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D=0 0.06
TEr=hrIV 0.6

Q) WiEtE
YK ZR QA T ESE T 2 T TR L7 R SRR idoR S 7o 7,

4) BR(OER) . HBR. BER
RAEBENEIEIC L0 E LSRR, Bl GsABRARIEEE) 13 218CTh o7,

(5) FRIEEMRBETEL
fiRBEESIL, 6.3 (KU IV UHE) K95 (BPr Ui Tholz (20.5£0.5C)

(6) HERIREL
Fo B = KIZEITSD 25505 CTOREUREZRDT-EZ A, log P OFEfHEIX 4.8 T
HoT,




Im. A7 I1CE9 5EE

(1) ZooELRIEME
FEEIXZ O TH o7,

2. AMHDOERFHTICETSREN

R PRAFSRAE PRAFHAR PRI RE T3
FEMIRGERER 25°C/60%RH 48 # H KBERY =F L JREEN
} % (TF 12
RGN 40°C/75%RH 61 H ?JI%LéﬁﬁA JRFEN

WAPRREE 120 H 1x-hr VL E

R Iy HEE Bk

T g U = kL — : 200W - hr/m?2 LA |
HIEEHE « MRR, R HE.

3. B DiEZRHERE. E=;
WERBRRERTE « IRARINL AT R VL, ok XBREIFTRIEE, ik a~ N 7T 7 0 —
EEik Wik~ N7o 7 4 —



V. RHEICET SHEE

1. FifE
(1) FRORZ

A%

(2) HWEDHNER UMK

3

(4)

(®)

W 7E 4 A4V Ey 77 E/NL100mg
@ AT 4 e
Xy v/ REA
NI FEDR | 100m
K& X 057k
BH&E % 395mg
HAlo— K
FEDR 100mg
WE| DT
MU ER R L
Z Dt

BARRNA

2. HE DA/
(1) B#HES CEMERSD) OEERUHMHF
IR 4, A VE w7 7/ 100mg
1 7L
Hohksy | 7= N7 F=T7HREREKY) 117.30mg
(7= FZ7F=7¢ LT 100mg)
‘ NEY) - 7 A BRILERRSE e o — R 7w ABBAT T ULF N 7 A
WA e n ki 9T, BT 5. =R
EREEDRE

(2)

3

A% L7

BHe
B4R




V. RHEICET SHEE

3.

5.

6.

RTBRROEREUVERE
BN

paRii
BN

BAT DRIEEMD & S KW
SR Sk ORI IE, ARSI L ek
RURNEA O3 AL R E STV

HEDBFERELETICE TSR EM

R PRAFSRAE PRAFHAR PRI RE T3
FE IR 30°C/75%RH 48 % A PTP a4k JREEN
RGN 40°C/75%RH 61 H PTP a4k JREEN
e WAREEE © 120 5 Ix*hr UL E ;
wy R . s . a4 5
AR MO EEAM S — % L X — : 200W+-hr/m2 2L | el Lie

WEER - RIR, HRWE, TR

ARERVBBEEOREN
BN

fthFl & DEESEIL (MEIEFHEIL)
BB L

B
SERE 0. 1mol/L HEFRIANR 900mL
Fik  BASRRRFREZ N > Mk

10. Rz - AE

ERNDEGRESR - 28, SNENRRGER - EICHT 1FE
A% L7




V. RHEICET SHEE

(2) 8%
28 1 7k [T H 7L (PTP) X4]

Q) FiREE
A% L7

4) BHROME
PTP e : RV =1 /KU 7vw b ) 7rFaxF Lo KTV =0 L

1. BlERESNLIEMEE

BN

12. Z0fs

BN



V. ARICEY 5EE

1. EEXIIHE
BRI

2. MEEXIIHMRICEET HEE

5 MEXIFIHRICEAET LHEE
51 EERRBRICHAANONIZBEE DU R 7 558, IO R E SFIZOWT, 117, BRG]
DEORNKFERIN L, KR OENER LM E 3 R Le BT, 0BT OBIREIT

)2 &, [17.1.1-17.1.3 BHR]

5.2 JRHAR PRI A 21TV, BERAEIE & B2 S VTSI S 2 L,

5.3 Mf/EL 5 J5/mm3 Al BFE TR EREL 1000/mm3 Al o BEF 5 L CTRBI O 5%
Bts L7e e DA MR L EMEIZET 21 HITR O TV D72, 117, BRIRRGE ] DH
ONFERA LT ECT, "R 7 4o b+ VA ZEZE LT, AKFIOELO G EEICHK
Aoz e, [17.1.1-17.1.3 ]

(fiFa)

51 ARNOEKRBRTHE L LIZBF DU 27 BESCMBIROREZEIZ OV T, BRBFEOEHO N
KEBI L, BHEMNEEFEOBNPEYIATONLZ LA A E LT, REBEBREZHE L
77

5.2 KAIO 1556t GITIFIENE B BESRAEIE K OAREME i/ MR E SUTE M2 IIE D> & 5 BERRHEE
ICBAT LB BERAEE RS CTh 0 . W2 EHE ., 720 bR AMRE TER O L
ISR S AVE BERRMERE & 2T SN ICARI D RG-S D Z L2 A E LT AREEE
BRRE LT,

5.3 HA DB T, AFIOEEERRR TR E Lz BE O/ IS IC W T, BEEREOHEON
REBAL, BEFBREDBIREZIToTWEES ZEEZAME LT, AEEWEZHE L
77

3. RERUVAE
(1) AZERUVHEDOHE
WH, RAIIE 7 = R7F =7 LT1E400mg % 1 B 1 REO#&KET 5, 2k, BEORE
XV EERET S,

(2) AZERUVHAEORTERE - B
MEAVETRER [EFC12153 ikt (JAKARTA 5 1 I2B 2 AFI O - A&EIX, Tiiok
ﬁﬁ%_%o%\wmmXi5mmg%1Hl@ﬁm&%fé_&kémto
- Y A7 AFE Y A 7 OFBERRMEE B 2kt g L U7cisE T ARRER (TED12037 #5R)
DOFEE. 240mg 1 H 1 BP0 HE T IWG-MRT & A2 S < BRI EDED b
722 LlThnz., PK/PD f#HT OFERZE)N S, 400mg 1 A 1 [RILLEDOHETE Y @EWAIEN
Bond Z ENRB ST,
HESME T AHEBR (TED12037 #BR) (2B T, _— R T A VR M IR KT O B3 TAHA
BeHRRICEIMIC K> Tl 233 & 72 > 72 BE OFIG 2 520mg 1 H 1B L0 & A& cHmn



AEICET H5IEHE

T HAEMMNFRD H v, AKMHEIE 680mg 1 A 1 [8] &l X7z,

MEZ AT H5HHY A7 XiE@m Y A7 OB MRMEERE 2 x4 & L7 igsh s 0 HRER
(ARD11936 i) OfEF., % 3 L6 VA 7 /K TR DOMIEAFEDOR—A T A V)b

DEALFRIZOWT, 300mg Bf & il L C 400mg #E M Y 500mg £ TV M Tdh - 72,

ERRORRE TEM SN S RS [EFC12153 Bk (JAKARTA #B) ] OfE %, 400mg
KO 500mg BEOWT D HEEIZEB W T HARAI O MEDN R Sz, —77, 400mg #f & thig
L T 500mg #%C Grade 3 LA EOFEFGLEORIEIENEWMER TH 722 LI2MMx T, Fid
DELEE L, ENE I/TMRER (FEDR-MF-003 i#B) 0% THH/S— k TiX, A#l 400mg %
1H1IEITRAKET 52 L a7,
WSV IARER [EFC12153 kB (JAKARTA iR&B%) ] OEMmF It SN, MEELH
FTHHEY 27 IV A7 OF ) F =TI L DIRERED & 5 B HEE B & 65
& L7 S TARER [ARD12181 35 (JAKARTA2 iBR) 1 OfEHE., A%l 400mg 1 A
1 BI85 OEFIRIIA I IED R STz,
HESM S T AHEABR [ARD12181 Bk (JAKARTAZ2 #&Br) ] Tid. 400mg THGHMB LD
B SRR TH - 72HAIT 100mg 70 600mg £ THEARETH - 7272, 97§ 33
5 (500mg &£ 17 ], 600mg #f 16 f51]) NEHEL, 2 H, 10 I TR—Z T A 05 35%LA
L OPEAFE O/ (SVR35) ARk L=, —7F . 7/10 ffl (500mg #f 2/4 5], 600mg # 5/6
B 1. BEFRORBUCL W ABIOBWEIZEST,

FREOBRERMIZE-SE . ENE /T35 (FEDR-MF-003 &) 4 i L7ofER, AN
BT 2 A4 400mg 1 H 1 [BIE%G5-ORRKRIA SR i,
UbEXv, RFoRELKOHEZ TEE, AT 7 =2 F7F=74L1LT1HE400mg Z# 1 H 1
EfE O35, 2k, BEOREICLVEERET S, | &Lk,



AEICET H5IEHE

RERUVAEICEEY HFE

7. RERUVAEICEET 5EE

7.1 fhOPUEMERREA] & OPFHIC OV T, AR O BTN L TR,

7.2 AREFEGIZ L0 BIERMNIEL L 723551215, LT OEMEESZ IR, BEUTHIET 5
Z &, F¥72. 200mg TERMUENE LN WEEX, ARloRSEHIETHZ L,

AR DIk B

BERE AAE -
HELr~L1 400mg
gL~ 2 300mg
HAEL~L 3 200mg

IREE « JgE - ik HEUE
BITER ™Y AL
. " Grade2 A FXIIN—R T A ZBIET S £ THRES 5, (1]
Hif %5 Grade3 DI/ MR | ., e N B R
b Graded o L/ Bk, RERTOTEGENS 1 AEL~LV P TR S5 HT

Do
Grade2 LA T XUEN—RA T A ZEHET 5 E THERIEST 5, [E
Grade4 O EREEA ., KRIEROBRSENS 1 AEL~V NP CEEHEAT
Do
\ © Grade2 LA T XUEN—RA T A ZEHET 5 £ THERIEST 5, [E
grgdgﬁximﬁﬁum@m%g B, RERMOEGENS 1 HELV~VTF CREHERET

5,
Grade3 UL Eo#.L Mgk, T Gradel L FIIN—R T A VZEIET 5D E TRIES 5, [\
T, XHEBIEEZIT > T 48 | 1%, KIEFIOKREEND 1 HE L~V T CRERET

LB L WS %,

+ Gradel L T X{F_N—RA T A ZEIET 5 F TKREST S,
Grade3 Ll Lo ALT, AST. v FIfE%., KREFORG &P 1 HEL VT TR S HH

UL e N T 5%,

- Grade3 UL E3SFH L7EGEICIE, 52 IET 5,

- Gradel LA FXUF_—RA T A NZBIET 5 £ TIRIES B 5
2, [EfE%, KREROREGEND 1 AR L~V T T
HHBT 5,

- Vb= FREDOHEICIE, FEETIET D,

Gradel L FXIFN—2 5 A VZEET 5 F THRIET 5, H
Bk, KREMOKGEND 1 HEL-V T TR G5 HHT
60

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

L5,

& 2) v I B AR FIRNUIFANE G L, BEORELZMEICBIE T2 L,

7.3 REBGIZL DY ==y FiEE THT 5720, ME&E (1 H 100mg UL EEZBZ) OF
Ay BiRNFIEAT A2 &, [1.2, 8.1, 11.1.1 ]

74 HEOEHKREREE (ZL7F=271U7F A (CLer) 156mL/min 2L I 30mL/min Aii)

EATLERFICEEGT D5E1E AFO 1 A HEE 200mg ([ZHET 52 &, [9.2.1, 16.6.1
2]

7.5 58y CYP3A [HFEAIL FFHT 2561213, AFID 1 BIH&EZ 200mg IZHET 52 L, £
7o, 58Uy CYP3A BHEH & OPFH G/ THZICIEL, AKl%Z 300mg (& L, —EWHHEE
#% 400mg (ZHET 52 L, [10.2, 16.7.1 /]

JBAE 2 B © iR RO L

Grade3 UL Fo FE st o IEMm
TR DEIE




V.

AEICET H5IEHE

(fERL)

1.1

1.2

1.3

1.4

1.5

WM EAERER [EFC12153 3Bk (JAKARTA #&B%) 1 . #SME THERER [ARD12181 Bk
(JAKARTA2 35) 1 . KOENE 1/THHE (FEDR-MF-003 #5k) Tix, &K &ftho
PUEMEIEESA L OO ITEE R L TR0 | thoPUEMIEEA] & A8 % 0 L5600 &

DA L TNz, AEEWMEEZRE LT,

AFNE 2019 K E CRIEMGE AR Z UG L, 2025 4 2 ABUECTRON, ®RE, 727, db

KR OFE KA ETe 40 » [EHU ETHER SN, L BHBHEERL IR EIN WD, BCkEE

T4 ETIE JAKARTA 385k & 8 JAKARTA2 #85 TH 7= 38 5 B o ] B i FL v o it

W IR SCEICEE A BIRE ORI - RO B RAHRE Lz, &FE T ORIEMREBLIRO M

IR > TARRIZ KRG L, BUELRIEANERRETH L Z b, KFTOE

WX THEE & FREIC JAKARTA 3B K% OV JAKARTA2 385 T 7= B AL v s S

TR R MR A 3% E LT,

AEEGIZRY . U=y FIEE ST EERIEN B L, JECITE o RERID#RE S

NTND, V== TIENEEDN D KRR EICHE> T, FDA S 20134 11 HIZ7 U =

ANHR—)v REEEZZ T, OR R CTEMEF OBRKRBRIZT TPk s eoTe, 7 U =A

R—/b RIEER#ICIENM U 7= AR <l RBIIIh, ST 7 I VREDE=# 1)

7. By BifFIoOfAE (1 H100mg DX > Bifkn#Es) | vol= v FINEZ &

TeMIE DEE R JER DT =2 U 7 WNZTF T 2 U REIETFH D=0 DOELE L B

O TR R OVFH) OFSA 2 E 8 e & IIEICKTT 2 U A 78R 417> 72, FEDR-MF-

003 FRER TIIAAIR G T DO 2 I BilAIOM T A LI L LI Z L, AAIEEFIZ1 A

100mg VL EZHZ T4 12 BiROBEENEYNIITOND Z L2 B E L TAREE

AR E LT,

WRRE, R, RERHSEERE R OCRMB A2 AT DS 2t L L s 1 AR
(POP13449 #BR) T, Al 300mg ZHalKH L7c &, HE [/ LT TF=T7 VT TR
(CLer) 15~29mL/min] & "% (ClLer 30~59mL/min) O FEREREE 2 4§ 2 #E O

AUCINF 1%, BHERED E% 2R (CLee=90 mL/min) &L T, N F 1.5 E KT 1.9

G Chote, Eiz, BREMHMEE. FMEZ MSE &K OARREME /MR IILE B 452 BT — 2 125

3L ALY TREMAHNT T, CLe (3 CL/F IR T 2 FHICHERIERTHY . BHkRE

B A AT 9 DR R OV AR OB BERRMEIE BB Tl BRERERN ERREF L LT, 7=
R T F =7 OWFEFEENZNEI 10% KD 3T%F D > T2, LA EOEGRRER K ORFE ] S B e

FEAT OFEFIZHEN, HEOBEHERELZ AT 5BE LA EZE ST 2560 1 HHES

200mg |[ZETH 2 L & LT,

7 = RTF=T1% in vitro TEEDOF 7 7 — 25 P450 (CYP) 12 X 0 &, Fo iz

13112 CYP3A4 73B85- L Tu-, 38\ CYP3A4 [HEHITH D47 b aF Y —/L & DY A

TERRER (INT12893 3lk) TAHKI 300mg # Al G- Li- L X, 7= KT F =T DIRREEIT

SAFITHAIMN LT, AEFAIER RS S 2 L—3 a3 OREE. AH| 400mg BFAFC, FRU

CYP3A4 fHEHX (7 haF Y —i U RFERL A hTafF Yy —L 7T Aa~wA T 5

IEFEERE CT7 = R F =7 D AUC %4 3 fi5 £ T (RFIHEERE%) TK 2 f5F T (K

Fl1H1EEGHOEFIRIE) #nsEs 2 enTllahi,

LEENoT, 7= RTF =7 OMmEFHRES FH SE 550 CYP3A FLERNIL, AKIORIE

5



V. ARICEY 5EE

AN SN2 BENNH D 2 E0vs CYP3A BLEEM O R WEE~DOREE EET 5 ME
WD, RTeaFTIR CYP3A LEAZ T 256, OFHRFOARK O 1 B &% 200mg
WET 52 L e L, F72, T CYP3A FHEAIE OOF 58 T1%ICEW M AER AR
for L2 a AR O M RENE < 72 b AlREMEN H 5 & B 2 biviz, ZEMMEDBLEND
Ry CYP3A FHEAIE OOF 544 THICAK % 300mg (ZH{ & L, —EBHE 5% 400mg
BT HZ L L,




V.

