
SEVSTAN T HF =)L Y
T T N
[16.7.5 /]

CYP2C19 OIE L 74 5 3 KAl
FRAFITS =), T T
—)b, DTN
[16.7.5 &=/]

CYP2D6 O FEE & 7 B FHAl

A RFou—, TIR)TTF
Vo, 72V
[16.7.5 Z[R]

OCT2.MATE1 ¥ * MATE2-K ©

B DK ORINER A HETE S U
LBENRHDDOT, BEDIRKE
ZHEEICBIZ L, BIERAORIIC
TAEETS &,

AHKIA CYP3A ZFHET S Z LT
X0, b OO MR E A
LRI LAHREER S D,

AFIH CYP2C19 Z#PHETH = &
WZ& 0. S OIEK o i
N EFTHRREMENRD B,

AHKI CYP2D6 #[HETSHZ &
IZ& 0. s oK o i R
N EFTHREMNRH 5,

AAH A OCT2. MATE1 K O

B L 70 B A MATE2-K #HESTHZ LI X
ARENALI, a7 D, TNHDOIFDOEI VT T
R4 AMPME T I B AR B D,
[16.7.6 /]

(fiFsn)

SRR B AEF 7 Wit U 72 G PR 5Bk I OY i vitro

Bl{EH

AR DRI D S RBUE LT,

1. BIEA

<Eo

ROBWERDR S LoD Z B HDT, BEE DTV, BRENRD bNT-HEICIT
BehZ2mib4 2 7 St AuE 2179 2

() EXGEMER & HER

MAEXRGEMER

1111 BNE (=T REZD)
EX Iy Bi REZWCEV V2= FMEZ ZLMIERHHDOND ZENH D, AHIHS

(0.5%)




. &£ (FRLDIESF) ICEJTHEE

RO 544 T 12 13BE OMRREZ +0 I BIE2 U, EENRGH, IRERESEE (IRIE. HE5) |
AR, $5EL, FOIEREE S ORE 2 5 5 TR 23580 DN HAITIIARIE L, B4 I v By Al
DOFEARNSUIFH AN B GO BEE @& 21T 5 Z &, Fo, MRNEHE L oEED T, 54
# MRI RS2 95 & L bic, ARG R IFZEO@EY A wisat4ro 2 &, [1.2,
7.3. 8.1 BM]
11.1.2 B
fige (1.8%) . MUfiE (BEEARR) FOEERBYUIEDOFRINHE SN TND, KEIES
PR OG- THRIZBEEOREEZ+2Ic8igEZT 2528, [1.8, 8.2, 9.1.1-9.1.3 & #]
11.1.3 ER&INHI
Zif (36.2%) | I/ MR (20.8%) | I HERED (5.4%) B LD ENRHDH, [8.3
2]
11.1.4 Hm
AR N A PSR BESR (0.6%) |« ESVHILE HfL (0.6%) &R LD Z b5,
11.1.5 FFHEEREE
AST (3.6%) . ALT (7.2%) #MAEED HFEREREE RO L bNLDLZ ERb D, [8.4 ]
11.1.6 FEMMEE GEERH)
11.1.7 RESEX (0.9%)
(8.5 & ]
(fi#z5)
AR OEFEFEET —4% > — bk (CCDS) . KRB, CEEOE IR S EHRE LT,
FEOUEE T, ENE /TR (FEDR-MF-003 #5t) | M EIMRRE: (EFC12153 ER) M
O TARARER (ARD12181 #lik) DRIWEREFHERICESEF#E Lz, AL, 11.1.7 HITD
WTIE, SEIBERNDERETH D Z L EEE L, FEDR-MF-003 55k Cid X 0 EH0BHRYRH

EHMWEREHZT->TWD,

(2) ZDihDFEIEMH

1.2 ZDHDEIER
5%LL E 5% Al SR AR

5 THI(52.0%), L (50.2%), | BER, WILAR. EIEEW

Mt (35.7%) . PEJE. (HE)
TRER SE FEIMED EV, R R4
R % 5 FESE
Rt U R —E N 7=V, &AL

M e

B e Ly F = 48N HE R IR
fh - B R e, AW, PUIBOR
IR 2 1% PR
JRYE PR 6 i
M s
Z Dt % 57 (REBEN, WS IHE

(figa)
AR ORETET —H 2 — T (CCDS) . FKRERAE M OB OB AR SEHRE LT,
FREBEE X, BN /175 (FEDR-MF-003 358) | /s EIIAHRS (EFC12153 3ER) &

OS5 ARER (ARD12181 5R) OREIEMERHRRICHE S &Rl L7,



. &£ (FRLDIESF) ICEJTHEE

SRR

MEMNSE [ /I#55R (FEDR-MF-003 i#ER) DEIVERAFEIRKR

(X %] 400mg BEED £ Grade T 1%L EHI])

AHIFE (n=28)
SERIIRSHE (SOC) /EEAZE (PT) 4 Grade Grade 3 PA L
n (%) n (%)
DL7pd L b 1 HROFWERNRD b s 27 (96.4) 22 (78.6)
MEFR LN v GRS 20 (71.4) 17 (60.7)
E=qin 17 (60.7) 15 (53.6)
M/ NSRRI E 9 (32.1) 4 (14.3)
I BRI E 5 (17.9) 2 (7.1)
U RERIME 3 (10.7) 3 (10.7)
H if BRI E 2 (7.1) 0
U L SERBEINGE 1 (3.6) 0
B ke 15 (53.6) 1 (3.6)
TR 9 (32.1) 0
M - 4 (14.3) 0
GV 4 (14.3) 0
JE B A PR 2 (7.1) 0
F PNz 1 (3.6) 0
+ ZIEES 1 (3.6) 1 (3.6)
EREE ) 1 (3.6) 1 (3.6)
B 1 (3.6) 0
[ES 1 (3.6) 0
b EBYE AR H i 1 (3.6) 1 (3.6)
BB L OYREERES 10 (35.7) 1 (3.6)
B p e b 5 (17.9) 0
i P R B 2 (7.1) 1 (3.6)
BIR 1 (3.6) 0
BEE 1 (3.6) 0
TG 1 (3.6) 0
Rtk L OREESE 6 (21.4) 4 (14.3)
JEEIE: AR BEE (6 A 4 (14.3) 4 (14.3)
) U A IE 2 (7.1) 0
e PR T L JE 1 (3.6) 0
& ) R ME 1 (3.6) 0
AR A 7 (25.0) 0
Ko LVTF=r e I )T T AR 3 (10.7) 0
TI=UT ) TR T =T —E N 2 (7.1) 0
A e UL e 8N 2 (7.1) 0
SRERRIE R 2 (7.1) 0
7 I—EH 1 (3.6) 0
TARTGEX T I b T AT7 =T —BH 1 (3.6) 0
mfT7TNAY 74 AT 7 X —EHEN 1 (3.6) 0
Mz V7= 8 1 (3.6) 0
y=TNEZINKT AT =T —PHN 1 (3.6) 0
i/ N ER B 1 (3.6) 0
I IR BN 1 (3.6) 0
R R 1 (3.6) 0
FZJE RS KOV TR AR R E 4 (14.3) 0
JNOfEE 2 (7.1) 0
SEBE 1 (3.6) 0
BRI 1 (3.6) 0
EEEE 1 (3.6) 0
T - R IR T R T R 1 (3.6) 0
PRERBEE 5 (17.9) 0
BRI A4 4 (14.3) 0




T2 (ERLEDIESF) ICEHAI HIEE

KRR = 2 — 1 R F— 1 (3.6) 0
—i% - RHRER X O SEAOREE 3 (10.7) 0
EsReREa 3 (10.7) 0
S NEE R B 2 (7.1) 2 (7.1)
RS 1 (3.6) 1 (3.6)
JiFheE 1 (3.6) 1 (3.6)
B R B & O Ak E 2 (7.1) 0
i e At 2 (7.1) 0
DM 1 (3.6) 1 (3.6)
DRA 1 (3.6) 1 (3.6)
JRYYIERS & OV HUE 1 (3.6) 0
il P ¢ 1 (3.6) 0

MedDRA (ver26.1)

Grade H|ElX. NCI-CTCAE Hi#EIZHK-3<  (ver5.0) .

T—2Hy hATH 2023410 H 5 A

WENENMEGER [EFC12153 ;AR (JAKARTA RER) 1 OEMERAFRIIKR

(A E| 400mg B2 MD £ Grade T 1%Ll EHI])

AF| 400mg # (n=96)
SERIIRSHE (SOC) /EAZE (PT) 4> Grade Grade 3 UL |
n (%) n (%)

Dl d 1 FHROBWERNRD bk 86 (89.6) 48 (50.0)

B E 79 (82.3) 7 (7.3)
THT 56 (58.3) 4 (4.2)
HL 56 (58.3) 0
Mg I 39 (40.6) 3 (3.1
3] 8 (8.3) 0
R 5 (5.2) 1 (1.0)
R 4 (4.2) 0
LA B 3 (3.1 0
3 3 (3.1) 0
JE A PRI 2 (2.1) 0
R AL 2 (2.1) 0
M N RZIGE 2 (2.1) 0
VHAb 28R 1 (1.0) 0
H Al e 1 (1.0) 0
=R 1 (1.0) 0
M P& 1 (1.0) 0
e AR 1 (1.0) 0
SR 1 (1.0) 1 (1.0)
Y308 1) 3 1 (1.0) 0

MR LY v RREE 39 (40.6) 31 (32.3)
f=qin 33 (34.4) 26 (27.1)
1 R A E 12 (12.5) 7 (7.3)
- HR BRI E 5 (5.2) 3 (3.1
U RERBDE 1 (1.0) 1 (1.0)

IR R A 32 (33.3) 9 (9.4)
TI=rT I NI UAT =T —EHE 10 (10.4) 2 (2.1)
U X—E 9 (9.4) 4 (4.2)
M7 v F =B 7 (7.3) 0
7 I—EHm 5 (5.2) 2 (2.1)
TARTX VBT I b A7 =T —8H 3 (3.1 1 (1.0)
M7 vh Y 73 A7 72— 3 (3.1) 0
S /A =R s % 3 (3.1) 1 (1.0)
PREH N 3 (3.1 0
PRI 2 (2.1) 0
mA U o AEEN 1 (1.0) 0




. &£ (FRLDIESF) ICEJTHEE

DEX QT R 1 (1.0) 0
I P ERERD 1 (1.0) 1 (1.0)
I IR i > 1 (1.0) 1 (1.0)
I R N 1 (1.0) 1 (1.0)
kT AT 2 F—BHIN 1 (1.0) 0
—i% - RHEER O GEMORE 17 (17.7) 5 (5.2)
i} 9 (9.4) 4 (4.2)
S 5E 6 (6.3) 1 (1.0)
ES 1 (1.0) 0
PR J P 7 e 1 (1.0) 0
AN P i 1 (1.0) 0
230 1 (1.0) 0
KIYVENERE 1 (1.0) 0
F2JEFS JOVE T AR R 15 (15.6) 0
FE R REf 4 (4.2) 0
BT 3 (3.1) 0
JHEE 2 (2.1) 0
95 2 (2.1) 0
BT Hiaf 1 (1.0) 0
ZITIE 1 (1.0) 0
SR 1 (1.0 0
O PEIE 1 (1.0 0
PHMT O PEIE 1 (1.0) 0
SEBE 1 (1.0) 0
BER E 5 1 (1.0) 0
N R L4 1 (1.0) 0
B2 R F1i 1 (1.0) 0
B3 1 (1.0) 0
PR R IEE 14 (14.6) 0
BIEpE 6 (6.3) 0
FRENE D F 5 (5.2) 0
BRE A4 2 (2.1) 0
HEE S 1 (1.0) 0
S SRR 1 (1.0) 0
At 1 (1.0) 0
HiJkD & B FEE 1 (1.0) 0
R L O EE 9 (9.4) 4 (4.2)
U v A IE 5 (5.2) 2 (2.1
R PR I I fE 2 (2.1) 0
BAEER 1 (1.0) 0
w7 27— e 1 (1.0) 0
&) —YIfgE 1 (1.0) 1 (1.0)
B~ 7 3T AE 1 (1.0) 0
&Y gE 1 (1.0) 0
1&A v A IfUE 1 (1.0) 1 (1.0)
B &R & O Ak 8 (8.3) 0
ipE 5 (5.2) 0
‘B 2 (2.1) 0
A B AE 1 (1.0) 0
VU 1 (1.0) 0
JRYYIERS X OV HUE 5 (5.2) 1 (1.0)
KB Sk 1 (1.0) 0
AR R G iE 1 (1.0) 0
Al o 2 YE 1 (1.0) 0
WHEH A 1 (1.0) 0
fiti %% 1 (1.0) 1 (1.0)
DR B RS Y i 1 (1.0 0
FEIY 2R, MOERE K ONERR e 5 (5.2) 0
I ] 2 (2.1) 0




T2t (EALDIEIESF)

ICEA9 SIEHE

Ik 1 (1.0) 0
S i 1 (1.0) 0
< Lk 1 (1.0) 0
S ERER 5 (5.2) 1 (1.0)
I 3% LA g a5 5 (5.2) 1 (1.0)
DN E 3 (3.1) 2 (2.1)
R4S 1 (1.0) 1 (1.0)
DFEMEY g v s 1 (1.0) 1 (1.0)
PR 1 (1.0) 0
BB L OREREE 3 (8.1 1 (1.0)
aEEE 1 (1.0 1 (1.0)
IR R 8 1 (1.0) 0
IR 1 (1.0) 0
JHREE R 2 (2.1) 2 (2.1)
EE UL U INE 2 (2.1) 2 (2.1)
%% 1 (1.0) 1 (1.0)
Bk, Eikl X OSEMARHOHEY
Filas L O ) —F 5 A 2 G 2 @)
Ak A 1 (1.0) 1 (1.0)
i B e 1 (1.0) 1 (1.0)
R psE 1 (1.0) 0
H 1 (1.0 0
5, R X OULUE A HHE 1 (1.0) 0
PG 1 (1.0 0
FE R 1 (1.0) 0
i) 1 (1.0) 0
TR X O ERE 1 (1.0) 0
A4 1 (1.0) 0
il 1 (1.0) 0
\ETY 1 (1.0) 0
MedDRA (ver20.1)
Grade H|EI1X. NCI-CTCAE Hl¥EIc£-3<  (verd.08)
T—XHv hAT7H 201442 H 18 A
WENETHEGRE [ARD12181 8k (JAKARTA2 E%) 1 mEIERAHRTFKR
(AFNFED L Grade T 1%LLEFIR)
AAEI#E (n=97)
SERIRSFE (SOC) /EAZE (PT) 4> Grade Grade 3 2L |
n (%) n (%)
Dl d 1 FHROBWEHNRD bk 88 (90.7) 50 (51.5)
B ke 72 (74.2) 7 (7.2)
L 51 (52.6) 0
T 50 (51.5) 4 (4.1)
Mg - 36 (37.1) 0
i3] 8 (8.2) 1 (1.0)
XA 8 (8.2) 0
IEERE 4 (4.1) 1 (1.0)
LA R 3 (3.1) 0
N 2 (2.1) 0
H Al e 2 (2.1) 0
B A o 2 (2.1) 1 (1.0)
AN A& 1 (1.0) 0
F Nz 1 (1.0) 0
BILW 1 (1.0) 0
53] 1 (1.0) 0
1 f& 1 (1.0) 0
H e sn i AR 4 1 (1.0) 0