AEICET H5IEHE

5. BRERALIE

(1) BREKT—2/\vir—2

HKRHFEICHWRR T — 2 Ry r—VII3UToERY Th b,
&
PR smEn | kg Gi% | RBEEA F ) 5 o
X5y i ' i X
5
% 140 | BDR12462 |fRERLA i, R, & (T L AT A |72 RT7F =7 500mg| O
(HE4h) 16 fi E&ib. 28, 7 e A |8V T 4 (BEH T H TN %
== H a0 &5
% 148 | BEX12257 |[fHERERCA Hfigk, EEMH K777y ARk | UCHEFHLIZ7=RKF7F| O
(HE4h) 6 f R AT R =7 200mg 1 % Hi[n|
& 05
% 14 | TDU12620 |fHEEERA Bz, —EEMK., |AEME. EpEhne, | AA 10, 30, 80, 150,| O
(HE4h) 56 13 WIELL, 7T R |37 300, 500, X U*680mg
STER. O Rl % HiaRE O 5
% 14 | TED12037 |5 B % He i B | SR IR, IEE MR | et ZAM. | AH 30~800mg % 1 H| ©
(VEAh) *H MR, R | B 1 | O &5
59 #i 1
1M | POP13449 |HEEEALA, B |2k ILFE. FEMR | BHRERERE TO | AH 300mg #HEHRND | O
(L) [EEES5E I MIEL L K Eh e e 5
36 1
% 1M | POP13450 |fEEEACA. FHE | sk ILFE. FFEMR |FHERERE TO | AH 300mg # HEHRND | O
(L) [EEES5 I MAEZ L KB RE e
17 f1
% 1M | FEDR-CP- |fEEEA A, TR | sk ILFE. FFEM | TR ERE To | AH 200 XX 300mg = | O
001 [EEES I MAEZ L KB RE AR O 5
(HESL) 38 1
B | INT12497 AT E ¥ B | S IER.IFER. |34V T4, AT |FH 1Y O
(E4) = 28, ye AL —N|TFTV =) A7 |AK 500mg & 1 H 1H
16 #i — o —/v & QKW A | # 0 &S
PEH % 2 8
AA] (500mg. 1 H 1 [A]
15 A M) K 50, 15
HHIZI XY T L 2mg.
A A7 Z > — 20mg,
KOXAKNFnono—)L
100mg % 7 7 7 /L FHAl
LTS
1M | INT12894 |fEEEALA Hisk, FEHR. 2| RFoEpEREICEK | 18 O
(g 41) 26 il W, 7 1 A4 —,3— |1F % pantoprazole™! | A#| 500mg % H[E#F O
YA e 5
%24
Pantoprazole 40mg K
OAFH| 500mg % #% 1 ff
iEEEE
%% 1M | FED12258 |fEEEALA Hfigk, FEHR. B|BEFORE A% 100 X T* 500mg % | O
(HESL) 17 #i EZ L. 2 ], 7 v = ZENE R & % (BRI
e ') IZENEEERO
e 5
B 1M | ALI13451 |fEEEARA Hiig, FER. & |SFORE AH 500mg & Z=2fER K | O
(VEAh) 19 E%AL. 3 1, 7 1 & O R% (FIENE & O
A== ik N e g e g A e
205
% 14 | INT12893 |HEEERLA Mg, sk, F|lryrrary—arolyr B a F v — | O
(HE4h) 14 AEZ A, 2 H) I HAER (200mg. 1 H 2[4 14
AW XEREN&EE*2




V. BEICET HIER
&
éj’f RERES | MG E | REBRTA H B ’g
oy
Bf. 6 H HIZAA 300mg
Ze BA[BIRE O OF FH #¢ 5
% 148 | FEDR-CP- |f&FEaA Hiigk, MR, F|V 77y, = | V770 XiEx| O
002 32 VEXA b, 2 # TryELUYEOHE | Ty ELYY (600mg.
(L) WAREEA 1H 1E 10 AR KiE
P58 9 H B IZAH
500mg % Hi[al#% O Of H
B 5
% 141 | FEDR-CP- |fEEERLA Bz, ESMH. JE| T 0. v R KK 600mg FHEHRRD| O
003 24 {51 VEXAAb, 2 # ABFr ARV FEER, Vax
(#E41) L EDHEYFEAANE|0.25mg, B ANRAK T
H > 10mg, KA FAL
2 1,000mg & 7T
JLIRF L LT BE PR
B 5
% 14 | FEDR-CP- |f&FERA iz, sk, E|lvraFy—nto|l7 v a F v — | O
004 29 # e 2L, SR B AEH 200mg, 1 H 1A 14 H
(HESL) MEE#HS L (1 RAR
400mg #5) . 9 AR
AFH| 100mg % H[EFE O
OF H # 5-
910 | TES13519 |17 [E ¥ 4 | Shtise L m, HEMR | QT 5\ A#l500mg % 1 H 1[8]| ©
(VEAh) *H FEMEAE 2 1L R
60
% 1/ | TED12015 | #fi #R e E MR | a2 EER | REM, EhE TED12037 B O KK | ©
o (VEAh) *H ke 1 - B R ABEOR
43 FlaE1H1ERAO®&RE
FIUAH | ARD12181 |‘B B &% He i B | Sk IR, LB | FohikE, 228 A#| 400mg # 1 H 1A | ©
(JAKART | # FExt FOo&kE (100mg 3o
A2) PP ££[H : 83 # KT 600mg % Ty
(WE4) ITT 4E£H:97 i A])
Hla | ARD12042 |E % £ i i & | Z sk ILEL FEEMHm | Ak, Z4atk A% 100, 200, 400, | O
s (HE4h) F T AR REE | AL 600mg % 1 H 1 [\ M
i B i iE AR &5
*H
81 #i
H A | ARD11936 |5 B &% He i B | Sk IR, e | FohiE, 228 AH| 300mg, 400mg X | ©
(Vg54) # EVE% b, HERE 1L 500mg % 1 H 1 [E#&%
300mg : 10 f EFEES
400mg : 10 #i
500mg : 11 %1
WIAH | EFC12153 |'B B A% HeE B | Sk dEF., —HE | FoikE, £ AFHl 400mg, 500mg, X | ©
(JAKART |# L (P AN 75 RE 1 H 1A
A) 400mg : 96 ] | ERXH, 7 v 24 YRR
(WE4h) 500mg : 97 fiil | —/N—
7F &R 96
%Ib | FEDR-MF- |'B B8 8 #E iE BB | sk L, SR | aatE. 24att A#A| 400mg Z 1 H 1= | O
GiE| 002 = e %Ak Bo&s
(HESL) AFH| : 134
BAT : 67 #i
Hla | ARD12888 |'B B & #E JiE FB | Z sk L, FEEMR | At Z4att AF) 300mg. 400mg, X | O
FH (EA) = e %Ak 1% 500mg % 1 H 1 [\
300mg : 3 5l mES SR
400mg : 2 Bl
500mg : 3 5l




:Al -
V. AEICEA9 HIEHR
&
A B . o . . s e Pt
/5 R x4 Bl BT A EEG) i "
4y
% 1/I | FEDR-MF- | & 86 8% # i 2B | ZhEsRILE . FEEMR. | Ao, e, R |E L= ©
iE| 003 = B (T v | mi, EyEhhe AF| 300mg X%
(EW) FI1HH/S— k| 7B 400mg # 1 H 1 [HEfKR O
300mg : 3 5
400mg : 3 f FIAH N— b
0N — b AFH| 400mg % 1 H 1A
25 1 Bogks

© RHER. O ZHEE
X1 EANARAR
X2 R A AL E AR KGR

) AHA

IOARESN-AELOHREIZ., EBE. FACIEZ 72 F7F=7L L T1E400mg % 1 H 1 EFEAOHKE

T35, B, BEOREBICLVEEHETS, | THD,

(2)
1))

2)

PR E A ER
DAMRER (TDU12620 K8 : A, SEAT—%) ©

BT A ) Bifisx, —EEHR, BIEAE, 77 2R HEWEE, 5 1R
CHY) S BRI 0 B 5% OARF O B R R 22 T 5,
RF5) SE R 56 i
(RBR 15 AAI 10, 30, 80, 150, 300, 500, MK O* 680mg % ZEfFHEIC HAIRE D5 LT,
(RIS F)
AR CITEERAFFRIIWRE SR o7,
AHFIREAR (10mg~680mg) D 20/42 f, 77 v AREED 3/14 B (21.4%) (2 EFHGEN
RNy
RbLZE<MESNT-AEFRIIFHEETH Y, 80mg Bt (6 1) L 150mg # (6 i)
T4 140, 300mg & (6 4) < 3%l. 500mg &E (6 %) T 4141, 680mg#t (64) TS5
Bl CTdH o7, I 500mg B0 1 6 % O 680mg FED 4 BIZFED Bz,
INA BN A BRRIREE, TOERNT A =212 PCSA 1T & A ERD LT,
WIS BRI EE TIX R SRl ST,
450ms & #8 2 HHE QT BIFEER X _X—2 T 1 b 60ms 2 DA1E QT [k
RIIRD o7z,

BARMAER (FEDR-MF-003 (5% : BHRMESRSE. BAAT—4) 7

(BT VA ) ShisxdtF, FFEM. IER (7 v o 7388 | 5 1/IHHERER

CH)) ARHFN DR OB Z RN U . 55 K& SOU3EE AR OHEEH & (RP2D) %k

ET D,

(R B BERAERE A AR NBE 6 1 (55 1 fH/S— K : 400mg 3 f4], 500mg 3 i)

(B F1E) AAI 300mg XX 400mg % 1 %4 7L 28 HME LT1H 1ERO#EE L,

(RRIRAS 5
% 1A/ S— N CHEBEICE Y 2 HE (300mg/H XX 400mg/H) D&M OERE
PEA fRET Lo R, 400mg/ H O BEMER MR S, S IAH/X— k@ RP2D 1% 400mg/ A




V. BEICEYT HIEHE
L3I,
RIPEIE, A 300mg #F (3 #1) (Zdv Tk, IR | 25BE, A4 1 4], 400mg
FE (B ) (ICBWTHEM, MR, M5, BRElEE . G SERRE, 254 2 61, THI,
BRI/ BRI TS, SR8, RS, RMEIEZE, DAR2R% 14
400mg/ H D FEVED R S IZRO b ivT,
HEZBEMZ, A4 400mg & (3 61) IZB W TLAE 1 HIZRD b,
3) EHFHER (TDU12620 :ER : BERA. HAEAT—%) ©

(RERT A ) Hifisk, —EEWHm., BEAL, 77 R FHEWEE, 2 1R

(EH)) S R 0 & 5% 0 > 7 T URZENER SR 1 (STATS) U »ER{LMREO I #

ZAAET 5,

P52 SE R 56 i

(B J71k) A%l 10, 30, 80, 150, 300, 500, M UX680mg % H[nlfk O#5 L, #h5nl, #

F1% 3 WEfE ) OY 24 WEENICERIM L7241 A EKIZ 317 5 STATS 0V bz, EXb75

JIEIZ LV HE LT,

(RIS F)
A% 300, 500, X% 680mg D HE CHEIFK L Lz & & H51% 3 Ff#lIZIs1T 5 STATS
DU BERIZENEI 24.19%., 49.95% . KT 57.80%FHE 7z, U ik{k STATS fE
T 5% 24 FEIC AR — A T A4 UAFEICE CRIE L7,
A% 10, 30, 80, XiF 150mg OHETHIERE L7z & &, 5% 3 el SUE 24 FFfH
DY Ak STAT3 ONYEHEITE T L7zdr- Tz,
AF| 150mg Tl 5% 3 FFRIC U gk STAT DR — 2 T A AED 17.23% D BLEHFR
OO b DD, 5% 24 R E TIIN—2F A AMEIZFEIE LT,

4) QT/QTc §HfiztER (TES13519 B : ETEREESE. HEAT—%) ¥

GRERT YA ) ZhuskdeF, HEMR, FEERL, 77 R F 1 HHR

(BH)) AR OREHRED QT MRICKIETHEEL 7 7 v RO HERE & ik U CRMEd 2,

(kf5e) AMEAETTE T B 60 fl

(RBRF1E) A#KI500mg 2 1 H 1[EEOES (14 HHE)

(RIS F)
AANC X DEERICER O H 5 QT MIRIERIZRD bt holz,
AH 500mg TEFKEBE TR LELE KHlZ~vy T 7S TT 7 ERTHIELE
QT [Ek7 O ELIE D 72 O e KB G- 4 FERIZER O Hav, 4.32msec (90% (5 HE X -
1.16,7.49) TH V. Wl 90%E X [H D LFRIE 10msec AKiili T o> 72,
M7 = RIF=TREL 77 R THIE L QTcF ORX—ZXF 4 Vb DELE &
DEARITE L . EHFIREIZEIT D Cnax DEMTEHHECTTRIL 727 7 AR THIE L7~ —
AT A b D QTeF OZEALED 90% (X M D LRIX 3.14msec Th o7z,



V. ARICEY 5EE

Q) AERERRAR
1) AE3%THRER (TED12037 HER . BRigMERSE. BT —4) ©

H Y AKAEID R KR EZRE L, TOReEM, A%, Ep#ng, K% kO
T R BER A D 2 SIS 5,

ABRT Y1 | ZhisxdhE, JEEMR. FEEERAL, S, 25 1 R

PIES B BEBRHERE B8 59

ESVASE LI, i
SV B BEARMEIE . BV MAED S BT U7 B BERRAEIE . SUIARENE
M/NRIMAE D> BT U 7= B #lifMEE B (ZiT WHO 438 2008 4FhR
W2H3<)
U A 7 B BERRMEIE SO3E BErEE 2 0 5 47 L < IEBEfF ORI IS
L7pni U 2 7 G fififeiE s (Mayo PSS IZ55<)
18 L %%

AR 7L FH W . A% 30~800mg = 1 ¥ 7L 28 A& LT 1 H 1[N
Lz GrK6VA70)

PR ONERF X, 30, 60, 120, 240, 360, 520, 680. K} 800 mg/H
FCOREMAEE LT,

800mg/ H # 8 % 5 B O E N L E /2513 200mg/ B LLF T & LT,
WM DOHAET Grade 2 VA EOFBMENED DNZHE, (Rak— k~D
HERAE 50% L EETE52 L L LT,

KM EVE, WIES A 27 v CHERIREM: 2 5880 L 72 BF 2 6 il 2 fil
W Chol-kmHELEREINT,

BRI - Fok 30 ld 2k — MR R EA2 S LT,

AT TE B etk ORAENE, HERIREE, &KME, IWG-MRT HERXHEICX D
B %
TS - HEWEHEY OWEY A 7T 2 o HEHIR#FEMES 800mg/ A & o

F— hTHEESNTZ, TDOD, 680mg/H Z K KMELEL, HE
B OJER 2 A — CiHli L7z, AR, &5t 7 flicwag4
7 VCHERBEENBR L (@Y S—8ME 3 #i, U/ S—E8mn
26, M7 T —BHMm 1 H, i EREE 1 FD) .