. &£ (FRLDIESF) ICEJTHEE

AT & 1 (1.0) 0
MR LY GRS 39 (40.2) 29 (29.9)
=gl 29 (29.9) 23 (23.7)
IR 20 (20.6) 15 (15.5)
M i ER s iE 2 (2.1) 1 (1.0)
Zy i 1 (1.0) 0
I BRI JE 1 (1.0) 1 (1.0)
JIELE 1 (1.0) 1 (1.0)
EEZNIINED 1 (1.0) 0
I ARYE s IR R SR B 7 1 (1.0) 1 (1.0)
R AR AR A 28 (28.9) 14 (14.4)
7 vy = 8 7 (7.2) 0
U S—E BN 5 (5.2) 4 (4.1)
TI7=2T ) R TUART =7 —BHIN 4 (4.1) 3 (3.1)
TANRTGEXURT I b A7 =7 —BH 4 (4.1) 1 (1.0)
7 I—EHm 3 (3.1) 2 (2.1)
I IR B> 3 (3.1) 2 (2.1)
RE D 3 (3.1) 1 (1.0)
mf7NAY 74 AT 7 H—BHEN 1 (1.0) 0
y=IINEIN T AT =T —EHE 1 (1.0) 1 (1.0)
U SERER D 1 (1.0) 1 (1.0)
TR EEH N 1 (1.0) 0
H i EREIE N 1 (1.0) 0
PR IEE 19 (19.6) 2 (2.1)
GHIE 5 (5.2) 0
FELE D F 4 (4.1) 0
K= 2 —a /T — 4 (4.1) 1 (1.0)
R4 3 (3.1) 0
MIE 1 (1.0) 1 (1.0)
RIS 1 (1.0) 0
TEHR 1 (1.0) 0
ML e 1 (1.0) 0
KRR = = — 1 3T — 1 (1.0) 0
—i% - 2HREER X O GEMOREE 14 (14.4) 1 (1.0)
9 55 6 (6.2) 0
0 E 3 (3.1) 1 (1.0)
EisREREa 2 (2.1) 0
iobL 1 (1.0) 0
VES AL I E 1 (1.0) 0
KR ERER 1 (1.0) 0
FEEN 1 (1.0) 0
G X OV Mk = 12 (12.4) 0
Z O FEIE 5 (5.2) 0
PHMT O PEIE 2 (2.1) 0
BB 1 (1.0) 0
AR 1 (1.0) 0
Bif 1 (1.0) 0
B 1 (1.0) 0
iR 3IN22 1 (1.0) 0
% O PR B 1 (1.0) 0
NE TR B ¢ 1 (1.0) 0
R 2R, MRS K ONERR PR = 10 (10.3) 2 (2.1)
I K] 5 (5.2) 1 (1.0)
BN 2 (2.1) 0
S i 2 (2.1) 0
Ja b 1 (1.0) 1 (1.0)
fifg 7k 1 (1.0) 0
£ 1 (1.0) 0
TR L Ok E 9 (9.3) 6 (6.2)




T2 (EREDEFE

F) ICEY 5EHE

RAIEER 2 (2.1) 0
&7 2T —YIE 2 (2.1) 1 (1.0)
&V —YIfgE 2 (2.1) 1 (1.0)
B R 1 T 2 (2.1) 2 (2.1)
JEIES A BEE (s A 2 (2.1) 2 (2.1)
5 IUB 1 (1.0) 0
&) T AIE 1 (1.0) 1 (1.0)
1K~ 7' %0 AUE 1 (1.0) 0
JRYYIE RS X OVEAE HUE 8 (8.2) 2 (2.1)
fiti & 2 (2.1) 2 (2.1)
AN IRE 1 (1.0) 0
MBS 1 (1.0) 1 (1.0)
SIS 1 (1.0) 0
fiti G 1 (1.0) 0
FERE R 1 (1.0) 0
R 1 (1.0) 0
PR Sk 1 (1.0) 0
BB K OV ARk 5 (5.2) 0
f e A 3 (3.1) 0
B 1 (1.0) 0
VR A 2% 1 (1.0) 0
)53 1 (1.0) 0
TS EREE 5 (5.2) 2 (2.1)
I3 LA g o R 5 (5.2) 2 (2.1
BB L OREEREE 4 (4.1) 2 (2.1)
BARA 2 (2.1) 1 (1.0)
SRR 1 (1.0) 1 (1.0)
i P R B 1 (1.0) 0
R pESE 3 (3.1) 1 (1.0)
ARE 5 B 1 (1.0) 0
IR BAR IR 1 (1.0) 0
720 1 (1.0) 1 (1.0)
B, PHRE L OWEAHE 3 (3.1) 0
A5 2 (2.1 0
T M E 1 (1.0) 0
FH H I 1 (1.0) 0
DB 2 (2.1) 0
B 2 (2.1 0
1 e 2 (2.1) 0
i JE 1 (1.0) 0
X 1 (1.0) 0
F X ONkEREE 1 (1.0) 0
EIERER 2R 1 (1.0) 0
JFREE R BEE 1 (1.0) 0
kT AT I —YIE 1 (1.0) 0
FE 1 (1.0) 0
NS 1 (1.0) 0
IR X O ERE 1 (1.0) 0
Fex g8 7 il 1 (1.0) 0

MedDRA (ver20.1)

Grade Hi£1Z., NCI-CTCAE Mz HE-5<
T2y A7 H 201442 ] 18 A

(ver4.03) .