BRI EL O adk— b TEE 18 i (48.6%) 73 IWG-MRT *H] & & 1
V2 FS < il AT RE 72 LR O g 12 F&-5 T CI (clinical improvement)
ZiERL L, 240mg/ B LA EOHE R — b 1 FILLED 394 7 VLI
(PR I 38 & B2 AR L 72,




V. ARICEY 5EE

2) AEHEHRBR (ARD11936 5k : BHMRMESRE. BT —4%2) 7

H Y

AKHAJ 300, 400, K OY500 mg & 1 H 1 [FREO#ES Lz & & OFMEEFE
{ﬂﬁ‘a—éo

BT YA

Zhtiax 3t MIERAL, e, HERE, % THHR

PIES

B BEHHEE B3 31 511 (300mg : 10 f5], 400mg : 10 3], 500mg : 11 fi))

F A PUL

< JFORMEE BERRMELE . BEMEZIMIED O BAT L7 B BERRMELE . SUIARREME:
M/ NRIMAE D> BT U 7o B #lifMEE B (ZiT WHO 438 2008 4FhR
(2o
HifE-2 U A7 dE U A 7 OB BERMETE EE (IWG-MRT & R
#5<)
185 h k5%

BRI 1A

KK 300, 400, &N 500mg & 1 %A 7028 HREE LT 1 H 1 [ H#
5L,

A ZE H

RIELZ 53 2 20 EIA . 55 6 A 7 A TR i O MIRE R OM/ N E %

i

55 3 WA 7 VR T £ T OISR FE D 2 =1T A 300mg #F T
—30.1% (8/10 #5) . 400mg BET—33.1% (10/10 f5]) . 500mg AET
—43.3% (11/11 #1) TH -7,

R\ k3 2 B S (5 8 A 27 K T B D A FE DO FE /NN 35%
PLEEESR) Za LIo#ERE OElS1X, 300mg # (30.0%. 3/10 1)
£V % 400mg #E (50.0%. 5/10 ) & 500mg £ (72.7%. 8/11 f)

TrroT,

ARNOERENZAEROCHARIL, @E, SAICE 72 F7F=7L L T1H400mg % 1 H 1 ERAKET S, 72
B, BEOREIZIVEERET D, | THD,




AEICET H5IEHE

(4) HRELROGAER
1) AshEREEER
@ JAK BEEFICL2ABREOAEZMOLLVERBHEREENRE LELFEERIEDFER
B [EN% /0838 (FEDR-MF-003 5£E8&) 1 7

H Y JAK BHEHNS KX D1BWRIE DA M2 [0 720 B AR NE BERAEIE (235 1T 2 AFH
DA LD R

RBRT A v | ZhiaxdEE, HEER, IR BT/ IERR (T v o 7alR)

PSES JAK [HEHIOTRERIE O M 2 R 70 B AN B BESRHEE BE 31 4
BEUASE NS

JEOR M BERRAHEE | S OV 2 10 A BB IfiL/ N ILE > & BT L 72
B REARMEE BE T (20 %L 1)

FERZES H-1 VA7 -2 U 27 Xd@ ) A7 20

TR B #% T2 5em LA oo filn aTRE 72 LIS 1 d MRI/CT Il C s A
450cm3 UL EOENGRD 5 5 BE

NR—=RA T A OIM/RED 5 5 /mm3 LL_E o5 1 Ek%EL 1,000/mms 2L
DB

ECOG PS 78 2 LL F D

NF VY F =T RIGE IV X VU F = TP L < EARMAEHS O
B

F 2R BRAN L

- R R B B R
U b=y A BRIE SR A T O OBEEIRE S B 5 B
U V= A7 NE S O E D SUTIEIR 2 A L, U b= 7 EDS
BETERVEE
BRGSO RRE SR, 77 L U R S milAlL, 7L K=Y 10mg/
MY OO aLvFarxTas NIZEDREEZZIT Q05 8HE (e R
2%y L7 OB I3 RERIE R 5-BMAET 14 B ATE TR
AR SE A B-BRAART 28 HUANIZ K PN Z2 517 TV 5 B
HRRFE TR ) 72 CYP3A4 #5384 (A3, RS2 5 ie) . XX CYP3A4
KON CYP2C19 [LEANC L 5 1REAZZ 1T TV B HEE
150mg/HBDOT A ) &2 &KEH LT\ 5 HEE
ay ha— I RED I S LAREF 24T 5 BE
HERITEEYE A H T 5 B

X1 HALRERERS (WHO) 4338 2016 R &L OV IWG-MRT HIE &% 2007 FAICHD
<

%2 BIHERETLHE Y AT L (DIPSS) D% 58 A

%3 NFXVVF=TICLDEEEN 14 BREIUE (REXIET LAF =D F
VY F=THEHIE LI EBE TR, JBEED 14 AREERBTHLHR)

¥4 = o — 33— 7 LIRS OBRE S ETE SOXIV E

R 71k ARFRBRITHE TH A= R EBMH A= F LR L, EREN28AE DR
V== 78 inil (R 5-kBi %30 A M OBBR AN 2 &5 T) K UVE
ARDLOIBHRAE R O3 & Lo, REiE1y (7 v 228 & LT,




aRICEI SIEE

[ ¥8/3— N CIIAAI300mg X 13400mg % 1H 1A, & OAH/ S— F TIIAZA|
400mg #1H 1EIRE OG- U, RAEEIT IR G P IS T 5 £ T
5% ke L7,

¥, AAOEGHR P KO 30 HMOBHFHERPEE TF 7 I 100mg/
H CUTHME) LA O I 2/ Uiz,

FEAE H FEFHMEEA -
Fe A (24) TR CTMIEBARENR—R T 4 525 35%LA
kAN (SVR35) % gk L7- BEEIE*
HEREIRFHGEE
%6 A7 (24 ) KT RESTEHBEARMEEREER X 2 7 AR
— AT AU 50%LL A L7 R %ﬁé
FetA i (24H) K THRE THIBRAENN—ZXT7 4 15 25%LL
HEN R R LT BEEA
% MRI/CT o B{&FFAM 12 3D < M7 S E
FEMT T Btk

FEMEEAE THLHE 6 A 7 M TRE THIRERE N—Z2 714 b
5%uﬁﬁd%%&bt%%% (X, B hED EERYT & L, A 2R

AIAEAE R 2 XS SIS L D — AR NEMEREIC L EOREIE
%%Eb\pﬁ%ﬁﬁk(ﬁ%%@:&m&(>ikéﬁﬁﬂ%%ﬂm\ﬁ
SR ATRESERT & L, 5 1 S — b CHE L7 HESEH & (400mg/H) @
e A2Z TS THENEIMHA—FOWTOBED I L, R—2AF 1
& RN—R T A %P7 &b 18 MRI XiE CT 2 X 2 3Tl 7T 58 72 i fisk
KEOREME PNMRI UL CTIZ X507 b 1RIONR—RT A %D
FOGRHE 2 A9 29T X CTOERE L Lz, TR CHRHED DD T —
NI (%) CTh D EE T, ERHE Uiz, EHEZRRIKGE
X H CTHDHH 6 YA 7 A& TR CHIRAFEN X— R T A 025 25%LL
RN R LI BEEIRICOWT Y, [FEEOREFETIEIC L 0 RHE L7z,
BEEARRRTANER THHH 6 YA 7 VT W 5L CB SRR HEIE B EUE R 2
AT HRRNAR—=R T A D 50%LL b U= BEEI G 1, B BERRHEIEE
REEAH ~ 4 — A Version 2.0 Z W TCEHi L, N— 2 T A U EF O B B SR HEIE
BLESEIR A 2 7 A5 0 22 TR WEE X, BRI T 5 T o
FHlAREGIE LTc, 5 6 A 7 A TRER DA 7 BRI L TV D BHE X
X5 6 A 7 AL T RESRTNCIRBAEIT 3580 DLz BEIXIERB & LTz,
ZFLT, BV AITNERTHEDAITNN—R2F A L LT 50%LL
R LT BB EIA RO 95% EEX M A2 B H Lz,

wZAaE

BB EZ I CRBR IR 1 BILL BB G SN2TRTOEBE (RaMfirstg
L) 1BV T, BRI E G MR B UIR— R T 1 L bl U CHEAE
FENEAL LA EFHS % MedDRA ver. 26.1 Z IV C=— Kk L., CTCAE
ver. 5.0 % W CHEIEE 2 #E LT,




aRICEI SIEE

UEES

(202810 A B HTF—& 1> NA7)

At

BE 6 VA7 (24 ) #& TS T SVR35 2k L-BEES [ HEE
filize B ]

MRI % CT OEEFHEIC L D, 5B 64 7L (2438) #& T RO MIRE
FE75 SVR35 % AL L 72 B EIA 13X 71.4%[95%(Z HE X [t : 51.3, 86.8] (20/28
B) THY . FANTHE LI=AIMEO EEFMIEE O RHELER LT (p<
0.001, 4 H Lo pflE, —EARRFMIERRETE) .

W61 70 (2438) & TR CHEMBRHEIEREIER 2 2 7 &3~ —
ATA D B0%LL B L= BEEES [EERRIRGHEEH ]

Fe YA 7L (24 00) KT R CEBESMEIEREUER 2 2 7 IR N— X
TA B 50% L B L2 BEEIGIX, 837.0%*1 [95% G HEX M : 19.4,
57.6] (10/27 1)) TH-o7=,

M1 RN—R T A VIO FERHEAE BERE R A 2 7 GFA 0 BB X 220 o T B LRI
MG L LTn, 56 VA 2 K THETAI T DKL TV B RE UL 6 A 2
JUHT BRI EAEAT 530 B T BB IR & L. R E DT,

W6 V1 70 (24 8) ¥ TR THIBETENX—A T4 b 25%LL |
DO/ R LT BB RIES [EHEERRIRGHEE A ]

MRI % CT OEEFMIC LV, 64 7L (2438) #& T CHER
HINR— 2T A D 2% LA AN Rk L 72 REEI AL, 85.7% [95%(5
HEIX[H - 67.3,96.0] (24/28 ffil) Toh -7,

Ak

W EH

MR GAEN] 31 i, AAI 400mg &5 S iviz 28 Bl VT,

96.4% (27 #) IZEWER RO bl

F2REWERIL, il 60.7% (17 ) | FHRL O/ MO ES 32.1% (9

ﬁD'?%Oﬁ;

E BIERIX 10.7% (3 #1) 1238 v, A4, EEsiE b Hifm, &
Kﬁ%%ﬂﬂf&oﬁw

&5¢¢ RS REIERIZ, +EREE. B5iE5. KO RS Him (1

BlIZH 1B Thol,

FETICESTZBIERIIZ., B ool

$ﬁ®ﬂ;éhh%&&@%g D@, A7 = RIF=7¢L LT 1H400mg % 1 H 1 ERAKET D, 72

B, BEHEOKAE

&P ﬁﬂﬁ%#é 1 Tho,




AERICEH9 5I1EH

@ JAK BHEAFIC& 2ABEOL VERBHEBELZNRE L _EEREFALLEHR
BV ENAEEER (EFC12153 iR, JAKARTA (E&) ] 2 ™

H JAK FHEANC X 2 IR O 7o WE IR MEIE IS 31T 2 REI O A 201 K OV 4
PE D S
REBRT A | W SRR LR, EEAL, B, 7 7R3, BIAHRR
PO JAK BHEHIIZ &é%%ﬁ@&w BEARMEE B 192 B
EEVASE e i
E%i BESRHEIE . Je OV 2 i A BEE IfL /N ITUE 2> & 84T L 7=
BEARMEE BE 2 (18 kLL 1)
¢W2)x7xi U 27 E3 DB
B #& T 5em LL_E O Al aE 72 BN FE D B 5 B
NR—2Z A OISR 5 T3 /mms PL_E 2> hF i ER-EL 1,000/mms Pk
DB
ECOG PS 7% 2 DL F D 3
F 7R BRA L
it 23 & B IR
m%ﬁﬁ\ﬁgﬁﬁﬁ\T%ﬁVUF\ﬁEmﬂﬂ\%m%%@%m\
7L R=Y10mg/BBHY DarFazxraAf B, KERT, Xk
VR VAN K D IRIR 2R B AART 14 H DINIZ, X V"R T o
52 B 5B ARI28 A LINIZZ T TV A BE (E Re¥ oo LT o
P 53R BRI B BB AR AT H £ TR
BRI HBRAAAT 28 B LLNIC KT 217 TW\Wb, T 6 » ALIAIC
TR 2 2 TV D B
JAK [HEHNC L DIRRIEN & 5 BE
HRRREE TR ) 72 CYPSA4RRERI ITFHEH (TR EZET) ICL DR
WEZITCNDHEBRE
150mg BOT ALY &2 FHE L TWHEE
PUAEWE % LB L T IR SRR YE N & 5 B
AR IR G- BAGART 3 » HUNIZ, 22 hr— L REOD 9 o kLA e*
tEETLRE
%1 500mg 5 (97 f) A BR<
32 R (WHO) 434H 2008 4R % U8 TWG-MRT 5 B e (o 5 <
3 FEETFHRHEES AT A (IPSS) 9% i H
¥4 =2 — 3 — 27 LIRS DR BIUE ULV E
BRIk kG A A 400mg/H 1 B 1 [EFGHE, 4Kl 500mg/A 1 A 1 [EI&EEHE, X

I7 7 RBEERIC 1:1: 1 OTEEACE VT L, ZHERIEIZT
1A 728 HRIE LT6H A2/ (2408) DLERAOHRE L=, RErEN
FUIZAFRERE L (Grade 3 BL 1D ALT, AST I U e v o k) 73
B B AE, R G R A T AE L U7, AR E o3
T%, 77 BRBICEHOAHT ORI EEIX. B 6 VA 7 K TRERSULRE
BT NRD DRSO WF R OWEE AT, AAKl 400mg/ B X i




AEICET H5IEHE

500mg/ H ODWTNOFREGE2Z T D7 a A4 —_"—%wafgl Lz, BTV
A 7 VRS RBRIEOR G Mk L, A2MENRO 5N DRY (SUE IWG-
MRT WS ERETER) UIRBEOR G R ILEZ BT LA TEIRVE
PESFEHLS 5 F CHG 2 kRt LT,

S TE H THEFHEE -
W6 AU (24 ) ETHELOZD 4 BEHIC IR N — A
T4 U0 35%LL B/ (SVR35) ZiERL L7 BEH|A%
HE R FIREFHE R
s e Y AL (24 H) KTELETEMGHIERE R o7 BENN— X
FA G 50%LL B Uz g EIS
W6 AU (24 ) KETHAE L OZ D 4 BEHIC IR RN — A
FTA S 26% UL EfE/N B R LT R E S
BIREHIE B
IR A 2 2 1 T2
%1 MRU/CT o Wi {4 27 12 Ho- < Jl a7 opr g 2
2 BHIDZE%) (SVR35) OERH 1 BIREEIT IO WF R RHER S5 £ T
@,ﬂﬁ ]
AT R 1] HahE

ITT £ (BAER LI NTZT X TOEE) 2T X TOFEIEFARE B O EiF
Bt & LT,

B 6 VA 7K TRAEKOZED 4 BB ICPIBRAERENR—AF 14 15
35%LL LM/ N R LT B EIA . WONZE 6 VA 7 A TR R ZE D
4 MBI AEN =2 T A inD 25%LL Efg/N & ik Uiz BE B4
I%. Bonferroni fifi iE & W CHlilA EAKAE 2.5% & LT x 2 EZ I L,
AHIREL 7T B ARBER B L T=,

%6 VA 7N TRACTERMMEIERER a7 55N X—27 4 b
50% LA LA LIz BEEIGIE. mIA EAKEE 2.6% T x 2 ®IREIZE S E MK
ELT, N—=RAT A DA T BRPOBFZERIN LT ITT H£H %2341
FRAT 2 S L 7o 2 RE AT I IR AT R G 42 HT (RRAI P BE 72N — A T A Ml
#H9 5 ITTHEM) THFEM LT,

FHEFAGIE H XA OVEERERFHEIEE OF 1 MoOEEMHERZ 5%I2H49
5=, AFIFEICHOWT, fixed sequence procedure % N CTLL T DJIEFF
(1.55 6 A 7 AR THE S OV @ 4 H# 1 SVR35 iRk LIz BEEIA .
2.55 6 WA 7 WAL TS TTSS NR_R—R T A L vD 50%LA B Li- B
BA. 3.5 6 A 7 NV TS T SVR25 &k L7 BEEIS, 4.247FH
fil, 5 AEMGHAAFHIM) CTFEM L7,

PR ZE D BRI, B NS RIS 6 9~ D S h 3B H AL H 0 B | R BT T X
IIHENEDO NI HETOHMMEER LT, WTNUDLORERT 35%LL E
® SVR ZiER LT HBE 235 & LT, Kaplan-Meier % CTRZWIF OHEE
B R LT,




AEICET H5IEHE

ZaetE

ARG ISR IEZ 1 BILL BB SN T X ToBRFEH BT, &
BRak e B P ICHE B IIR—R T A v L ik L CHEEM LA EES %
MedDRA ver. 20.1 Z i\ T =— kL, CTCAE ver. 4.03 % H\ CTHJEE
ZHIE LTz,

s e ARBIIAZN 2B G5 SN BETO U o )v= v FIENEE DI D BRRSES
MR ENTZZ L2k KERMLERMLE (FDA) X0 B3R5 46
BEZV=hNHR— FEEN, TRTORBE~ORGNPIES T, Bk
OB E NP IE S BEOEIEIL 400mg BET 63.5% (61 i) . 158V A
7 VEE O R IE T 16.0 (FGFE : 1~23 Y1 7 L) | BREEHIR O RE T 62.1
1 (#iPH : 1.0~91.9#) TH-o7-,

A it

W6 V17 (2438) & THES R OZ O 4 HE#%IZ SVR35 # A L7
BEEE [FEFHmEE ]

MRI X% CT OEGEFHIZ LD 6 A 7 (24 8) & TR L RZED
4 W% SVR35 &Rk L 7o B HIA X, AHl 400mg # T 36.56% [95%
fEREX M @ 26.8,46.1] (35/96 f5l) . 77 BAREET 1.0% [95%[FHEIX[H :
0, 3.1] (1/96 f5l) TdH V. 77 HREEIHT 5 AKI 400mg B DO
O bV (BEMIZE 85.4% [97.5% 5 HHIXM : 24.2,46.7] | x2iE, p<
0.0001, A4 E /K% : 0.025 [Bonferroni ffiiEIlZ X 2 FH%] )

W61 70 (248) & THRES CHMMHEIERER 27 55 AX—2 7
A 0B 50%LL B Ui BEEIGS [HEE 72 IR E A

Fe A7 (24 ) TR R CHBERMIEREZ 27 53 NBX—2 7 A
Y6 50%LL R L7 BERIG X, AAl 400mg #E T 39.6% [95%1EH
X[ :29.5,49.6] (36/91 %) . 77 &AREET82% [95%EHEX ] : 2.4,
14.1] (7/85 %) Toh -7~ (BEMIZE: 31.3% [97.5%(EHHIX [ : 18.0, 44.6] .
x 2FE. p<0.0001, {7 = /K%E: 0.025 [Bonferroni fifi IE(Z K 2 FH%]) .
M OITT M (=2 T A > OB BEARHERR BIE 2 = 7 KI5 2 BRoh L CRHT)

W61 70 (243) BTREAKOZ D 4 8% ICIEARNN— R 7
A DB 25%Lh bR/ N A FERR L7 BEEIS [ EEARREEEER ]

Fev A7 (24 ) K THELOZ O 4 BZICHIBEENX—R2 T A
6 25%LA BN A B L 7o B EIA 1R AR 400mg #E T 49.0% [95%
fE/EX M @ 89.0,59.0] (47/96 f5l) | 77 BARBET 2.1% [95%IFHE X [H] :
0,4.9] (2/96 f5) ToH -~ 7= (BEHFE: 46.88% [97.5%(E#EIX ] : 35.0, 58.8] .
x 2FE,. p<0.0001, WA EAK%EE 0 0.025) ,

WS 2 IR RIS E ]
Kaplan-Meier 75 CHEE S AU72 AR ZS 20 I O P oL fliix, A% 400mg # T
182 # A [95%EHEHIXM : NA] . 77 v AR TEINROONI-AHFIT1

B TH -T2,
X WM OBHIRNIEERBRO B RIEIC LA KBEERIT B0 02282 % 15 TR
V. A#I 400 mg BT 0~18.2 » H Th o7,




V.

AEICET H5IEHE

TN

W &R

A 400mg B 89.6% (86/96 f3) . 77 &AREE 38.9% (37/95 B) (ZEIfE
HBFRO b,

FRBEWEAIL, AH 400mg FEICI VT T 58.83% (56 f31]) . H.l» 58.3%
(56 f31) | WEM:- 40.6% (39 ) . &Il 34.4% (33%1)) . 77 BAREICE
WTFHI10.6% (10 41)) | ol 11.6% (11 4]) ThHotz,

HE R BIWEA IIAAI400mg BEICBWVWT11.5% (1141)) (238D b, &2
Bl DARE, DR a v 7 RER, Mk, &Y U AMIE, KLy
U AMAE, SRS, KIBEE, B, 717 —8 EH. V=8 EH
AMEEE S ThoT,

e EIc B - - HEFEEGL, AAl 400mg BEZ I\ T/ RIS E 4 51,
ODARA 3 F], A, O, THE, HEK, mME 7 LT F =2 ERBE 2
B, FEFEME ML/ N EEEAEGRE, WEERE . DBk 2, ME, O 5ME, Ll
ik, DMWY 3 v 7 BER, BRdE, 77 —F8 LR DER T R,
Uo8—® BR M/ REEIN, IBAE, YL E U mE, RGP
%K. Zlidas N SREGERE, W, K N Y o AME, B9, WAEIT. G
s, BRA, BdEMiKEE, HitEs g v 7B 1FITh o7,
IR > TZRIVERIZ, AH 400mg FEIZ I\ TRk i L OV RS =
v I BN 1BFITH ST,




AEICET H5IEHE

@ LMXVNVFIJIZEIAREREOHI>BHREHMEREENRE LI-EERIEMNEBHAE E5
F I185E& (ARD12181 iRE&. JAKARTA2 :XER) ] '

H &Y xRV U F =TI K DIRERED & 5B BERRHEIE 2 3 1T 2 A H 0 A 20 K
(O e X LAY T

BTV A v | A hERR IR, IEEM. FEER. 5 I AHRABR

SO XV F =T L DIBERED & 55 SRR HETE B 97
LRI YE

JFORS PR BEARMEAE . B OVELME 2 if e SOV XA HENE i/ MRIfUSE 7> H AT L
7o B BERRAEE B E T (18 L 1)

FERZES H-1 VA7 B2V 27 3@ ) A7 20
NV Y T = TP IR A O B

FEE % FIZ 5em LL_EOfhkn al e 7 RIE2N G890 B 5 B3

NR—2A 7 A OIM/RED 5 J7/mm3 LL_E s> ER-EL 1,000/mm3 LA
roBE

ECOG PS 7% 2 LL F DO

EeAN A i
o G S D D ERE

(B2, oSSR, 727 L ) R SEHAl, 7L K=Y 2 10mg/
YO aLvFaxTas R ZERET, ERVECFIZ K D8
W A B EE HBHAART14 B LN, AR =T o B 5 % s Bk e 55
TART28 H LIMNICZ T TWA A (B Fax oo L7 o5 3B
HBRRARTH E THFA)

HRRE TR ) 70 CYP3AAPERI SULFHER BEHIEELET) 1285
G EZ T TV D EE

150mg BOT ALY v E2HFE L TWHEE

#1 SRR EER (WHO) 4338 2008 4ERUM: OV IWG-MRT )& £ -5 <

X2 BWERETHRHEES 27 A (DIPSS) 1% 5 A

X3 NF VIV F=TICLDIREREN 14 BRIV EDH Y (REXIET LAAX—0D7HI
NV F =T IR Lo BE TR, IREEN 14 HEARWG CTHLEIR) - oA
PIEEE S0 14 B LLERNZEEE FIEL TN D

R T E ARREL, A7 V) —=2 7 W (R 28 AR | RBRIEE G & OVEHR %81
EokbE CHERR Sz, BB G TIEAR 400mg/ H A BIAEHE & LT,
2Ry (BFo 1 REEIRTOEL 2 FEM#) 21 8 1B\, 194 27/1% 28 H
LT A7 (248) ROKLE Uiz, 472 Ml h R (a2l
£V 50%LL_EDRIRAFE DHE/N) D3 BN EEIZIX, 100mg/ H BAL T
&K 600mg/H £ CTHEZMIM T2 2L Lz, BN RERE LY
BlE. AF O &% &K 200mg/ H F TEMEMICHE L7, 6 F1 7 LDk
BRIER G252 T LTCBFIL, IBRICED SR T 0 v FOBIENRZED i,
AT TR IE OB E P I 2 BT DR TERVWEENBET 5 £
THRERIEOE G 2k LT-, RO HI1E% 90 BRIOF7 I U /iF
AT o7, IRIRBBIEORBEI TR DR B G 5% 30 HREI#%IZ 240 L
7=




aRICEI SIEE

A TE B TEFALIEE :
M6 AL (24 ) TS %H/ﬁﬁA~X74/¢E%%u
b#E/ N (SVR35) % Rk L7- BEEIE*

BRIV A
B3V A7 (1238) # THAIZ SVR35 & 25k L7 BEHIA
T2 5 0 2
H6 YA 7 (24 ) & TR CHMBHERER 27 5508 —2X
A G 50%LL B U7 FBEE RIS

%1 MRI/CT @ B aFAif 12 F-5 < A7 Gu)
X2 AIDFEL) (SVR35) OREFR H 2 HIRBEIT I T HOWT IO NHER IS
FTOHIM L ER

FEMT T At

BIMED FEMITIZIX PP ™ 2 H W28, & 0o FohEMRTIZIX PP
£ & ITT £H*2 O )7 & F iz, fEk oS 2 B3 2 5-fiL, MFSAF
FRAT R GRS 23t Ge b U CiT o 7o, EEFHEE TH DL 6 1 7 Lk
TREO NIRRT 2 BhEIE (BIRARENX—R T A 025 35%LL Eiffi
/N OfFENTIX. PP #EM %2 %1502 LOCF 4 FWC3hE L 7= %4, PRI 5
5 ZE5NEIA OB Tk, PP 4 <X LOCF 4w Aw3, ITT
£ C1X LOCF L0 FH oA JR C5=h L 7=, MR eh M i, MRt
T 5 (MIEEFRENX— A T A D 35%LL EfE/N) DR ONZERD b
72 BB BAETT (MR AFE N X— R T A D 25%LL EHEIN) 23 )i
BOOLNT-H I TCHBONWTNNENFETOMME L TRHB L, M
lgZ2 M O A oA, BB HP OWT IO ke s CIMIBEARE 2~ —
AT A B 35%LL B U= BB x4 & L C Kaplan-Meier 5% H W
THERE U7, B B IR & B BE AR HEE E R FEAN 7 4+ — A Version 2.0
Z TR L 72,

Tl

=7

PR ER L IR 2 1 R B G SN T X ToBEEMICB T,
BRIEEE G P BL I N — A T A L i U CHEIEE N EL L2 F
=% (TEAE) % MedDRA ver. 20.1 Z W\ C=2— RF{t L. CTCAE ver.
4.03 % MV CERERE 24 E L7z,

K1l R—=R T A U JHOR—R T A %IZ1EILL EOMEEFE D MRUCT 5235141 7T
BETHY., A0 FICHEL KT Al ferE D & 5 B3 A 1RBR E im0 5
DIBLAN 2GRN IR e 5 B L (834)

X2 EBERFEM (9741)

W3 RN—ZX T A U DOERERMERE X o7 A3 0NFHE T RE T (X a7 R0 BEE T
) L IO R—RA T A ARIZ1EILL EOF BERRHEE R R 2 7 S E R FTRE T H
o 7o RBR R 5 BN (9041)

¥4 BREMETIZEIVE 6 VA VT NVETRNCHILE LT-BERRX, 86 %4 7 L0
KEORMEESE 3T A 7N TS (B4 A 7081 HE) OMEAROH
JEE THISE

il A ARRBRIIAAN 2 E SNTZEBETOY = /b= FRIED DL D MK
ERRH S Z LICE Y, KERLERRE (FDA) K0 B3R R




V.

aRICEI SIEE

iz 7 )V =Lk — L FEsh, TXTORE~ORERRIES
Teo 7V =HVAR—)L R RCREEE L B o B 1L 63 1 (64.9%) T
HoT, WA 7 VO RAEIL 6.0 Y1 7 v (& : 1~20 Y4 7 L)
ThHV, 12 VA 7 VZ8x TRBIEDN G S B8 13 14 1 (14.4%)
Tholo, BEHMEOTIRAEIL 24.4 38 (i : 0.7~79.4 ) Th-o7z,

HE

W61 70 (24 #8) & THESIZ SVR35 &k L7 BHEEIS [FERF
i H] (PP 4ER)

FEfATRECTdH o 7 83 BB VT, MRI ik CT OmEFAHIc LY, %6 6
A 7L (24 ) #&THEAIC SVR35 & 2Rk L 7= BE EIA 1%, 48.2% [95%
{EHHIXTH : 37.1,59.4] (40/83 #5l) T -7 (LOCF Z MW T-fE#HT)

W31 70 (123) # THRIZ SVR35 2k L7 BHEEIS [RIKGE
mEE] (PP 4R
ﬂﬁﬂ%f%ot83WVﬁwT]mﬂXiCT® GAHmIC L D | 5 3
Y1 7L (12 ) §& 7RSS SVR35 ik L7 E B8, 47.0% [95%
%ﬁ@ﬁ:%ﬂ\%ﬁj(%B&W)T%Oto

Mg ZEh ] (RGeS H ] (ITT %)

$%@ﬁ*f5 127 V= AR—)v RRRICRBRER G TH Y . BRI O
fENT ClL 95% BT HYI Y OXfR L 725 7-, Kaplan-Meier #EEIZ LD
B D 26% TR N 9.4 » AUT ThH -7, IR OHRAE [95%
FREXME] ITEHAGE [7.2%, NC] Tho7-, REBRMT, Z0nRo b
NIZBED I BT Y =T VA —)v RETOREEIT IIFE T 2 GO A Th
ST, ZHIMOBEFHAEH M IZRBRO RIFIEDOZHITHEI0 L7220 |
0~13.4 » HThH oz,

W61 70 (24 ) #& TR E BEARMEIE BIEE R 2 2 7 &5 03—
AT A D 50%LL B L2 BEREG [RIRGHETEE]  (MFSAF fi#t
KFGAELH)

96 A 7L (24 ) #& T RERICE BERHERE BIEER 2 2 7 AR — 2
TA D 50%LL B LT BEEIAIEL, 26.7% [95%EHEXH : 17.9,
371 (24/90 ) TH o7,

P

Iy
i

||
)
%
H

LERVERRNT X GER (ARK] 400mg &% 5- S 7= X TOERE) 97 Fild,
90.7% (88 ) ZEWEM RO BTz,

FREWERIL, B0 52.6% (B1#1) . THI51.56% (50 ) | W& 37.1%
(36 %) . &I 29.9% (29 #) . M/ MRJEEAE 20.6% (20 #i) TH-
776

EERBNEMIX 11.3% (11 1) (2580 Hav, Mgk 2 6, &if, A
*}iﬁfy PESSBE . Meimikse, MR, Mok, A&B. TR, /MR |
HES AR BEE (R, IME ., SUER S K 1flCth o7,




V. ARICEY 5EE

BHEHILIZESTERITERIX. THI 261, mPr L7 F=8n, v-7 v
SN TURT 2T BN, MBI RERD . R, R,
B, i RGECE, AR s R MR B . IMIE 45 1 B TTh o T,
I ESTZRBIERIIZ, B ool

ARNOERENZAEROCHARIZ, @E., SAICE 72 F7F=7¢L L T1H400mg % 1 H 1 ERAKET S, 72
B, BEOREIZIVEERET D, | THD,

2) REMHB
BB L

(5) BE - WEMHR
BB L

(6) AR
1) FERAMERE (—RERKERE. HFECRARERE. ERARELERAR) . BERTERT
—AR—RAE. WERFTREBERABORE

BRRHESEZNRE LEHEFABRGERE (ERFE)

H Y B BERRAESE B (O U TR 2 5 L7 & O B T IS8T D AAIH&
GrREOZEVEEREZIE L, ROEIY 27 2Bt 5,

FLESwIEN Rk )5 2C

SE 1% HAFREBIEL : 260 5] (2 MEfRHT x5 & LT 235 fi)

A 41 ) AHAT I - FRABALEDN O b AR
BERIIE - ARG O 3 AR
BN - AKIBGBMED6 1 FH

LRHmEA | Zaett ER

2) RRFHELTERFPENDARXIEE R LI-AE - HEBROME
AGRAM - B Y R 7 EHET W 2 REO b WUNSHERMT D L,

M)zt
PR L
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VI. EEEICEHI HIEHE

1. REPMICEES SILEMXRILILEYEH
X AFF—E (JAK) FHEA
TEE : B & DAL AMOMRE « HREE, AHOBTRLEBIT 52 L,

2. FEEER
(1) RS - e MR 1
Z7x RZ7F=71%, ¥XAXF—E (JAK) 2 [T HFEERZAET 2K FEEmTH D,
T x RTF=T1F. JARK2 O FiiDOT 7 FEES 1 (STAT %) 0V Ut A HET A - L&
IR0 EGEENEE 2R T L E 26TV D,

i | QT7IFZFZTIEIAKR D

PAAAXTLTS |
LYY YOV ;

1 ATP $5 AR RERE

. Wl EE L. Z05EN
JAK2 JAK2 R LEEEEET S,
==

’

4
:) — "
STAT | 7 77—
) &AL
2

@FROVIFIVIBENF
THBSTATD) V%

\\
. \i () -
BET2. = .
53) 4
X%ﬁzﬁ
1

GSTATDO Bt RUAE 7%
1 L ARENE T DS Z
TRIETCHERNRZ HIET 5,

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

EUEERS



VI.

\.