. &£ (FRLDIESF) ICEJTHEE

9. BRRBRERRICRIIIFE

BRE STV

10. BEkRS5
RE S TN

. BALDEE

14. BRAEDIE

14.1 BFIRFFDEE
PTP clOFEAL PTP > — b bl ML CIRHT A L5 & 52L&, PTP > — KD
AR LD | OB EIEREASRA L, IR 2R 2 L THERIAR SO EE 2
BHEZFET L Z 0 H 5,

(fiFRL)
PTP 3L D HANI R 5 —AER & LTRE LT,

12. ZOMDEE
(1) BRAREAICED FER

151 BEREREARIZE D < [F#R
DIERFROY AV RFE2AT 588 v~vTFBEERIRE L JAK HEH N7 7>
F =77 = R OWESMERRBR O R, FEFHMIEE Th 2 FE L ME R FS (Major
Adverse Cardiovascular Events : MACE) M OVEM:EE (GEREIER EEZR<) OB
FIZHOWT, TNF [HEARCRHT 5% — Kb (95%(5#EIXH) 12+ 1.33 (0.91,
1.94) X1 1.48 (1.04,2.09) TH Y., 95%EEXMH LRIZTORE L TV I L~ —
> 1.8 il 2, TNF [HEAIRCHT 2 IELMENREES N o 7o 2 ERHE STV 5D,

(FifL)
DY X A% T —8 (JAK) BHEAIOBKEIZHES < Lathifdze BB L TRE LT,

(2) FFERERFBRICE D IFH

15.2 JEBGREABRIZE D < 1H#R
A XD 28 HWEREGFEMREBRICBW T, WABREEL FH 5 HE)N DB BIK - iR
DG IE « ZHE, fHEEMENRD bivT,

(fF30)
B EERIC VT, AR E ~DOENBDONTND I ENLRTE LT,



X. JFERARAERICEAT HIEHE

1.
(1) ZEhFIEHER

I ER

VI $EZh3EBUCBE 4 5 HE | OESM

(2) REMEBHARO

A , _— ,
@]Qfg%m?% B | B g
IDMALAE AT L F e
HEK293 #i 01 1 10
(hERG F ¥ R /LF&HL) invitro | 7 N 1C50=17.5uM
(n=2) 30uM
HEK293 #i 1 03 1 3
(hERG T ¥ R /LVFH) in vitro 1'0 \M A I1Cs50=2.1uM
(n=3~4) L
Bl F o F v ZATKT B 1Cs0 13,
hERG : 17.8uM., hNav1l.5: 10.8uM,
HEK293 #i 1 hKvLQT1/hminK : 20.6uM. hKv4.3 :
W% CHO #ika S vime |0-1s 1v 10 [3L2uM, hCav3.2 : 8.2uM, hKir6.2
(A FrFrxagxg) | " | 30pM /SUR2A : 2.8uM T 7.
(n=2~3) hKv1.5. hCav1l.2. hKir2.1. hHCN4.
hKir3.1/3.4 2% L Tix, ¥afL- B
FiPH T ICs0 ITITBIFE LR Mo T,
DA, MUE R, AU, RO
£ % - BIRIE) . & OLEET (PR, QRS, QT.
(B 4) #EH 120 6. 20melke | b oy o) 1okt B B D bR o
7=
AR AR SR I I E T B 28
N VEABIAIRL, (R, P RBER, [ RERRER
(7;7& 10) %JX:D 3. 10, 30mg/kg E&E%ﬁ@@&@ﬁaﬁ%ﬂ:i#féﬁg%%@ﬂi?ﬂ
: Lo T,
PRI I R
PR 3K ML A A (BRI pH., BRI
» X @0 |2, 6. 20mek Wese oy, BRI B LR FR DL, ~E S
(It 4) = v Oy SUMEIRE | e e pa R R ORI ) (2
X BEBIRO SN0 T,
Z DD FEIFHER

BARMAAR




X. JFERARAERICEAT HIEHE

2. &M
(1) BEEZFEEHRRY
Z v RO X & 7= LRl G-l 2 9506 L 7=,

BB T 108 0 55 e
(ME. Buie) el RS (mg/kg) (mg/kg) E72p
- =400mg/kg : (KN EARAE
(ﬁkéggg) @ ;2(0} 14886 600 >1,000 | =600mglkg : FH. BKEE. KR, %
’ W, RERAE
74X . 100%1, 100%2, . e e
(e 5 1) | 150. 200. 300 >300 =100mg/kg : WaM:, T, FEIRERE, #RIE

%1 BE5EREE 10mg/mL
¥2 BHHKIRE 20mg/mL

(2) RE/RSHHEHBR” Y

YURA, Ty b RO REMAWERERGEERREE R LI, ~TV A Ty b KOS XU
Mol U7e T2t i e LT, HhE (FBEMIiD - BREIER) KO SRk (i - 1%
Wi+ IBIRINEE U > /_ESE D U o SERSAD - AV - BRSE, U o SHRRZER) (ISR DET RSO b
loo Floo = VAT, BIRAMEZLN - 50, IEREAIIBIER, JEMR B IES., Bt -
B, T v FTIRDHE, B LG « $85E, A X TIaEr:, FEESRE (R - #6E) |
HTRET IR SE « 7w S — @R, IR - AESE RGO 2 « BIFEE RO bivlz, Tz,
A XTI, HEPEAGERR A~ DB L LT, FER LK - KR O MRS TE K 2 FE, A 2T
b bz,

B R FE& By
(M, %%/ | BEEREE | 5 (mg/kg/ (mg/kg/ BT
) H) A)

FETE X% 135 1 41

100mg/kg/H : 1/6 I, 1/6 M

200mg/kg/ H : 3/6 ft. 3/6 M

400/300mg/kg/H : 6/6 . 6/6

HAEEK T, MEAL, AR, FEERD - K

. ME, MRER - NEYE, BoE6 - &

. GALT -« /3o =/ LK U o SBREESE . 5

JEEU LS - R - IR U L SERIED - AR

R MR AR A 1 - BEBE ., RARE - s A

Rk . BRBEIRAE M - BEAE - RIE. MEEE S
T . MR RO IR A . FE MR B TR -

i Pofm | =00. Jete . WEERSAT b R AURIZE M {7, I
S =ER

e &1 JE

0%#1,
~ A 100,

o

B
T

B 19 ] A5 45

100mg/kg/H : Mm/MREEME, mH Y gk
B+ RIUIEY 0 R SO, I Rk T A K
200mg/kg/ H : BB EE, RE - AREHM
BEE, RMERE - ~F 2o v AR, L/
M Al DN B e, AR B,
DO, R > RERB | BT R
Jial 72 il {1 3




X. JFERARAERICEAT HIEHE

(M. B
%)

e s

e aes Ul

P h&
(mg/kg/
A)

I F M
(mg/kg/
H)

=iz

Z v b
(I I A%
10)

«

B
o

28 A"
+

14 A fH
[EKi)

0%1,
5. 30,
80

=b5mg/kg/H : (REAKM, mH Y &
=30mg/kg/H : AV Ly - ALT BE1H.
WEE R I+ MLBER - MR EE AL B BEAS TR R
i R+ RO - RS FRTRBE U o B U o HERR ZE N
Ml - BEREIREE U o S R AR BR IR T

80mg/kg/ F < (& {KIR , JEHE, fLH AST - ALP-
GGT sifE. Mg AL, BiiEE &8, i
NEAE bR AR AR R - $E3E - BRAEAL - BRI 2%
S i 7 92

(el 5 B PRI A4 T 1%
IRECH N e, Rt & ag i, i sk B = 1

Z v b
(A5
30)

1

6 % HIH

0%1,
3, 10,
30

10

=3mg/kg/H : MgfR - MR IR K 4
=10mg/kg/H : U > 7 SERERAE
30mg/kg/ B : (R - (REB N EKME, HHE
Il ek - ~E /vy~ b2V
v b BERERE . MR A,
ALT - AST + ALP - GGT & &

(8 # A B EAARF R
30mg/kg/ B : H'B B BT K, TR 1 e
AERRAE A, LR 22 & A

(6 #» A% ELAARF R
30mg/kg/ B : BB BEIRTE A, NELNE E 24K
il HTREIRA b e b e ok




X. JFERARAERICEAT HIEHE

(M. B
%)

e s

e aes Ul

P h&
(mg/kg/
A)

I F M
(mg/kg/
H)

=iz

» X
(A
3)

&

28 HH
+
14 HIH
ki)

01,
2. 5.
10.
40/30%5

L1935 4 )

40/30mg/kg/ H : 4/5 . 2/5 iff

M-, T, R, CREIRE ., IRERMEIR T, R
R ES R, @O BT, BEEE K-
BVVEREN, . R4y BARR . VREE. AR EREL - ~
FrOub e~ b7 Uy bR R I ER S
/CE - B i EREL - 47 HR ek - A ERER L -
IR R ER AR, BBk A E. i AST -
ALT - ALP. GGT -tV L v EfE, fd
WERIBE-TAT I AIG HIRE. B
BEASTZ B, RS BL B - RS B O RS T-E - Z K
TR, RG2S IR AR EENE DR i
B 7w X — MR K - BRAEAL - HAZ A
RAE, FFIRALE R R AR K - BE5E - R4S E
FE AR 3 ks 7L /NRAE BN, BB D o
T TRR - MG U SRR ZENE, ME MR
Xfig - B

T 5] 45 51

=2mg/kg/H : WM, T, #EE, REUEME.
L AST &fE. MRRZEME, B BRI Ak
=5mg/kg/ H : IR E 2 (XA

=10mg/kg/ B : EERME, M/ MEK - B ER
BAGAE, i ALT &fE, s &Ik iE, AF
(R34l SN
40/30mg/kg/ H - EEFEAXfE, IHEVEE T,
R, o BT, RS Rl - Bk
MEWG . SRy PHER . VEME, ZRIMEREL - ~E 7 =
vy e~ b7 Uy b MR AR ERER - B
R« M/ NRER - AT ER S - AFRREREL - 411
FEEREARAE, BLERS &, Mk ALP - GGT -
REULEVEME, PRy 78T
TV AIG IRARAE, RSN AE HETE - IEAE b
gl s =R Sy A SNPAY =y % E =5 ]

EIE & T

40/30mg/kg/H : BHEWE AL, FEE - KR b
R D MRS 1 | RGN 2SR IR IE A b B A
JAfER - G ERIRE - v~ v 7 7 — VR -
RSN - /NIRRT - RRAEZE AN R G T, AR -
RERIIE Y » /8 U v SHER FERE




X. JFERARAERICEAT HIEHE

(M. B
%)

e s

e aes Ul

P h&
(mg/kg/
A)

T
(mg/kg/
H)

=iz

7£ X
(e
10)

frgu

9 » HM

0%1,
2. 6,
20/15%6

5 A5 451

20/15mg/kg/ A : 6/10 I, 3/10 it

WEE, FUR, B, REREE. T, TEELMEK
. AT BN R, B, RIS, BE -
BVERER . EPAIR. @ & AT, IRk,
IR S Wik, &iE - §oHim - %5 - 12
PETG B R E G i AR Y >R EREE VB
B 15 AT SRR A 0 - 3 A R TR R - B ER
WAL, FFNE - NS 56 M T SRR A s 0 -
g, ARl NIBAE - /N DRI AE - BRAE R
R B 58 - AR 2E - BhIRBESESE | NHSERG IR
AR « B OZME - A, B S o,
NEAE RIBH U > S = - IR Bz o 28
M- A - B

S 1 5] £ 1

2mg/kg/H : WEM:, R, EKGE, REIEE, 18
R AR 1 BR K v e

6mg/kg/H : Rk - ~E oy - v
b7 Uy MEME, AIMERE - 4F R ERE - AFER
BREEAE . M AST - ALT i, g - v
TR & B

20/156mg/kg/ H : (K HE - B EKME. WP
ALP-GGT: 277V v@EfE, mh=aL 27
n—s . 77 I AIG iR

(3 » A %5 EALRR = B A

=6mg/kg/ B : JFHE/MEE - ORILE - R
FE 2 0 e B4

20/15mg/kg/ B : ‘B HEATHEA RGN, 3 i
fel - ERZERR I A, JFHRR - SRR 456 1 w7 0%
Jasghn, NS IR - /s R I - R 2E
el B, JF Rk - Rkt o1 3 i

(6 A 9% BRALAR = 0O )
20/156mg/kg/ H : B HERTSAB A0, 3%
fel - ERZERR I A, JFHRR - R 456 1 w7 08
e B - BESL 3

(9 A %98 BMAR RO A
20/15mg/kg/ A : B #f & il 5T BEAR s - &
AR AR B, IFRg/ MRS - /s BRI A - R
el 0 N PR - RO IR R 4 A I e b
hn, BShE i

¥10.5% A F Lt a— R KIEHK

ETHI T B REZB NGB b= 0, %5 3 HHE” S 300mg/ke/ H (&

FTROBENDL, BHEFHERITE D & -

R ORREE K OV OMBLE L= 2B 5, JHUERRER IRV M sz
HBEARFEEFTASRD N, B5 12~15 BAOHESEZHE L, &5 16 H B2 5 30mg/kg/

%2
%3
x4
%5

HACHE, MECIRmrbar Rasikie L7c/oo G 24 B A TRE& T & L, BUEBH~B1T

%6

REEEAICL 2 RHEZRNRD b, #5526 B A2 5 15mg/kg/ B I B




X. JEERREAERICEHI SIER

(3) FEinEMRAERY
I 2 AW 18R 22 A B (Ames) 38R, CHO fija % AVNT= in vitro Yeta R B 5 38k & O in vivo
Ty MIMERBREER LT, WTHORRIZBWTYH, 72 RIF =T IEBLEEEZ RIR-o
77

4) AR
CByB6F1-Tg (HRAS) 2Jic v 7 A (WfHER 25) 12, 7= R F=7% 0% 3, 10, LT 30mg/kg
T26WMHERRE ARG L, DSAFEMEZ MG L7, S & OB SR A ORI, 7= K7
F =T B 5\ BT 5 JEEMR A O R ABEE O ERITERD Lo T,
¥ 0.5% A FL L — A KA

(5) EEHRAESMHHER

1) ZBERVERE TCONHARERECET HERY

T v b (MERER24~25) 12, 7= RT7F=7%0% 3, 10, & *30mg/kg T1H 1R 0L
L. XML OEIRE TOMMIRBAE~DORELZ G Lc, M, ZRBATOTOA MU s
RIS RE6AR) MORE# 42 L C14EH GIHBEEOKENI21EB) O F i sai
AEC&E L GR&EG-HIH91~1420 ) . M, AZBELAT14 A 2> & AZEC I B & O AR B %
Zil U CHERTH £ TR G Lz (BEEHIM22~27AH) . WIFhof&TH, HES, 2R
1TEh, RREBATE B, ZIARE, EIRER O EFRERRIEIC 3T 2 W BIIRD b ho 7o, i
WD AFHEE e OV IR BE - WIS AR o %3 5 M 13 80mg/kg & I &7z,

¥ 0.5% A F Lo — A KRR

2) Bt - RRFEEICET 55MERR

® Sy rE-REREICET 2RERTEHERY
REFHT v b (F5HED) 12, 7 = F‘?v’“:f%:o* 3. 10, 30. K& 1U'80mg/kg THLHE6H
~17THICIH1ERAOES L, - BIRoRE I HOWTEHM L 72, 30mg/kg T
zi%rﬁ&%%ﬁﬁ%%@%ﬁukﬂé‘b%ﬁ@m&fﬁ{tﬁﬁ (mﬁ@ﬁ%ﬁ%f; L) MAH B, 80mg/kg
TIERHAENE GEIRFFAE, REMME, SHEOKT) 2N, FRERBIREORMN
KOG R EDOBE IR T RS BT,
¥ 0.5% A Frva— KB