EMEEICET HSEE

(2) FEMEEMITEHARBAE
1) ¥+—+HEMBE%ER (invitro) 9
D FF—E/RILERAVHER
KX —EBIZHT 57 = NI F =T OHEREZ, 228 FEO X —E) b7 55 ~1v
ZHWTEME L7z 2 A, 3STHOFF—FIZx LT 50%BOMEMEHRO bz, i
5 37T EOXF—LITxtT 5 50%MEFRE (ICsofli) #HILI-EZA, 3THDOIH 4
DOt b+ —F [JAK2 KOFMS BiF v &)+ —+¥ 3 (FLT3)] (Zx4 5 ICso ik, LA
TORDEBY 25nM K ThH - 7,

JI RSFZIOX+—EBEEER (ICs A 25nM ki)

X —E ICs0 (nM)
t h JAK2 JH1 JH2V617F 3
t ~ JAK2 JH1 JH2 3
v ~ JAK2 JH1 12
t ~ FLT3 15

n=2
FiE 228 FEHOX T —B O RDFMASAF AL EZHNT, 7= RTF =T OHBRIEE % 0.5pM IZRE L
KX T —Bloxt 3 2 EREZUE LR, 50%BOEERNED bz 37 o X F—Blokt
LT, —HOBEDT = FIF =T 2RV TxF—B I3 5 BLEME R OB O il 2 ek L.
KX F—FIizxtd 2 IComaEHH Lz,

QIAK 773 ) —2RRELERY ) —= T HER
7 RT7F =7 1L JAK2. JAK1 . JAK3, X O TYK2 #[H5E L. ICso fEIXZFE4 1.26nM.
45.5nM. 95.6nM. KX 171InM TH -7,

JEJAK 7 7V —0OF =Bz s LT, —#HOBEEDOD 72 KTF =72 HNTATP FET
TX =Bk 2 EERAORESSIBREZER L, %% —Blok3 2 ICsoflizHH L7,
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VI. EEHEICEHI HIEE

2) #ARRIZxt3 B4ER (in vitro) '®

® JAK 77 2 ) —#RHHKBE S -MRRICH 1+ 2B RS ERA R UM BN &I1E A
JAK2 SR FE B 30T 3R BR L 7oAl B2 T D 1.1pM C, 7 = R 7 F =713 STAT3
DU bR T1%E L, [FEOHE5HZ 94%E L=, —JF . JAKL, JAK3, KO TYK2
SRR BAIICEB WL, FIREO 7 = R =70 STAT3 V U BLEERIZENEN
13%. 5%. KN 1%, AMEEFEIMEERIXZENZE 14%, 33%., M N5% Th-o7-, 7=
R Z F =7 OMaEE5EIHIVE A O ICso 1% JAK2 FaiH| F BN TIX 0.36pM T - 72— 7,
JAK1, JAK3, KONTYK2 % @il 58 & =M Cld3 < T 1.1uM % k[E -7z,

FriE - BERBLEIE A K OIS E I HIE A ORFHNT X, U B > FIEEIFAIC STATS 2 U > lgfb L. Hlfasy
AR T DI ENTE D L) 2o EEIIEH LA JAKL, JAK2, JAKS, Xif TYK2 %5l
FHEIH=~ T X pro-B Mgtk (Ba/F3 M) MW=, EEBEMAEMEMIZ. Sz 7= R F=
7 CHUE UT- 4 BRI, RO U U ER{K STAT3 7 v & A %~ b (Meso Scale Discovery 1) %
T STAT3 @ Tyr705 O U U ER{bZHIET 2 Z I KV REt L7z (n=3). MARHEAEImEIER L,
KMl E 7 = 8T F=7 CUOH LT 72 FEI%IZ, CellTiter-Glo 5% AW THRIE L7-MilaN ATP &
BEILICEMREEZER T 2 LIck v REILE (n=3),

@ JAK2VO'TF RIGHIRAIC & (+ 2B REE R R UM EE IS /E A
7 = R F=71%. HEL Hi}a &% O} Ba/F3:JAK2V6LTF {0 W12 BT, JAK2 DB T
H 5 STATS OV VR bz IR KT ILE LT,

JAK2VOTTF SEIRHARAIC 115 T = FSF =T M STATS V) VEgbIcxt 9 2HE®ERA

ZREF=F Tk F=S
|
w—h— 0% 01 03 1 3 10{uM) v—Hh— 0% 01 03 1 3 10 (uM)
’ U EE{ESTATS
£STATS
“EEX

HEL#H52 Ba/F3:JAK2 V617F#Hipa

% EE

FiE : JAR2VOLTF 2 NRIPEICR BT 2 & NRE MFEMmaEE (HEL fMifa) K Oe b JAK2VOLTF 28 {x 1
A L0 BE I Sz~ 7 2 pro-B gtk (Ba/F3:JAK2VITF i) &, —H R [0 (L) |
0.1~10pM] D7 = RTF =T T4 ML LI=0b, MAAEMA L., S#/EfEE -z x4
YITRy T4 TT ALY Y UL O STATS it L7z,
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VI. EEHEICEHI HIEE

7 = RZ7F=71%, HEL #ifd ) O Ba/F3:JAK2V6L7F {ifu o> M5 D FE 2 #il L, miifaic
x4 % 50%ANIRE (ECso ) 13V 164 0.3uM TH -7z,

JAK2V'F IR ISR 5 0 = K5 F = T OMaE eI EI4E A

(%)

100 @ [ ] ECso(nM)
® HELiffz 305
® Ba/F3:JAKZ VE17F#ll2 270

n=3

75+

50

26

(bR ok 2 iy B0 i il B 25

(O =

0 0.603 0.03 0?3 3 30 (uhv)
ZrRSF=7
Ik JAK2VOITF - NRPEIC R BLT 5 & FARAMFMEE (HEL fifa) KOt b JAK2VOLTF 2585 78
ANIZ X D 3EHIE S & 72~ 7 X pro-B filatk (Ba/F3:JAK2V6ITF f{fifjd) %, %72 5 E (~30uM)
D7 x RTF=7TRELL, XTT MBEHE T » & A 5% BV TRl Ba 58 2 80E L7z,

7= RT7F=701F 1 KO 3pM O#E T, HEL Ml & OY Ba/F3:JAK2V617F 4l o W 512k
WTC, 7R M= AOFEE LT HILD DNA OB ik a5 Xl Z Uiz, —J7, MR
Mo e NERRERMESFMIE T, 7= R F=71F, BB L7 k@REDO 10p)M T
DNA oWrh{ba ol i Z S o Tz,
JAK2YO'F S IRMRAIC KT BT T RS F =T DT H h— o RFHAER
TrkoF=7 TxkoF=7

0% 0103 1 3 10{uM 0% 0103 1 3(uMm)
od lpud T s

HEL#f Az Ba/F3:JAK2 V61T7Fifiia
FrbIF=7 FrkzF=7

0% 1 3 10(umM

Ba/F3:JAKZ VB 17FH#ll b bR AR AR D
(e

Fik : JAR2VOTF 2 NIRPEICR BT 2 b R RE MEMaE (HEL fMifE) K OE b JAK2VOLTF % 38K -
A &Y SREIFEER S 7=~ 7 X pro-B #lark (Ba/F3:JAK2VOLTF i) | I N[t M & L
Tk MEERMETMEZ, —EORE [0 (FE) | 0.1~10pM] O 7 = KT F=7"C 24 FFH L
L7eDb, BRI GEE LTS 5 DNA Z W7 e — A5V EKGKENT L Y DNA Ol iy
{bxm L7z,



VI. EEHEICEHI HIEE

@ JAK2VO'TF I E MR SR BB
7= NI F=70%, FEi A DEmesiih (CD34TCD38  CD90 Lin ™) | & i A%
fi (CD34"CD38 Lin~), KUVE#AIdATEHI (CD34"CD38"CD123"CD45RA™
Lin") ] ORIMEK= v =—Ek &2 REKRFIICHE L, £0 & 2D ICs fEiX# U T 300nM
LFChoTe, £, ZORICHEM LT 20 =—DB M FHENTICHEWNT, 7= F7F5=7
FLBRAZ (2 AAF L QN2 i M i = v = — Tl JAK2VO'F 7 LV ORI R DS 20% LA T ¢, 7
= N7 F =7 IFALBRE misie = v = — TR HEIT 90% L ETH - 7=,

7 - JAR2VOVF (Bt Bt £ S FRE R Sk o0 4Rl NE R (& meiilie (CD347CD38 CD90 ' Lin ), i
MATERHAL (CD347CD38 Lin™) ., K UVE#ERILEATEHIA (CD347CD387CD123"CD45RA™
Lin )] ZHEEL, t hA b IA CIRIMAF LB O —REEHICEHB N T, —EORERE [0 GRED.
30~600nM)] O7 = RZF=7CRE L, 14 A BIZHEAFER] D = v = —HEH 2 BEi s o
VT Y= T RRATIZ T T o T2,

3) MEZB/ER (invivo) ®
@O JAK2VO'TF R BRI ERATBIE L - BREEEERETILRVRICETSTII RS FZ
:jO)ﬁﬁﬁzl\O)E$§L1m
JAKQV6LTF 3¢ Bl Bl I 2 [F TR U 7= B BEE MRS £ 7 L~ 7 2 2B WNWTC, 7= R F
=T EEIC L0 AFEY OLEE NSRS S, 120mg/kg & 58Tl 42 HE&R 5% O EFR
1X100% CTHho7= (KA, £/2, 7= FT7F =70 42 ARSI LY Ko [ i sk
KO~ b7 Uy MEMET L, MEXEAD L7z (8.
7= RTF=TREKTRO, FET NV~ U ZAORMIL, B, XOPIRICBT 2 JAK2VOTF
RNBEEFOFRBIT, UTORO LB Tho7- (K B),

JAK2VO'F I B MR EBIEL =XV RIZHEITS
71 FSFZIJDAEFRICHT 2 ERVENFHER

(%)

100 A & 2 0¥mg/kg(n=20)
x® * . 4 60ma/kg (n=20)
50 =i 120mg/kg (n=20)
& 60—
i
$ 40 -
20
0 T T T T T ]
0 5 10 15 20 25 30 35 40 45(R)
(5]
B
ES Sl Ehf R
c 09 b 08 4
A 08 03
|p o7 07 | 3
5 06 06
D 05 05 >
Ei H oz 0.4
Rlc o3 03
BEx o2 - 02 1 I
ERN 0.1 =
% 00 - B o0 . —_— 0 |
o 60 120 0% 80 120 0% 60 120 (mafka)
ZIRSF=F ZRZF=7 ZIRZF=F
¥ EIR:0.05% Tween20&T0 5%A FIL L O—2KEH T+



VI.

EMEEICET HSEE

JAK2VOTF I B MR Z BB L .Y D RIZE TS T FIF =T OENFMER

FH: H i Ek%L (X 1000/uL) ~vhr7 V> M (%) g (g)
ke | rErmERE | s | TOreERE | o | TR EERE [ o
(%%i) 18.2+7.0 — 86.0t6.1 — 0.503%+0.18 —
60 10.4+3.7 0.0017 80.9+11.0 0.0348 0.333+0.09 0.0051
120 5.6+1.5 0.0024 68.1t£12.9 <0.0001 0.124%+0.07 0.0008

¥ ANOVA IZ X% pfE (vs WHH)

FiE:zarubty s v AL havuA L RAEANT, gIEEE~ U AFHMRICY 7 2 JAR2VETF %

RHLIET, BUEREZ RN Lz~ v A2 RidMiaz gt Uiz 26 BH%IC, AR fER Sy i 5101

VT RCO~ T ATRMEREBEIM L CWD Z &, £72, W27 ARIZ, F¥~~ 2

v MED 70%LL EIC EFH LTS Z L 2R L., it %%hﬁ@ﬁ%@@@%r#%vwvv

AL LT, Al 28 HENPOLARET LT A (K n=20) |2, 7= FZ7F=7 0 (BFE : 0.06%

Tween80 & H 0.5% A F/L&/Lu—AKEHK) . 60, LT 120mgkg % 1 H 2 BFREO#E G L, 7R

I EREE DI IR B OV FEAEIRIE & 2 MBS T 2 BEFEM L7z, V= KT F= 7@&5%%

1242 B E Lz, F72, RET A~ ZAORMMM., HH. KOEIRICRBT 5 JAK2VOTF 338
FOREBRE, TERAORY AT —PHESI &0 BT Lz,

@ SET-2 HIlARERIEYIRIZETE T FSF=ID STATS L5 FIUEEREICE D
BIE 1 4 FH

SET-2 fila BBt~ 7 2B\, 7= KT F =7 512X % STATS U VL OEEIT
B b 3 WIS IR D T2%ICEE L, #6510 BRI £ Tl 26%~ LK F L7z, #5 3 Hif
%O7 = FTF=7OMIER K OMEGNOIREIL, £ £i 10,620ng/mL (20.2pM) KO}
8,443ng/g (16.1pmol/kg) TH -7z,

SET-2 il ERERBEY YRIZEITHE 7 KSF=TJIZ&S STATS 1) VEREIZRT B
BEEERALRIC 7z FSFZJonEFRVESENEEDOREMNEL

(%)
12000 ~ 100
- U BE{ESTATE/£STATS

* V- EEARE (ng/g)

10000 — 4 MFFEE (ng/mL) 00
= v Figif
% 8000 / Y
o} 60
Z i3
F 6000 - 1k
= &
4 . ro ®
E 40004 ¢ v k4
2000 Y Sem 20
* v
&
0 T T & T ]
0 5 10 15 20 25 30 (h)
[5o]

ik BRI B R I BAT L 7o AR REE AR ML E D BB O K AE LA D ST S A7 AR RR T
JAK2VOLTF 2 | T\ 5 SET-2 Mz . i SCID ~ v AR FICEEBME LiHliET L & L=,
RETNSDTARIZ, 7= R7F=7 0 (&E : 0.06% Tween80 &H 0.5% A F/Lt/L v — R KE
. n=6) XU107.9mgkg (n=3) ZHEREAHLG L, #5 1, 3, 7. 10, 16 LU* 24 K&l
e R OVEIG AR AR 2 BRI U 72, B RRIRICH 1T 5 U VU liR{k STATS L~Lid, difilio U - Fg{k STATS
7oA %y b (Meso Scale Discovery #1) Z W THIE L, 42 STATS L ~/L THEHE(L USRI 6
T HBLHER AN ut REROWEGRAEPO7 = I F=TREZF, K7~ 777 40— -
& T NEESHTEHT %ﬁbko



VI. ENEEICEHT HIEAE
SET-2 fifa BFEE A~ 7 A BT, —HEOHED 7 = T F =T %25 L7255 OIEEK
HEOZLIZLLTD LB Th o 7=, TEHHE D 2 M8 1% O NEEATE ORI B 615
FHEX, 7= FT7F=726.9, 53.9, 80.9, KT 107.9mg/kg # T, TNE4 107%. 76%.
51%. M 16% T, 80.9 KT 107.9mg/kg B Tl #atFR9IA B e IS FEm ] /E H 23
R BT (p=0.0474 } T8 0.0002, REEGIRRE & Ol — Sold @ S E 25 B i g o
X F oy MRIE),
SET-2 HiIFARBBIETIRICE T2 7z RKSF=JIC L S ESEENHER
(rrm3)
1400 —
-.--O”‘mg,fkg(n=8)_
1200 LG A : +
=== 53.9mg/kg (n=8)
1000 - =¥ = 26.9mg/kg (n=8)
FHEEEEEEE
B s00- e
% | +_
ik %
1; 800 -
400 —- l +__‘__+**
200 S e — -
0 T T T T T T T T T ]
a7 42 44 48 50 (H)
fe s
#OEE 0.06% TweenS80EH05%AFILEILO—ZAGEH
* BB L Tp=0.04T4(Z T8 RERTE ST 05 v METE).
dok CBERHERICH L Tp=00002 (B REESHairikoy 1y HMeE)
ik B ERME [ M S AT L 7 A e i /R UL RE 0D BB D Y I > B R ST X AL 7= M A T
JAK2V6ITF 2 3B LT % SET-2 % . i SCID ~ v A f FICRMBAL LTS L & LTz,
RKEF LT Z (£BEn=8) 12, 7= FT7F =70 (& : 0.056% Tween80 547 0.5% A F /Lt
Jba—ZKER) . 26.9. 53.9. 80.9., KN 107.9mg/kg 2 1 H 2 [Al, 2 @M (% 37~50 A
H) &O5 L, EEARREZE Lz, JUESBERIL. 7= F7F =7 RERE &IRBEREO BT
O FEHIED iR X 0 3 LT,
(3) YERAFIRMEM - iR

BB L



VI. EYEREICEAT SEE

1. MPREDHEFR
(1) BEEESmbRE
AR L

(2) ERRGBRCHESIN-OPRE

1) BHRMEREEZNRE LE-ERERURERSHE (FEDR-MF-003 5% ©
B AN D AR B BEARHEIE FB3E 6 Bl AR 300 &2 (N 400mg 7 1 H 1 [RIKERAO#KE Lz L Z D,
WEE 5% L O EEE 28 HEDO 7 = KT F =T OFEYBIRE/ ST A —X [ZTTFRO LB ThH

-7,

BARADBHERMEBF(CAHK 300 KUV 400mg ZREZE LI EDEYERE/NF A —4

2)

H& (mg) {EUE H ( H ) {ﬁdd/g{ Crmax (ng/mL) Tmax (h) AUCau (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 8 (49) (0.95~4.00) (104)

Sl RMIZZERE (CV%) ] Tmax @ FRAL (FRe/IMiE ~ R AfE)

RiERSE (BREEDBERNT) »
HANE & LB RERHEIE R HE 2 DS D IR T — 2 2 VT REEHERY B e fiT &
Fh L7zmb R, AHI 400mg 2 1 H 1 BIEREAHG Lz S0, EFIREICBITL7 2 F7

F=TDHARKNDIYFENT A —=Z T TFROLEBY) Tholz,

FEZRERS LEEESOEFEREICE T 2BRANBHREEERED

EMBE/NS A -2 EEE (BRAEMENEMRENT)

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)

AN 2B (CV%) ] |\ Tmax @ FHRAE (Gie/ME~ R KAH)

(3)
ek L

AFNOARENT-AEROHEIX, @, RAKIEZ7=2R7F=7L L T1EH400mg % 1 H 1 R OHKEGT 5, 72
B, BEOREBIZIVEERET D, | THD,




VI. EYEREICEAT SEE

4) BE - HtAEOEE

1) BEOEE (ALM3451 3E) GEAT—42) 2
fERERR A 19 BIICAH] 500mg & WA NG Uiz & & IR G2 20 - Kha
U—RBEONEEN - @ha ) —fEBRERFICEB TS, 72 RT7F =7 D Cmax DKM EE)E
DFEN L 1.12 KT 0.91, AUCin ORMEHEOLITZEN T 1.22 TV 1.19 TH -

7=,
BEMBANIZARE 500mg ZEERXFEBSRICERZOKRSL-EED
mFF I FSFTEEHED (FHEHEZERE)
(ng/mL)
2500+
—@— 7 F5F=7500mgZeEIFKk 5 (n=12)
—O— 7z F5F=7500mgEREl - & A U —RIBEERS (n=18)
2000 —y— 7z F>F = 7500mglERER -EH 0 U —BIBEUAIR S (n=12)
1m
#®
th
7 1500
o
N
Z
7 1000
7
p
E 5004
0- = s -9
9|6 150 144 1é8 (h)
fRF P
BEBAIZAKE 500mg ZFEERXIIERBRICEEZOKRSELI-EED
7 RS F-JMBHEYBE/NSA—4
. . S (n] S fiE %15 i
iR RIS | e R [ IO (0% (SR
(n:12) (n:12) (n:18) 'f&ﬂﬂﬁﬁﬁﬁﬁyfﬁ %Haﬁﬁﬁﬁﬁ&fﬁ
/e R ZE G
Cmax 1.12 0.91
(ng/mL) 1,090 (42.3) 1,560 (40.2) 1,040 (32.3) (0.83, 1.49) (0.72, 1.16)
AUCo-r 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)

MTEYIE [REESHFRE (CV%) ]
X1 ZERERESE T O®EEERC A 6 ] & ARAE N S T O ®EEER A 5 FlILNE D 72 9 BRSL
#2n=11, AUC FMFEE >20% D 7= 1§ % st
%3 n=16, AUC #MFfE >20% D 7= 2 5l % o+

AHN DA S N HER ORI,

B, BEOREBIZIVEERET D, | THD,

D@, ACIE 72 F9F=7L L C1H400mg % 1 A 1 ERAFST 5, 72




VI

EYEREICEE T H51EE

2) BHRENDEE WEAT—4)
D 4 raFrJ—IL (BELCYP3ATEEHI) (INT12893 & : ark—k2) B 2

Rk AN 7 Bz R = — 0 200mg & 1 H 2 [6] 14 B MRER D855 L AH| 300mg
EOFH LIz & & ARIHMEGRICT 2 0P GRECBIT 57 = 7 F =7 O Cnax KO}
AUCint DT EEMEDO T ENZ T 1.93%2 KN 8.06%2 Th o7z, AEBFHEYENEETT
MZEDvIab—va RN G, ¥ hatb Yy —1400mg # 1 H 1 BIRKEROES L,
KK 400mg ZOFH T 1 H 1 RIERO#E Uiz & & | AR G162 0F A # 50E
BT DEFIRETHD 7 = RTF =7 AUCrav DR FHHEOHIL 1.95 L HEE Sz,

X1 DA ENAKR
2 Cmax DAL D LI IAK B E G-I 7 5] X OBl # G-kp 6 Bl O RIS & B L7z, AUCine D
ST IME O BT AH AR e -7 6 51 e OMIF I B B-f 6 9 O RIS EE S S B L7,

Z)LaFJ—IL (FIBE®D CYP3A MD3&Ly CYP2C19 HEHI) (FEDR-CP-004 :Ex) 2
R A 16 filic7 /v =)' —)L 200mg 2 1 B 1[0 14 BREIKERAKRS L (1 B BIX
400mg $¢5) . 9 H BICAHK] 100mg Z0FH L7z & & ARAIEINE 582 xh3 2 0F F 8 55
IZBIT57 2 RTF =7 D Cmax X AUCint DT EEEO LIXZENZEI 1.21 KO 1.70%
1 ThHol,

31 AUCint O 28T FIIE 0 Mol A B8 505 7 51 B OVEFH 8 505 5 Bl Of6 RIS S & B LT,

)77 UESY (&L CYP3AEEH|) (FEDR-CP-002 iBR) 29

fEEERRA 16 BIcY 77 > E 22 600mg 2 1 B 18] 10 AFER DS L, 9 B BHIZAH
500mg ZFAHEG Uiz & & RABEME LRI T 2 0 GRICB TS 7= KT F=7
D Cmax & O AU Cint O 8T EIIE O 1T Z 4 0.302 L 0.19551 TH - 7=,

31 AU Cint D ST VI 0 PLIT AT AN EE 515 16 1] o OWDF #5012 il o s S & B L7z,

IJ7ELYY (FIEED CYP3AFEH|) (FEDR-CP-002 :RER) 2
fEFER A 16 Bllc=7 7 LY 600mg 2 1 H 110 10 HRIKERD#HS L., 9 B HIZAH
500mg Z OG- Lz & &, AFIEMIER SR 2 0HAKRERFICBIT S 7 2 RTF=7

@ Cmax & OV AUCint DR EBE D HIZZ N ZF 4 0.715%1 K11 0.532%1 Tdh - 7=,
361 Crmax D 8T SEIE D P ITASH B H 0 16 51 2 OPF FH #5515 Bl ofE B S & B L=, AUCs
O ST SEIIE 0D LI AKI B 3% 51 15 151 J OVBE 4% -7 14 5l O RIS B LT,

SHYSL(CYPSADRE) . F 4 T5Y—IL(CYP2CI9DEE) . 4 ~TOO—)L(CYP2D6
DEH) (INT12497 &8) 77

HETT[E T 98 A 16 Bl AH] 500mg % 1 H 1081 15 HRMER NG L, 156 BRICI XY
Z A 2mg, AAT T —)L20mg, KA F T rE—/L100mg &7 TIVHEI L L CHH
Bl Ll & & 7 T VIFIRIE GRS T B AR R GO I XY T b A AT T
= KA R 7 a i —/L® Cuax DB EEMEO T E 24 1.82%1, 1.12%1 K1Y 1.60
#1 AUCint D BMFHMEOLLITZ N Z 1 3.84%1, 2.82%1 RN 1771 Th o1z,

1 Comax & N AUCint D AT EIIMED LT A 7 T VA B & 51854 16 61 R 5713 2 42T A (Cnax
13 {ﬁlj\ AUCinfS 'WIJ) N j_% 703 \/““‘/I/ (Cmax 13 'WIJ\ AUCinf 12 {ﬁlj) N A }‘ 70U 7 —/) (Cmax 13 {ﬁlj\



VI. EYEREICEAT SEE

AUCint 13 #) OfERICHESEHE L,

® o3dx>r (PgpDHEE) . OR/NREF > (OATP1B1/1B3 R U BCRP MEZ) . A +

RILIT Y (OCT2. MATE1 BRU MATE2-K MEE) (FEDR-CP-003 :£E&) 2

fERE AR 24 B2 A 600mg & HEHE O H L, ¥ T% 22 0.25mg, © A/NA X F 2 10mg,

KOVA RARLI 2 1,000mg 20 7 7 VEKE L CHERROKES L CHHALEZEE, o7 T

JVIRFN AR 5 ST DARIGFHE GO IX T v a ANRZREF o FOA LR

> D Cmax DR FEMEDLLIZZFNFH 0.989%1 0.804%1, KT 0.880%1 T&H U . AUCint D

BAPEBEOIZENEN 1.113%1 1.016%1, KN 0.973%1 Th o7z, 7 7 /VEAK| B

BERICHTARKGHEEREO A NAAI OB 7 T 52 ADORMELHEO X,

0.642%2 ToHh 7=,

>.'<1 Cmax&(ﬁ AUClnfUD%{ﬂE‘ZﬁJ'fE@Hﬁ Viﬁ 7 ?/D%ﬂ%@?ﬁ%ﬁ%ﬁ Cmax% 24 '@Ux AUCmf‘\/jﬁ?“/T/ 7 1§IJ\
0 ANZALF 2 22 Bl ONA MRy v 23 B, OFHBEG L Crax & 22 B, AUCie ¥ I v 7 i,
O RANARF L 22 Bl ONA RRAL S v 18 DRSS S X B LT,

X2 BT 5L ADKMEBED T D 7 7 VEHA AR 5 24 B, OF#S 22 FlORs RIS & E
L7,

@D £EFHEMHEETTIVICELDESIaL—Yay [T)RATAS Y (BHFEED CYP3ATR

EF) 1
A EYBETT VICE DV I 2 b—a VRN S, ALY 2w g T
500mg # 1 H 3 RIEHG L AK 400mg #0FHT1 H 1 EIHEREROKERE Lz & X,
ARFNEI P G632 PFRBR GRHCB T 57 = RIF =70 AUC IZZhEh 1.85 KLY
1.18 LHEE Sz,

(VI 7. fHEAEH) OHEZHR)

AFN DK
B, BE

REINEROREE, @, RAICE 7 F5F=7L LT 1H400mg % 1 B 1 ERAO#E5T 5, 72
ORBICLVFEEHET D, | Thd,




VI

EYEREICEE T H51EE

2. EYRERBI/INTA—F2 D

(M

fRIT A&
RHERTEE BN BT TlE, —IRIBRZMED T 7 2 A LR O—RPINEFE 2 Z Ty 2 =2 73— R X
Y METAEMA L,

IR U 33K E 7 3%
REEFEMB BT IZ &L 0 HEE S 7o IRIBORE ERIE, 1.67Th1 Th o7z,

HEREETEH
REER e L

VTSR
REEE SR REMRAT I L D HEE SN EFEIREETO BT D7 V7 Z A (CL/F) 1%, 13.0L/h
ThHol,

nhnaE

RHEFSE I IC KV HEE S nlop i a s R—=h X R RUOSRIa 3= R A 2 b D R
T ORIEFRILENZEI 311L LT 1,460L TH Y | ZDOHEFHIES S EFIREEIZI 1T 2 BT
DIARFEIL 1,7T7T1IL ThH o 7=,

Z Dtk
REER e L

3. B%E (Kal—say) @i
(1) BRTAE

WAL 1 AR (TED12037 3UR) | [EING Da FH3BR (ARD12888 &) | Vs Ef I AHEER

[ARD11936 5, ARD12042 ik, ARD12181 il (JAKARTA2 i) ] | K OWMESMEIN
B [EFC12153 3Bt (JAKARTA #RBR) 1 T S NI AR Oy ERET — & (A : 452 ],
3,442 MERF ) IS & IR A DR E T V% IV CREE IS B REAET 23 5 S 4172 (fE
MY 7 bv =7 : NONMEMver7.3) , 7235, AFIOEYERRIT, —RINEEMED 7724 L)%
ORI A S 2 20 8= R AV BT LY Rl S iz,

(2) NSA—2EHER

IS BRAT OFER, 7 = T F =T OERNERBIC R b L KT B RIIHE, AEK D Cle

Thole, KREKOCHET V2/F IZT PRI ERILERETH 7203, V2/IF OE{KIT

0% AN T2 Z L MWNAUC B L RE S RpoTc 2D, BRANICRIE & 72 5 8% )

ET ARV EE 2 B D, Cle 1T CL/F ICHT 28EHFNICHEBERIERTHY | BIE

(CLer 60mL/min LA E 90mL/min #3ii) & OV EE (CLe 30mL/min LA E 60mL/min AJi) @

EHERERE T A A T 2 B BERRMEIE R IR, BHRE IER A B R E R L iR LT, 7= R T
45—



(1)

VI. EYEIREICEAT SIEHE
T =7 OBEFEENZNZEI 10% % O 3T%HM LT-,
— 5. R, PER. AFER OWFEEEIZ 7 = KT F =7 ORYEHREI A Z T Tt FMICH &
VA oS Gl ATl
REETIIZET2 7 FSFZJDOBEAEYBEE/NS A —F HEE
HEEE T— AT v T RRIE (95%(FHEXH) *1
[ 7 2 S
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)
TVVS3/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 (0.383, 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)
CLcr on CL/F*3 0.294 0.297 (0.157, 0.441)
S LR
ERENFRAES)
w?, KA 1.07 1.09 (0.728, 1.54)
w2, V2/F 0.383 0.371 (0.247, 0.510)
w2, CL/F 0.255 0.250 (0.176, 0.352)
COVva/r-cur 0.197 0.193 (0.145, 0.249)
FRFEISE
02 (Log additive) 0.201 0.194 (0.159, 0.264)
¥1: 77— PRI FEERMET—MA N7 v 7RIREICEDEH L,
¥2:V2/F (L) =311X1.87 (PVOHE) X ((KE/70.1) 0727X (H&/400) 0279
#3: CL/F (L/h) =138.0x1.54 (PV ®#4E) X (CLe/T78.3) 0294
ALAGL : WL T 7% A &, COV : 343k, KA WINHEEE., Q/F: Aoz X—hrXA v MEZ7 Y
7oA, TV WRE, V2/F: Bt odidar — k2o NamEM, V3IF: T oRMa v —
NPV AP TP
1% 4%

LR L

(BE~UA, Ty AX, Y
VTR, TR ARX, ROV T = RTF =T HHERAOKEG L&, 72 RTF =7 13K
LTI Z 41, Tmax 1F 1.0~3.7 B[, Mot NA AT XA Z U T 413 17.7~37% CTh -7z,

ki

ifn % — B B P s 1
M VPR L

(B%)

HeME BALBle ¥~V A7 = RTF =7 % 40 KO 80mg/kg DAHET 1 H 2 [\, 1 BEERD

BHELIZEEDOT7 2 T F =T ORNREZE LI, TOMR, G THRICBITLS7 =7



EYEREICEE T H51EE

F =7 O,/ MBI T O EIZBW T 0.1~0.3 Tho T,

HEME Sprague Dawley 7 v MMZ 7 = KT 9 =7 bmglkg % HEIFIRNFE S L= & & K,/ ME5y
ALEEIT. FRARMNIR G-BF 0 0 REEIDD A OIRE (Co) T 0.63, AUCo24n T 1.18 Th o7z,
WERED Z >~ NMIC UCHERR LT 7 = KT F =7 25bmglkg ZHERO&K G5 Lz & &, #&5 4 FEfilt%
D/ MSESYECEL I TMERE & 49 0.4, &5 24 FE#%1E, HET 7.6 X OWET 3.7 TH o7,

it % — B AR EEFT B
BB L

F v RO - BRI T, ERBIRR ORI, I VAR E OWRD & O~ D 8
REDT = RIF=T O - IRILHENBO LTV D,

At ADRBTHES
MR L

F v RO - BT T, ERBIRKR ORI, 6 VAR E OWRD & O~ D 8
REDT = RIF=T O - IRILHENBO LTV D,

BB~ DB
BHER L

Z DDA~ DFAITIE

(HEANF—% . BEX12257 #kfERr) 2

fREERL N B 6 Bl MCHE# L7277 = KT F =7 200mg #H[aE NG5 Lzt &, #5 0.5~
16 FRFEZIC 31T D BN RE O Mk A i B HelX 0.615~0.753 T - 72,

Z v MBI DTk 30

MM Sprague Dawley 7 v MC UCHER L7277 = RTF =7 25mg/kg # Bl A& G L= & =

D7 = RTF =T OB 2FA— T VAT T 7 ¢ =KX 0RHE LTz, %5 S iz il

REITIECNTIRIN S 4L, IRFLZAMARIZ A0 Lotk 13 & A EORERE HIHK Lz, HIRE K ONH

LB N Z b < M2 3 1T 2 e s MU RBIR BRI, FITHR G 4 e IZRR 0 B AL, [RIRE RO T

R OBREE 31T DAk MAESRLE I, £ Eh 281 KTV 111 Th o7,

BIORERIZIB T, MEHED Sprague Dawley 7 v MZ UCIE#& L7-7 = N7 F =7 25mglkg %

BRI ARG Lz & & b [REROMERI MR b,

HEVE Long-Evans 7 > MZ UCHE#H L7277 = KT F =7 25mg/kg #HEREO&K G5 L, B (5E

I ) | KRS OVE R IR Dk i e R A — N T AT T T 4 —IEIC K VRl LT &

A, #h A%, B TEWBSBERENNE S, IR (58K KOEERERE CH%E
47—



VI

EYHREICEHT HSEA

6.