@ Zv b - BREREEICEHT AR
iR v b (%HE25) 12, 7= F‘?%:?‘%oxl\ 3. 10, & 1'30mg/kg CTHEHR6H~17H
1A LERE O U, I8 - BRI OS54 RIE T B OV CRFfi L 72, 30mg/kg THEVLA
O, %*%ﬁiﬁ\@%éélﬁﬁmﬁﬁuﬁxzf BAVTz, R R VAR AR 5 MR B, 10mg/kg
EHMrENTz, 72 KT F =7 OEFERE (AUCo-24n) 1%, 10mg/kg 5 T419ng-h/mL,

30mg/kg #5185 T3,250ng-h/mL T, KRR RE*20040.014% & U10.08(% Th - 7=,

¥10.5% A F LBl a— A KKK

%2 VAN T AR (1203 73A8k) . EINGE ITHEEER (128887 5k) | iS4 I AHFER (1193636k. 12042
AR, JAKARTA2RER) | R OWESME MRS (JAKARTA RER) OB MHERE» /LK

AFN O MAEFPRE T — 2D SR SN RN BRI IC L D B S e, RARNE §Et



X. JFERARAERICEAT HIEHE

HHEREIC 7 = RT7F=7400mg % 1 H 1R ERE O 85 L 72BR O E IR T 2 HE @ i g iz &
(AUCo-24) D %A F-¥)fE41316ng - h/mL

3) HARMRUVHERDOFRELVICREAOHEEIZET B
MHRZ v b (%8£24) 12, 7= RTZF=7%0%, 3, 10, K U30mg/kg TLEHR6 H 76 0%
WLUCHBE20H ETILHIERO#ES L, AR SEERL £ TOMIM COLTIR & O E R I
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iR 7244 INREBIC® (fedratinib) capsules, for oral use
ey Bristol-Myers Squibb Company
AR H 2019 4 8 A

A - Btk

Capsules: 100 mg.

ZHE T ZH R

INREBIC is a kinase inhibitor indicated for the treatment of adult patients with
intermediate-2 or high-risk primary or secondary (post-polycythemia vera or post-
essential thrombocythemia) myelofibrosis (MF) (1).

RO &

2 DOSAGE AND ADMINISTRATION

2.1 Required Concomitant Medications

During treatment with INREBIC, all patients should receive prophylaxis with
thiamine 100 mg orally daily [see Dosage and Administration (2.7) and Warnings and
Precautions (5.1)].

2.2 Recommended Dosage

Conduct baseline testing of thiamine (Vitamin B1) levels prior to initiation of
INREBIC [see Dosage and Administration (2.7), Warnings and Precautions (5.1)].

The recommended dosage of INREBIC is 400 mg taken orally once daily for patients
with a baseline platelet count of greater than or equal to 50 x 109/L.

Modify the dose for patients using concomitant strong CYP3A4 inhibitors, and in
patients with severe renal impairment (creatinine clearance (CLc) 15 mL/min to 29
mL/min) [see Dosage and Administration (2.4, 2.5)].

Patients that are on treatment with ruxolitinib before the initiation of INREBIC must
taper and discontinue according to the ruxolitinib prescribing information.

Administration Information:
® INREBIC may be taken with or without food. Administration with a high fat meal
may reduce the incidence of nausea and vomiting.
® If a dose of INREBIC is missed, the next scheduled dose should be taken the
following day.
® For patients who have difficulty swallowing capsule(s) whole or those with a
nasogastric tube:
Open the capsule(s).
In a glass container, mix the content of the capsule(s) with approximately 180
mL of Ensure® Plus liquid nutritional supplement [see Clinical Pharmacology
(12.3)] at room temperature [between 20°C to 25°C (68°F to 77°F)].
Promptly administer the mixture orally or through a nasogastric tube (French
size 14 or 16) within 2 hours of preparation.
If using a nasogastric tube, flush it with 60 mL of water after administering
the mixture [see Clinical Pharmacology (12.3)].
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o Discard the prepared dose if not given within 2 hours.

2.3 Monitoring for Safety

Obtain the following blood tests prior to starting treatment with INREBIC,
periodically during treatment, and as clinically indicated [see Warnings and Precautions
(5.1,5.2,5.4,5.5)]:

® Thiamine (Vitamin B1) level

Complete blood count with platelets

Creatinine and BUN

Hepatic panel

Amylase and lipase

2.4 Dose Modifications with Concomitant Use of Strong CYP3A4 Inhibitors

Reduce INREBIC dose when administering with strong CYP3A4 inhibitors to 200 mg
once daily.

In cases where coadministration with a strong CYP3A4 inhibitor is discontinued,
INREBIC dosage should be increased to 300 mg once daily during the first two weeks
after discontinuation of the CYP3A4 inhibitor, and then to 400 mg once daily
thereafter as tolerated [see Drug Interactions (7.1)].

2.5 Dose Modifications for Severe Renal Impairment

Reduce INREBIC dose to 200 mg once daily in patients with severe renal impairment
(creatinine clearance (CL¢y) 15 mL/min to 29 mL/min as estimated by Cockcroft-Gault
(C-G) equation).

2.6 Dose Modifications for Adverse Reactions

Modify dose for hematologic and nonhematologic adverse reactions per Table 1 and
Table 2. Discontinue INREBIC in patients unable to tolerate a dose of 200 mg daily.
See Warnings and Precautions for other mitigating strategies.

Table 1: Dose Modifications for Hematologic Adverse Reactions

Hematologic Adverse Reactions

Dose Reduction

Grade 4 Thrombocytopenia or
Grade 3 Thrombocytopenia with
active bleeding

Interrupt dose until resolved to Grade 2 or
lower or baseline. Restart dose at 100 mg
daily below the last given dose.

Grade 4 Neutropenia

Interrupt dose until resolved to Grade 2 or
lower or baseline. Restart dose at 100 mg
daily below the last given dose.

Consider dose reductions for patients who become transfusion-dependent during
treatment with INREBIC.

Table 2: Dose Reductions for Nonhematologic Adverse Reactions

Nonhematologic Adverse
Reactions

Dose Reduction

Grade 3 or higher Nausea,
Vomiting, or Diarrhea not
responding to supportive

measures within 48 hours

Interrupt dose until resolved to Grade 1 or
lower or baseline. Restart dose at 100 mg
daily below the last given dose.

Grade 3 or higher ALT, AST, or
Bilirubin

Interrupt dose until resolved to Grade 1 or
lower or baseline. Restart dose at 100 mg
daily below the last given dose. Monitor
ALT, AST, and bilirubin (total and direct)
following the dose
reduction. If reoccurrence of a Grade 3 or
discontinue treatment

more frequently

higher elevation,
with INREBIC.

Grade 3 or higher Other
Nonhematologic Toxicities

Interrupt dose until resolved to Grade 1 or
lower or baseline. Restart dose at 100 mg
daily below the last given dose.
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2.7 Management of Thiamine Levels and Wernicke’s Encephalopathy (WE)

Assess thiamine levels and nutritional status prior to starting INREBIC. Do not start
INREBIC in patients with thiamine deficiency. However, if thiamine levels are low,
replete thiamine prior to starting treatment. While on INREBIC treatment all
patients should receive prophylaxis with daily 100 mg oral thiamine and should have
thiamine levels assessed as clinically indicated. If Wernicke’s encephalopathy is
suspected, immediately discontinue treatment with INREBIC and initiate parenteral
thiamine treatment. Monitor until symptoms resolve or improve and thiamine levels
normalize [see Warnings and Precautions (5.1) and Adverse Reactions (6.1)].