(M

FE DG REIR B HE STz, &5 168 REMZIC, IR (58I ZFR< 286 B gTHeIx
FEAEHE LT IR (58 1281 2 &G BB OHKFRINIK 41 B CTh -7, IR (&
EIO ) OREENX Long-Evans 7 v b TIEi® H 72723, Sprague Dawley 7 v b TIEiH 5
2o 77,

MmFEEEEEY
b N AEZE FH T invitro SEEREHTRERIZ W) T AR 10,000ng/mL D& X7 = KT F=
DO MSEY LRI FEEHRIL92.61% TH -T2, Fio, 7= RTF =TI o TRV 2 >
RIBITHES LTz,

K
REBULRUCRHRE OABAT—4%2) 2
REHEPALIEE L LT E ZE 2 DN D,
SMENGERERCN 6 Bl UCHFR L7277 = KT =7 200mg # LA O#& G L7z & &, miEfho
FHERIREACAR T, MEETRBEEED AUC O 80% % 57z, M2 a5y B g 77
BEOD 10% %2 5L o7, REEOE R Y RUFHERTHSH SAR317981 N EHE
RAEER M TH Y | BEGTHE AUC 0K 9% % 5 7=,

Qn ,@' T/\uJ Ay o Qr‘i ool
sk gm0 T )

¥ [blq]

X::sgl.mii\,{j"\/\@ A 0L g I@r* DT iy gmg% Dol L, 796
g W

A > o 1n#%[9.4%] 3 IM#E[blq]
O\r" OO\AG 2-SAR317981 it [bla] Hitt(1.5%]
T ! | ) QL
R }>r::svo NTSNESN
N 5 mfElbia)
IFAEOYSL ORI s S iog L%
14-SAR318031 ;;1@%[1;%%

4 sbia) L 21b
Bt 9(5.6%)
#it229%)
e ¥ [bla]

A Bt (1.1%]

D e Q}—’x oo Leamo e am o

nn*ﬁ[ ia
" s ot LRI B ERHEOAUC 0
BHBFHEE (%) &7 JHH (%] 12,
WehsNeRa ey 0-192/240ni VRS £ TR B B
Mooy N B 3 QII O SRS ROTHRE (%) EwT.
SAR302503 %£(79.8%] TAGDEE 10 3 [blq) P
it (26.1%) it 12%] r ALTFNERY I BORIL
(EBLMRER)
‘ B > s QY,;)\ Q O —— s SQ A Q/ B:TAGa;mt
¥ [blq) %% [bl C:tert-7F L EDREL
TAGOMIE 13-SAR317793 ?;19%[(11 0%] “le ;;;E%% “Eb.q] D: 1flDBETOHIRLE
c *DRCELIFOBETHRE
Qj\/\)\ o~ TAG: SRS FiRE
tert-T FILEDEIE 16 f%E(bl] (AFN-P7 2= MEYIVYITIY)
it (1.3%)] LR dEh s
blq: & FREH




VI

EYHREICEHT HSEA

(2) KB5S 2ERCPH DNFE. FEX

1) RBtEERE Gnvitro)
b hEAEEAAE, B MFI 7Y —4A0 KOt MER T CYP XX FMO B4 vzl
BROFER, 7 x RTF=7 0% T HAHICIE CYP3A4, CYP2C19 %1 FMO3 235 L, F&
LT CYP3A4 3 & 5425 Z LAVRENT,

2) REEERBEZE (invitro) ¥

EMFI 7Y —2ZHVWTHRLERERE, MIREOY = N7 F=7TiX CYP2D6 kT

CYP3A4 (CHEEDENA B, ICs 1% 25 u mol/L #THh - 7-73, CYP1A2, CYP2C9,

J Y CYP2C19 12t L CHAHZE e vl WP E 2R S e o Tz,

BMOBFTIE, 7= RZF =713 CYP2CS8 (Ki50.4 2 M) . CYP2C9 (Ki26.1 M) . CYP2D6
(Ki 10.1 M) Za[#ipgIc L5 L, CYP2C19 &Y CYP3A4 (Zxf L C I3 RK /70 72

mechanism-based inhibition Z % L7, CYP1A2 XX CYP2B6 X7 = KZF =7 100uM T

H BREHD 50% AT T > 72,

3) RBEBERBH (invitro)

7o R7F=7I12LD CYP FHEEMICONWT, FF—38 ko MM Z AW CTRBRE L
72 B MFMilRZ 7 = FZF=70.3, 3, 10, XL 30uM T1 H 1[0 3 HFQWH L7z & x|
CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, KU} CYP3A4/5 {EMEDEMITIRD S
Mo T, MR TIX CYP2B6 Z#Br< CYP IEMEDIK T 23388 Hiv, CYP2C9 KUY CYP3A4 Ih
PEOIK FIZRF K FIBREIC L 2 b D LB 2 b,

F72. 7= KZ7F =77 CYP1A, CYP2B6 K& CYP3A DORERIEM: K ONE 5 - RBLOFE T
R KX T AREMEIC DWW T, R —8 ik b MFflazHWT, 7= FIF=70.1, 1,
5. 10 2 TOX 20pM DO TR L7z, ZOfEHE, 5uM £ T CYP1A K1 CYP2B6 Ofg#ETH M
XITBAFHBLOFEITRO Lol —J5. CYP344 BARFIRBUTR KRNI L
7273, CYP3A OEEFIEMEDOFFEILRD LT, &2 N —THEKRFIIRIEMEE T80 b,

ZOETIET = RTF =70 CYP3A4 [Zx3 DMK EIC L 2 b D LB X b,

DEEBHROERRVTOHE
BB L

RBMOFHEOFRREMLLL, FAELE
BB L

et

(HEANT—%, BEX12257 #5r) ¥
BN T 6 Bl UCHFRR L7 7 = R T F =7 200mg Z HERE OG5 L7z & & | U RERRENIN
ROVLEETRGED 82.1% Th o7z, FERPAREIIEE TR TH Y | &KEED 76.9%0
FARTUZ, 5.15% DR FUCHEME S 7, FER T OB BRI EEIIK < | E R FIRAL UTZ AN T
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bolz, PRSI RED ZERINIIRIALERTH Y . P R ORPICHEH S TR LR
FENZENEEED 23.3% KT 2.9% Th -7,

D URR—2—IZET H1FHR

in vitro iR 37

Caco-2/TCT7 Mila BT vt A Z W THRHF LR, 72 F7F=713X Pgp DIETHDH Z
LRI,

B FIZ L HBREER
DR L

BRENDERZAI HESE

(1) BHEEEERE (POP13449 ;ER) GIHEAT—4%) ¥

(2) FrHRElEERE
=

r Ak P R R HR 3 (C L 30mL/min LA 60mL/min A%i#) 9 151} ONEE B B REfE 5 ¥ (CLlier
15mL/min LA I~ 30mL/min i) 8 filF UNT A1 4% B K OVER i R M el 5 FE A LTI AR Mo OMA
Bz s ST (CLe 90mL/min P 1) 19 BIlICAF] 300mg Z HEFE A4 5 Lo & &
BREE R AN %™ B AR B K OVEE FE B RERR B O AUCint DR EHIEOMIE, 7= KT F=
T ORMIRE FEATEL DI GI A2 & RE) TEAZN LT 1.87% JEREATE T 1.08
X ON1.31% ThH o7z,
¥ AUCit (RIEE - HHEATH) OBMTIIED T T OB ES S B H Lz,

- PSS EEREAERSE R R 8 B, REHERA 4 1

- B EHSRERE R R B 6 . JEHERA 5 1

(POP13450 :#E& & Uf FEDR-CP-001 :#E8) (WEAT—%) ¥

R THERERS B3 (Child-Pugh 7338 A) 8 i, A& ATHEEERE B (Child-Pugh 4334 B)
8 BINE ONCHRE Je OV 45 FE IR RE R AR LRI, APl OMAE & %f )G S E TR (% 9.
8 i) IZAKI 300mg %, HEEFHREMEEEFHE (Child-Pugh 7558 C) 8 il DN B [T REfEE
SR ITHERI, AR e O & ki S B 7R 8 BlZAF 200mg & HEIRE N &G L7z & &
BEFERR AT 9 DR A5 K OV A RE R 8 O AUCint DT EAME DI, 7= R
7 F =T ORIEE TEAEN .07, 1.14% K100.66%, IEFEAE T 1.03%, 0.92%, K141
*ThHoT,

¥ AUCi (RIBEE - IEEATY) OBMTIIEDHIT T OB S X HH L,
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RETOIGERZEDOREITEETSHI L, [8.2, 9.1.1-9.1.3, 11.1.2 58]
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HOBEICHT-> T, UTFTOFERHEIEETSZ L, [1.2, 7.3, 11.1.1 B#]
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8.1.2 AAHGHITE X IV BiRRHFOEE 21TV, B4 I 2 Br KZIEDRER SUTEUE DT
DONLBPERE, BEIISLTELZ IV BIBEEOHEEZITY 2 &,

8.1.3 [MEM:, THIFENHEHX I Br RZ 2B REBREFOEY L2 5| S 23 aTREtEN &
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8.1.4 MRENEE & OEEED T, MRFANERZ ZRE OREZFEERBIET L L,

8.2 T IHIERIC X D . ME. BB, A A TEHRIC L A RYYESS B0 YL SR B Y
TET 203D, MRUVANVA, BEEENTFEMT 28208 H 2D T, KHE
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8.3 HHMH N H B D Z LD DT, KFIDOFE-BIMEHT & O G- H I 3E BRI ik A
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8.4 EEREREE RO LD Z L 03d 5 DT, AFN O HBAAHT & OG- H 13 HH9 I ATt
MEZITH 2 L, [11.1.56 &M

85 REIBERNHLONDZ ENHAHDOT, BROBRFEOFEZEMMICHRT S &, £,
RO BFEVNRD LN HEITIE, BN EREEE L 2T L BEZ2EETL2 L,
[11.1.7 2]
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(1) &HHE - BEEFEOHLEE
9.1 &BHHE - IFEEDOHLHEE
9.1.1 #HERDEREREE FHIHZOBEREOHIEFRUVWEL Y MU LEKARMRDOH
HEBHE)
AR LSS 2 BENAH D, [1.3, 8.2, 11.1.2 &H]
9.1.2 P (RMIE. k. DAMIIRREREE) #5664 LTLIEE
EHEMHERIC LV REZELIE 2 BEZNRH 5, [1.3, 8.2, 11.1.2 &H#]
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HBs ik i51E)
BRIFR VAN ADBIEMALIC L DR B H B bW dBZnd D, [1.3, 8.2, 11.1.2%
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FHERABRIZIB VDT » BIRA~OEENRO LN TND Z &b, RE LT,

(5) YEim
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7. tHE1ER

/NREBE OF IR O
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10. HHE/EHA

AFE CYP3A,

FIERZ =T,

AFNE, EIZ CYP3A THRE# S,

—¥R1x CYP2C19 (2
CYP2C19, CYP2D6, OCT2, MATE1 & O* MATE2-K (2%} L TIH

LoTbA@enNs, £k,

HAEEEEDEH
BRE STV

HHRIEEZTDER
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(BFRISEET S L)
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B AAEAR - FEIE T 5

B - faBRIk

38\ CYP3A P
UrFEen, A4 73—,
VANV =0 s V4

[7.5. 16.7.1 ]

AFIOBIWERAP RSN D BEN
NHDHDT, ZNHOEK L DOHf
FIXFTREZ2BR V ey, 5
CYP3A FHFEIEH D72 WA ~D
REEZET DL, L&A
BERT 2 5AICIE, A AR
LELbic, BEOREZEEIC
Bl BWERORIUCASER
THI L,

Zh b DK CYPSA ZHES
HZ LT E D KRB AR
EHFTAEREERSH B,

R E o CYP3A 7> o 3 \»
CYP2C19 FH=7#I
Tat—

[16.7.2 2]
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WHDHDT, BHEDOIREBEZIEEIC

BEEL, MEHORBUCHSEER
THZ L&

ZaFfy— i CYP3A K O¥
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A R -
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AFNDFRHENFTT T 5 BE N
b5 DT, CYP3A FHEIER DA
WHI~ORBEEZBET D L,

S OEKIN CYP3A % ikE
5 Z &Ry AF O M ARRED
BT 5 mRetnrd s,

CYP3A DI'E & 72 5 IEHA
XSS A Tz A=) R
VAN
[16.7.5 =[]

CYP2C19 DI & 70 5 HH|
FATITS =, T TTY
—)L, DT B LG
[16.7.5 ZF&]

CYP2D6 DI & 72 5 HaHAl|
ArNTav—n, TIMITF
U, A7z F D
[16.7.5 ]

OCT2.MATE1 } * MATE2-K ®

B QKN OREIER B3R S
HBEFNDHDDT, BEDOINEE
EEICELZE L, BIERAOREIC
+oEETH L,

AFKIR CYP3A #HET A Z LT
X0, S OFF O A R
LRI B AREMER S B,

AFIH CYP2C19 Z#PHETH = &
W2k 2 DIERI o i
N EFSBAEEMEN D B,

AHFIA CYP2D6 Z#[HETSHZ &
W2k 2R D3RR o i
N EFTHEEMENDH D,

AHI A OCT2., MATE1 Kk Ot

HE L 70 B A MATE2-K #HET D Z LT &
ANERAVIY, FTahArT D, TNLDORFOE I VT Z
RAE ADME T T B8R H B,
[16.7.6 /]
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eGPk d 57 EEOeEE1T O Z &
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MAEXRGEIER
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11.1.2 B

11.1.3 B HEiNH

Z ]
11.1.4 Him

11.1.5 BFHRERES

1111 BE (D= TRESD)
EX IV BI RZICED V= b=y FRGEEZ BGLIEN H DN D Z L1 D, AHIEKE
R O G- T 1R I ORREZ +o0 1Bl U, BV RHH . IRBGEBIFEE (IRIR, EH%) |
AR, SEEL. FCIRPREESE ORMIE 22 58 O IER2SFE8 0 DNTZH A IR L, B4 2 By A
DFFIRA ST AN GFE OO LB AT O Z &, o, MRABHE L OE#EO T, 5
¥ MRI W5 2 42 & & bIZ, AROREGPIEFEOEE) RS 21T 5 2 &,

(0.5%)

Al (36.2%) | /M (20.8%)  #FHERID (5.4%) BH LD Z ENDH D,

AST (3.6%) . ALT (7.2%) HNZ 5 IFRRERE 0N H Lo Z L3 d 5,

[1.2,

fiige (1.8%) | WuffiE (BEEEARH]) FOHEEREILEDOREIANRE SN TN D, AHlkE

R O G- TR ITBE OREZ o Blg 452 &, [1.3, 8.2, 9.1.1-9.1.3 2]

(8.3

AR /RIS PESRBES (0.5%)  BEEH(EE HIL (0.6%) XD obND ZENDH D,

(8.4 & ]
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11.1.6 FEEMMEER GEELRH)
11.1.7 RESEXR (0.9%)

(8.5 & ]
(a5t
AENIOEEFET —4 > — bk (CCDS) | EaARRBRAE &K OEEOB IR SR E LT,
FEBUBEE T, ENS /TR (FEDR-MF-003 #6%) | /NS IAERE (EFC12153 k) &
OEs e AREER (ARD12181 #kiR) DREWERSERHR RICHASERi# L7z, AL, 11.1.7HIZ>
WL, SEIEENERETHH 2 L E2EE L, FEDR-MF-003 #Bk Cid & » EHoBHRH
ERAWERHETo TS,

(2) ZothoEIER

1.2 ZDHOEIERA
5%LL F 5% AT BRI
L7 T (52.0%), L (50.2%), | BES. WLARR. EIEEE
e (35.7%) . FEJW. fERK
PR R SE FEIPED F U, BREAR4
& % ) FESE
Rt U R—EHEn TIT—EEM, mHY T A
i e
H 7 L7 = 0 PR R
i - ERER G, BRI
e IR ] e
Y PR B Y
& e I E
Z Dt U IREHIN, MSIRE
()

AFNORZEFET — 42— (CCDS) . FaARAERAGRE M OO E IR IS EHRE LT,
FEEBEE X, ENE [/THERE (FEDR-MF-003 i5r) . s EIIFERE (EFC12153 iER) &
OVEA S ARERER (ARD12181 35R) ORIERSEEFE BRIc S 50# LT,



I. £ (ERALDEEF) ICETSHIER

BIfEARREAE—%

MERNE [ /IR (FEDR-MF-003 iXER) DEIEARFKR

(&%l 400mg E¥ D= Grade T 1%Ll EFIR)

AFHIRE (n=28)
FERIRSHE (SOC) /HAEE (PT) % Grade Grade 3 UL
n (%) n (%)
D b 1 FHEORWERNRD bk 27 (96.4) 22 (78.6)
MR E Y v GRS 20 (71.4) 17 (60.7)
F=gil 17 (60.7) 15 (53.6)
I IR A E 9 (32.1) 4 (14.3)
I BRI JE 5 (17.9) 2 (7.1)
U 2 RBRIBDE 3 (10.7) 3 (10.7)
5 1f BR e E 2 (7.1) 0
U > SEREEIAE 1 (3.6) 0
A ke 15 (53.6) 1 (3.6)
T 9 (32.1) 0
Mg - 4 (14.3) 0
N 4 (14.3) 0
JEEAS PR 2 (7.1) 0
1 PN RS 1 (3.6) 0
+ 5B 1 (3.6) 1 (3.6)
B 1 (3.6) 1 (3.6)
EES 1 (3.6) 0
JEES 1 (3.6) 0
BB . 1 (3.6) 1 (3.6)
BB L OREREE 10 (35.7) 1 (3.6)
B nekE 5 (17.9) 0
12 1 B g 2 (7.1) 1 (3.6)
BRIR 1 (3.6) 0
B hEE 1 (3.6) 0
HHRE 1 (3.6) 0
R KOV EREE 6 (21.4) 4 (14.3)
JEELIES A L (e T 4 (14.3) 4 (14.3)
& A ) T MIE 2 (7.1) 0
1R R I8 1) 1 (3.6) 0
= ERImAE 1 (3.6) 0
AR R AT 7 (25.0) 0
By LTF=r e J VT 5 AR 3 (10.7) 0
TI=T ) N TUART 2T 2 (7.1) 0
e Vv e N 2 (7.1) 0
SR ER (AR ZR 8 2 (7.1) 0
7 35 —HEm 1 (3.6) 0
TANRGEUEBT I ) T U AT =7 —BEN 1 (3.6) 0
M7 VHY 74 AT 72—l 1 (3.6) 0
gz V7 =80 1 (3.6) 0
y=INVEINNT AT =T —EHIN 1 (3.6) 0
I/ IR D 1 (3.6) 0
I R N 1 (3.6) 0
REJD 1 (3.6) 0
R K O R ARRE 4 (14.3) 0
JNOD i 2 (7.1) 0
SRET 1 (3.6) 0
B g g 1 (3.6) 0
EE R 1 (3.6) 0
FE -« BIERERIR AR EIE R 1 (3.6) 0
iR R 5 (17.9) 0
R A2 4 (14.3) 0