BN (EU) OFCE (202547 H)

WR5E 4 Inrebic 100 mg hard capsules
=tt4 Bristol-Myers Squibb Pharma EEIG
KR H 2021 4F 2 H

ATE - Btk

Hard capsule. Reddish-brown opaque capsules, 21.4 - 22.0 mm (size 0), printed with
“FEDR” on the cap and “100 mg” on the body in white ink.

Zhie XIERN AR

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

ik K OV B

Treatment with Inrebic should be initiated and monitored under the supervision of
physicians experienced in the use of anti-cancer medicinal products.

Posology
Patients who are on treatment with ruxolitinib, prior to starting treatment with

Inrebic, must taper and discontinue ruxolitinib according to the ruxolitinib prescribing
information.

Baseline testing of thiamine (vitamin B1) levels, complete blood count, hepatic panel,
amylase/lipase, blood urea nitrogen (BUN) and creatinine should be obtained prior to
starting treatment with Inrebic, periodically during treatment and as clinically
indicated. Inrebic treatment should not be started in patients with thiamine
deficiency, until thiamine levels have been corrected (see section 4.4). Initiating
treatment with Inrebic is not recommended in patients with a baseline platelet count
below 50 x 10° /L and ANC < 1.0 x 109 /L.

It is recommended that prophylactic anti-emetics be used according to local practice
for the first 8 weeks of treatment and continued thereafter as clinically indicated (see
section 4.4). Administration of Inrebic with a high fat meal may reduce the incidence
of nausea and vomiting.

The recommended dose of Inrebic is 400 mg once daily.

Treatment may be continued for as long as patients derive clinical benefit. Dose
modifications should be considered for haematologic and non-haematologic toxicities
(Table 1). Inrebic should be discontinued in patients who are unable to tolerate a dose
of 200 mg daily.

If a dose is missed, the next scheduled dose should be taken the following day. Extra
capsules should not be taken to make up for the missed dose.

Dose modifications
Dose modifications for haematologic toxicities, non-haematologic toxicities and

management of Wernicke’s encephalopathy (WE) are shown in Table 1.

Dose management of thiamine levels

Before treatment initiation and during treatment, thiamine levels should be
replenished if they are low. While on treatment, all patients should receive
prophylaxis with daily 100 mg oral thiamine and should have thiamine levels
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assessed.

Dose modifications with concomitant use of strong CYP3A4 inhibitors

If concomitant strong CYP3A4 inhibitors cannot be avoided, the dose of Inrebic should
be reduced to 200 mg. Patients should be carefully monitored (e.g. at least weekly) for
safety (see sections 4.4 and 4.5).

In cases where co-administration with a strong CYP3A4 inhibitor is discontinued, the
Inrebic dose should be increased to 300 mg once daily during the first two weeks after
discontinuation of the CYP3A4 inhibitor and then 400 mg once daily thereafter as
tolerated. Additional dose adjustments should be made as needed, based upon
monitoring of Inrebic-related safety and efficacy.

Dose re-escalation

If the adverse reaction due to Inrebic that resulted in a dose reduction is controlled
with effective management and the toxicity is resolved for at least 28 days, the dose
level may be re-escalated to one dose level higher per month up to the original dose
level. Dose re-escalation is not recommended if the dose reduction was due to a Grade
4 non-haematologic toxicity, > Grade 3 alanine aminotransferase (ALT), aspartate
aminotransferase (AST), or total bilirubin elevation, or reoccurrence of a Grade 4
haematologic toxicity.

Table 1: Dose reductions for haematologic, non-haematologic treatment emergent
toxicities and management of Wernicke’s encephalopathy

Haematologic toxicity Dose reduction

Grade 3 thrombocytopenia with active
bleeding (platelet count < 50 x 10%/L) or
Grade 4 thrombocytopenia (platelet
count < 25 x 109 /L)

Interrupt Inrebic dose until resolved to
< Grade 2 (platelet count < 75 x 109/L) or
baseline. Restart dose at 100 mg daily
below the last given dose.

Grade 4 neutropenia (absolute
neutrophil count [ANC] < 0.5 x 109/L)

Interrupt Inrebic dose until resolved to
< Grade 2 (ANC < 1.5 x 109L) or
baseline. Restart dose at 100 mg daily
below the last given dose. Granulocyte
growth factors may be used at the
physician’s discretion (see sections 4.4
and 4.5).

Grade 3 and higher anaemia,
transfusion indicated (haemoglobin
level < 8.0 g/dL)

Interrupt Inrebic dose until resolved to
< Grade 2 (haemoglobin level < 10.0
g/dL) or baseline. Restart dose at 100 mg
daily below the last given dose.

Recurrence of a Grade 4 haematologic
toxicity

Inrebic discontinuation

physician’s discretion.

as per

Non-haematologic toxicity

Dose reduction

> Grade 3 nausea, vomiting or diarrhoea
not responding to supportive measures
within 48 hours

Interrupt Inrebic dose until resolved to
< Grade 1 or baseline. Restart dose at
100 mg daily below the last given dose.

> Grade 3 ALT/AST (> 5.0 to 20.0 x
upper limit of normal [ULN])
bilirubin (> 3.0 to 10.0 ULN)

or

Interrupt Inrebic dose until resolved to
< Grade 1 (AST/ALT (> ULN - 3.0 x
ULN) or bilirubin (> ULN - 1.5 x ULN))
or baseline. Restart dose at 100 mg daily
below the last given dose.

Monitor ALT, AST and bilirubin (total
and direct) every 2 weeks for at least 3
months following the dose reduction. If
re-occurrence of a Grade 3 or higher
elevation, discontinue treatment with
Inrebic.

> Grade 3 amylase/lipase (> 2.0 to 5.0 x
ULN)

Interrupt Inrebic dose until resolved to
Grade 1 (> ULN - 1.5 x ULN) or baseline.
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Restart dose at 100 mg daily below the
last given dose.

Monitor amylase/lipase every 2 weeks
for at least 3 months following the dose
reduction. If re-occurrence of a Grade 3
or higher elevation, discontinue
treatment with Inrebic.

Interrupt Inrebic dose until resolved to
< Grade 1 or baseline. Restart dose at
100 mg daily below the last given dose.

> Grade 3 other non-haematologic
toxicities

Management of thiamine levels and

. D ducti
Wernicke’s encephalopathy ose recuction

Interrupt Inrebic treatment. Dose with

L ily 1 1 thiami til
For thiamine levels < normal range (74 daily 100 mg oral thiamine unti

to 222 nmol/L)* but > 30 nmol/L without
signs or symptoms of WE

thiamine levels are restored to normal
range*. Consider re-starting Inrebic
treatment when thiamine levels are
within normal range*.

Interrupt Inrebic treatment. Initiate
treatment with parenteral thiamine at
For thiamine levels < 30 nmol/L without therapeutic = dosages until thlamln*e
signs or symptoms of WE level§ are restore.)d to nor.mal range*.

Consider re-starting Inrebic treatment
when thiamine levels are within normal

range*.

. Discontinue Inrebic treatment and
For signs or symptoms of WE regardless | . . ..
. immediately administer parenteral
of thiamine levels .. .
thiamine at therapeutic dosages.

*the normal thiamine range may differ depending on the methods used by the laboratory.

Special populations

Renal impairment

For patients with severe renal impairment (creatinine clearance [CLe] 15 mL/min to
29 mL/min by Cockcroft-Gault [C-G]), the dose should be reduced to 200 mg. No
modification of the starting dose is recommended for patients with mild to moderate
renal impairment (CL¢r 30 mL/min to 89 mL/min by C-G). Due to potential increase of
exposure, patients with pre-existing moderate renal impairment may require at least
weekly safety monitoring and if necessary, dose modifications based on adverse
reactions.

Hepatic impairment
No modification of the starting dose is required for patients with mild, moderate and
severe hepatic impairment, based on the Child-Pugh classification.

Elderly
No additional dose adjustments are required in elderly patients (> 65 years of age).

Paediatric population
The safety and efficacy of Inrebic in children and adolescents aged up to 18 years have
not been established. No data are available.

Method of administration
Inrebic is for oral use.

The capsules should not be opened, broken or chewed. They should be swallowed
whole, preferably with water, and may be taken with or without food. Administration
with a high fat meal may reduce the incidence of nausea and vomiting, therefore it is
recommended to be taken with food.
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8.1 Pregnancy

Risk Summary

There are no available data on INREBIC use in pregnant women to evaluate for a drug-associated risk
of major birth defects, miscarriage or adverse maternal or fetal outcomes. In animal reproduction
studies, oral administration of fedratinib to pregnant rats during organogenesis at doses considerably
lower than the recommended human daily dose of 400 mg/day resulted in adverse developmental
outcomes (see Data). Consider the benefits and risks of INREBIC for the mother and possible risks to
the fetus when prescribing INREBIC to a pregnant woman.

The background risk of major birth defects and miscarriage for the indicated population is unknown.
Adverse outcomes in pregnancy occur regardless of the health of the mother or the use of medications.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage
in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data
Animal Data

In an embryo-fetal development study in pregnant rats, fedratinib administration at a dose of 30
mg/kg/day during organogenesis (gestation days 6 to 17) was associated with adverse developmental
outcomes including skeletal variations (such as additional ossification center of neuronal arches).
These effects occurred in rats at approximately 0.1 times the clinical exposure based on AUC at the
recommended daily dose. At lower doses of 10 mg/kg/day (0.01 times the clinical exposure at the
recommended daily dose), fedratinib administered to pregnant rats resulted in maternal toxicity of
decreased gestational weight gain.

In an embryo-fetal development study in pregnant rabbits, fedratinib administration during
organogenesis (gestation Days 6 to 18) did not produce developmental or maternal toxicity at doses up
to the highest dose level tested, 30 mg/kg/day (approximately 0.08 times the clinical exposure at the
recommended daily dose). In a separate study, administration of 80 mg/kg/day fedratinib to rabbits
resulted in maternal mortality.

In a pre- and postnatal study in rats, fedratinib was administered to pregnant female rats at doses of
3, 10, or 30 mg/kg/day from Day 6 of gestation through Day 20 of lactation, with weaning on Day 21. A
slight decrease in maternal body weight gain during gestation occurred at 30 mg/kg/day. The offspring
from the high dose (30 mg/kg) had decreased body weight preweaning in both sexes and postweaning
through the maturation phase in males. These effects occurred at exposures approximately 0.1 times
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the clinical exposure at the recommended daily dose.
8.2 Lactation
Risk Summary

There are no data on the presence of fedratinib or its metabolites in human milk, the effects on the
breastfed child, or the effects on milk production. Because of the potential for serious adverse reactions
in a breastfed child, advise patients not to breastfeed during treatment with INREBIC, and for at least
1 month after the last dose.

BN (EU) OWfcE (202547 H)

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception

Females of reproductive potential should be advised to avoid becoming pregnant whilst receiving
Inrebic and should use effective contraception during treatment with Inrebic and for at least 1 month
after the last dose.

Pregnancy

There are no data from the use of Inrebic in pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3); exposure in these studies was lower than human exposure at
the recommended dose. Based on its mechanism of action, Inrebic may cause foetal harm. Inrebic
belongs to a class of drugs, JAK inhibitors, that has been shown in pregnant rats and rabbits to cause
embryo-foetal mortality and teratogenicity at clinically-relevant exposures. Inrebic is contraindicated
during pregnancy (see section 4.3). Women of childbearing potential have to use effective contraception
during treatment and for at least 1 month after the last dose. If Inrebic is used during pregnancy, or
if the patient becomes pregnant while taking this medicinal product, the patient should be advised of
the potential hazard to the foetus.

Breast-feeding

It is unknown whether fedratinib/metabolites are excreted in human milk. A risk to the breast-fed
child cannot be excluded.

Women should not breastfeed during treatment with Inrebic and for at least 1 month after the last
dose of Inrebic.

Fertility

There are no human data on the effect of fedratinib on fertility. There are no data on effects on fertility
in animals at clinically-relevant exposure levels (see section 5.3).

A=A R T VT O CE (2025647 H)

4.6 FERTILITY, PREGNANCY AND LACTATION
Effects on fertility

There are no human data on the effect of fedratinib on fertility. Fedratinib had no effect on fertility in
male or female rats at oral doses up to 30 mg/kg/day. The exposure (plasma AUC) at the dose of 30
mg/kg/day is approximately 0.10 to 0.13 times the clinical exposure at the maximum recommended
dose of 400 mg once daily. There are no data on effects on fertility in animals at clinically relevant
exposures.

Use in pregnancy - Category D

There are no studies with the use of INREBIC in pregnant women to inform drug-associated risks.
Fedratinib was shown to cause embryofetal lethality in animals at exposure levels well below that of
patients. If fedratinib is used during pregnancy, or if the patient becomes pregnant while taking this
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drug, advise the patient of the potential risk to a fetus.

Advise females of reproductive potential to avoid becoming pregnant while receiving INREBIC and to
use effective contraception during treatment with INREBIC and for at least 1 month after the last
dose.

Administration of fedratinib to pregnant rats during organogenesis caused increased post-
implantation loss, lower fetal body weight and altered fetal skeletal development (seen as an increased
incidence of additional ossification centres of the cervical vertebral neural arches, a skeletal variation)
at an oral dose of 30 mg/kg/day. This dose yielded exposure in animals 0.11 times that of patients at
the maximum recommended human dose. Maternal administration to rats at this dose level during
gestation and lactation resulted in reduced body weight of the offspring (at birth and pre- and post-
weaning). No adverse effects on embryofetal development were observed with fedratinib in pregnant
rabbits, but the highest tested dose (30 mg/kg/day) yielded only very limited exposure (0.08 times that
of patients at the maximum recommended human dose).

Use in lactation

There are no data on the presence of fedratinib or its metabolites in milk, the effects of INREBIC on
the breastfed infant, or the effects on milk production. Because many drugs are excreted in human
milk and because of the potential for adverse reactions in breastfed infants, advise women not to
breastfeed during treatment with INREBIC and for at least 1 month after the last dose.

(%)

F—A N7 U T EOBEE : Australian categorisation system for prescribing medicines in pregnancy)

Category D : Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs may also have

adverse pharmacological effects. Accompanying texts should be consulted for further details.
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