Zx2H (FRELDIEIESF) CEJSHIEE

KPR = 2 —1 S5 — 1 (3.6) 0
—% - RHFEER L O G 0K 3 (10.7) 0
TR A 3 (10.7) 0
JHEREE R B 5 2 (7.1) 2 (7.1)
JIEREE7S 1 (3.6) 1 (3.6)
JFpe s 1 (3.6) 1 (3.6)
e A 2 (7.1) 0
DB 1 (3.6) 1 (3.6)
IDARA 1 (3.6) 1 (3.6)
JRYLIER K O A4 iE 1 (3.6) 0
Fl e ¢ 1 (3.6) 0

MedDRA (ver26.1)
Grade H]7EI%. NCI-CTCAE H#EIZFE-S5<  (vers.0) .
T—XH v NAT7H 2023410 H 5 H

WENFENHEEE [EFC12153 KB (JAKARTA IKER) 1 OEIMERRIRKR
(A F| 400mg B2 D £ Grade T 1%L EFIR)

AHAl 400mg A (n=96)
SERIRSFE (SOC) /HAZE (PT) 4> Grade Grade 3 UL |
n (%) n (%)
Dl 1 FHEORWERNRD bk 86 (89.6) 48 (50.0)
B 79 (82.3) 7 (7.3)
T 56 (58.3) 4 (4.2)
L 56 (58.3) 0
M - 39 (40.6) 3 (3.1)
P& 8 (8.3) 0
{5 5 (5.2) 1 (1.0)
e ERYE 4 (4.2) 0
LR R 3 (38.1) 0
53] 3 (3.1 0
JEER AR PRk 2 (2.1) 0
R Nt 2 (2.1) 0
M PRI 2 (2.1) 0
g 1 (1.0) 0
A E W R 1 (1.0) 0
EES 1 (1.0) 0
i 1 (1.0) 0
1PN A PR 1 (1.0) 0
D% 1 (1.0) 1 (1.0)
I V723080 5 13 0 1 (1.0) 0
MR LY o GRpEE 39 (40.6) 31 (32.3)
E=gin 33 (34.4) 26 (27.1)
I/ IR 9 12 (12.5) 7 (7.3)
I rR BRI SiE 5 (5.2) 3 (3.1)
U o RERIME 1 (1.0) 1 (1.0)
AR R AT 32 (33.3) 9 (9.4)
TI7=2T7 ) b T7UAT =T —BHN 10 (10.4) 2 (2.1)
U X—-B N 9 (9.4) 4 (4.2)
7 v =88 7 (7.3) 0
7 T—EHm 5 (5.2) 2 (2.1)
TARTGX BT I b T A7 =7 —BH 3 (38.1) 1 (1.0)
M7 74 A7 7 % —BHN 3 (3.1) 0
S/ = RS %) 3 (8.1) 1 (1.0)
RN 3 (3.1 0
RE D 2 (2.1) 0
M ) o SN 1 (1.0) 0
LER QT T E 1 (1.0) 0




. =% (ERLOZEE

)

ICE9 5IEHE

I P ERERD 1 (1.0) 1 (1.0)
IR D 1 (1.0) 1 (1.0)
I IR EE 0 1 (1.0) 1 (1.0)
rT AT I —EHI 1 (1.0) 0
—i% - RHFREER L OGO 17 (17.7) 5 (5.2)
il 9 (9.4) 4 (4.2)
e IE 6 (6.3) 1 (1.0)
ESS 1 (1.0) 0
[ ey P e i 1 (1.0) 0
TR A 1 (1.0) 0
230 1 (1.0) 0
ARAE M NERR 1 (1.0) 0
FZJE RS KOV T AR PR E 15 (15.6) 0
B g g 4 (4.2) 0
BT 3 (3.1) 0
i B AE 2 (2.1) 0
W5 2 (2.1) 0
g stiig 1 (1.0) 0
ST IE 1 (1.0) 0
JTVi 8 1 (1.0) 0
% 9 FEiE 1 (1.0) 0
EHMT O FEIE 1 (1.0) 0
gy 1 (1.0) 0
PIRINGEZ 1 (1.0) 0
N A4 1 (1.0) 0
B G 1 1 (1.0) 0
B 1 (1.0) 0
PR EE 14 (14.6) 0
BIEpE 6 (6.3) 0
FELE D F 5 (5.2) 0
BRI A4 2 (2.1) 0
RS 1 (1.0) 0
SR SRR 1 (1.0) 0
J7EER 1 (1.0) 0
ATk B 5 FEESE 1 (1.0) 0
R L OGRS 9 (9.4) 4 (4.2)
& A ) T MIE 5 (5.2) 2 (2.1)
5 PR I 1 9 2 (2.1) 0
BAHEE 1 (1.0) 0
&7 27 —¥ e 1 (1.0) 0
&V X —YifgE 1 (1.0) 1 (1.0)
&~ 7 R AE 1 (1.0) 0
&Y o gE 1 (1.0) 0
& A v A fdE 1 (1.0) 1 (1.0)
B R B & O%E Ak E 8 (8.3) 0
f e A 5 (5.2) 0
B 2 (2.1) 0
AL B EAE 1 (1.0) 0
VU R 1 (1.0) 0
JERYE R K OVFAE BE 5 (5.2) 1 (1.0)
RUE R 1 (1.0) 0
ARG E 1 (1.0) 0
Fed 2 A oE 1 (1.0) 0
NHEFE S 1 (1.0) 0
fiti & 1 (1.0) 1 (1.0)
PR B YL iE 1 (1.0) 0
PRI 2R, MOERES K ONERm P = 5 (5.2) 0
% ) 2 (2.1) 0
BN 1 (1.0) 0




Zx2H (FRELDIEIESF) CEJSHIEE

S 1 (1.0) 0
< Lok 1 (1.0) 0
TS EREE 5 (5.2) 1 (1.0)
I 3% LA i 5 5 (5.2) 1 (1.0)
Lol 3 (38.1) 2 (2.1)
IDARA 1 (1.0) 1 (1.0)
DEMES g v o 1 (1.0) 1 (1.0)
AR 1 (1.0) 0
BB L OREEREE 3 (38.1) 1 (1.0)
A B R 1 (1.0) 1 (1.0)
HEIR R 8 1 (1.0) 0
IR 1 (1.0) 0
SR E R B 2 (2.1) 2 (2.1)
EE UL mE 2 (2.1) 2 (2.1)
BFo¢ 1 (1.0) 1 (1.0)

Bk, EMERS X OREIARBH OH AW
Gl L O ) — 75 A 2 (22) 5
FeN k=] 1 (1.0) 1 (1.0)
e 1 (1.0) 1 (1.0)
AR P 1 (1.0) 0
B 1 (1.0) 0
BE, hER L OWEAIHE 1 (1.0) 0
15 1 (1.0) 0
TEARRE 1 (1.0) 0
FiiSTwal 1 (1.0) 0
R L OHERE 1 (1.0) 0
A4 1 (1.0) 0
i 1 (1.0) 0
1FTY 1 (1.0) 0

MedDRA (ver20.1)
Grade ¥|@E!Z. NCI-CTCAE Hi#IzH>< (verd.03) .
T—HHy A7 H: 201442 A 18 H

W:E5 F D55 [ARD12181 588% (JAKARTAZ2 :RE%) 1 DEIMERAFIRIKR
(AFIED L Grade T 1%LL EFIR)

AHIEE (n=97)
wWERIRSE (SOC) /HEAZE (PT) 4> Grade Grade 3 L |-
n (%) n (%)
D7pd b 1 HROFRIWERNRD LI giE 88 (90.7) 50 (51.5)
Bl 72 (74.2) 7 (7.2)
L 51 (52.6) 0
T 50 (51.5) 4 (4.1)
Mg - 36 (37.1) 0
5 m 8 (8.2) 1 (1.0)
155K 8 (8.2) 0
REERE 4 (4.1) 1 (1.0)
LA R 3 (3.1) 0
JE NG 2 (2.1) 0
A E W R 2 (2.1) 0
A I 2 (2.1) 1 (1.0)
JEER AR PRk 1 (1.0) 0
1 P RL)E 1 (1.0) 0
BLY 1 (1.0) 0
3 1 (1.0) 0
1A% 1 (1.0) 0
MR A4 1 (1.0) 0
ZTE 1 (1.0) 0




. &=t (ERLEDE

=z
(=]
o

F) ICEAI SEE

MR LY v GRREE 39 (40.2) 29 (29.9)
F=gil 29 (29.9) 23 (23.7)
I IR A E 20 (20.6) 15 (15.5)
M BRI iE 2 (2.1) 1 (1.0)
5y bk 1 (1.0) 0
I BRI 1 (1.0) 1 (1.0)
JIELfiE 1 (1.0) 1 (1.0)
ERZNIINED 1 (1.0) 0
AR P N PR SR B R 1 (1.0) 1 (1.0)

BRI AT 28 (28.9) 14 (14.4)
7 v =88 7 (7.2) 0
Y X—E 5 (5.2) 4 (4.1)
TIT=T ) T AT 2T — RN 4 (4.1) 3 (38.1)
TANRGEX VBT I ) T AT =7 —BEMN 4 (4.1) 1 (1.0)
72T —EEN 3 (3.1) 2 (2.1)
IR D 3 (38.1) 2 (2.1)
RE D 3 (3.1) 1 (1.0)
MmE7T B 7 F AT 7 HZ—EHN 1 (1.0) 0
vy NEINET AT =T —EHN 1 (1.0) 1 (1.0)
U oo RERE R 1 (1.0) 1 (1.0)
(REHIN 1 (1.0) 0
H i BREE N 1 (1.0) 0

RS RIEE 19 (19.6) 2 (2.1)
BIEPE 5 (5.2) 0
FEENE D F 4 (4.1) 0
K= 2 —a RF— 4 (4.1) 1 (1.0)
WA 3 (3.1) 0
ARASE 1 (1.0) 1 (1.0)
SR RIS 1 (1.0) 0
PER 1 (1.0) 0
ML B 1 (1.0) 0
KRR = 2 —n 5 — 1 (1.0) 0

—i% - RHFREER L OGO 14 (14.4) 1 (1.0)
9 57 6 (6.2) 0
e 3 (3.1) 1 (1.0)
R A 2 (2.1) 0
J¥ayi 1 (1.0) 0
TS A 1 (1.0) 0
KA ERERR 1 (1.0) 0
FEEL 1 (1.0) 0

FZJE R KOV T AR R E 12 (12.4) 0
Z 9 FEiE 5 (5.2) 0
EHMT O PEIE 2 (2.1) 0
BRI R 1 (1.0) 0
HLEE 1 (1.0) 0
BT 1 (1.0) 0
S 1 (1.0) 0
linZ 3N A 1 (1.0) 0
O PEME B 1 (1.0) 0
HEURAE K2 Ji 9% 1 (1.0) 0

MR, MOERE K OElm PR E 10 (10.3) 2 (2.1)
% ) 5 (5.2) 1 (1.0)
Ik 2 (2.1) 0
Suhmn 2 (2.1) 0
i e e 1 (1.0) 1 (1.0)
Ja 7k 1 (1.0) 0
SR 1 (1.0) 0

Rtk L OREESE 9 (9.3) 6 (6.2)
RAIBEE 2 (2.1) 0




e (ERLDE

F) ICEAI SEE

&7 27—V 2 (2.1) 1 (1.0)
&V X —YIfgE 2 (2.1) 1 (1.0)
11 R IR I ) 2 (2.1) 2 (2.1)
TS5 A BEE (o A 2 (2.1) 2 (2.1)
[Nk 1 (1.0) 0
& A ) T NIE 1 (1.0) 1 (1.0)
&~ 7' %7 AME 1 (1.0) 0
JRYLIER K OV A BiE 8 (8.2) 2 (2.1)
fiti & 2 (2.1) 2 (2.1)
H PN 5 1 (1.0) 0
MBS 1 (1.0) 1 (1.0)
FEEIR 1 (1.0) 0
Jiti e 1 (1.0) 0
B RE R YG 1 (1.0) 0
R R 1 (1.0) 0
PR R Y 1 (1.0) 0
AR KOV ARk 5 (5.2) 0
f R A 3 (3.1) 0
B 1 (1.0) 0
RS 1 (1.0) 0
VU s 1 (1.0) 0
TS EREE 5 (5.2) 2 (2.1)
137 B ol o o S 5 (5.2) 2 (2.1)
BB L OREEREE 4 (4.1) 2 (2.1)
BAAA 2 (2.1) 1 (1.0)
R 1 (1.0) 1 (1.0)
8 iy 1 (1.0) 0
AR R 3 (3.1) 1 (1.0)
IRZ 5 FEdiE 1 (1.0) 0
W BAR RS 1 (1.0) 0
i 1 (1.0) 1 (1.0)
BE, hER X OWESIHE 3 (3.1) 0
15 2 (2.1) 0
TFH A% 1 il 1 (1.0) 0
FHA H 1 1 (1.0) 0
DB 2 (2.1) 0
ElES 2 (2.1) 0
A5 e 2 (2.1) 0
i JEE 1 (1.0) 0
1FTY 1 (1.0) 0
F L Ok REE 1 (1.0) 0
[FEREME D F 1 (1.0) 0
JHEREE R B 5 1 (1.0) 0
m kT AT S —TIE 1 (1.0) 0
R 1 (1.0) 0
NS 1 (1.0) 0
EFERE L OHERE 1 (1.0) 0
[SEsgEain 1 (1.0) 0

MedDRA (ver20.1)

Grade ¥|@E!Z. NCI-CTCAE Hi#IZH>5< (verd.03) .

T2y FAT7H 201442 7 18 H




I. £ (ERALDEEF) ICETSHIER

9.

10.

11.

12.

ARBRERRICRIZTEE

RE STV

BERS

RE STV

EALDEE

14. BRALDIE

141 FHIZTHOER
PTP W2 DAL PTP > — b bWV L CTRHT 2 L 98T 2524, PTP > — D
R L0 | BEOBIAE SRR L, EICE LA 2 L CHIRIRAR SO EH 7
BOHER GRS D2 L83 D,

(fifin)
PTP @AED AN 5 —AER & L TRIE LT,

ZDMDIE

(1) BREREEAICE D < 1ER

15. 1 ERIRERIZE D < 1FHR
DERFROY AR E2HGT 588 v~TFEEZE2x5RE Lz JAK HEAI N7 7~
F =7 7 = R OWESNERRRER ORISR, FEFHMEEE Th 5 FERLME R FSR (Major
Adverse Cardiovascular Events : MACE) K OVEMERSE GERANMEEREZER) OREL
IZHOWT, TNF EARECT D5 — Rt (95%EHEXH) 1ZFn<E 1.33 (0.91,
1.94) K&1¥1.48 (1.04,2.09) TH Y, 95%FHHXHE ERITTOBE L TW2IAE~—
v 1.8 %, TNF HEAIFEICKTT D IEHMEDIRGES LR o T2 2 E DR ME SN TN D,

(fin)
oY X AFF—F (JAK) BHEAOEREICES S ZaMFEREZE L TRE LT,

(2) JEERRFHBRICE D IER

15.2 JERRPREAER (CE D < 1H#R

A XD 28 ARIKERG BRIV T, BRRERE &2 TR A& O LK - R
DIEENGTIE « ZHFIE. KR ZVED T Hhviz,

(fiFan)
P ERRIZB N T, HEEAIESRE ~DOFEPRO LN TWND I ENLRIE LT,

=




X. JEERIK

AERICEAT SIEH

1.
(1) ENFEEBHER

RIEHER

VI HEZhSEBUC B A | DESM

(2) TLMIIBHEBR

%‘n“ IE ¥ =] N <%
@;fg%m?% R | BRI o
OIS AN R FE B
HEK293 i 01 1 10
(hERG T ¥ R /L3 H) invitro |7 7Y T IC50=17.5uM
(n=2) 30uM
HEK293 i 03 1 3
(hERG F ¥ 1V 3 Hl) in vitro 1'0 \M N 1C50=2.1uM
(n=3~4) H
AL F ¥ xR T D ICs0 12,
hERG : 17.8uM. hNavl.5: 10.8uM.
HEK293 #il i hKvLQT1/hminK : 20.6pM. hKv4.3 :
X% CHO #ifa o vitro 0.1, 1. 10. 31.2uM. hCav3.2 : 8.2uM. hKir6.2
(A A Frxgsm) | 30pM /SUR2A : 2.8uM Th - 7=,
(n=2~3) hKv1.5, hCavl.2, hKir2.1, hHCN4,
hKir3.1/3.4 1Zx L Tix. Mt L7
#iPH T ICs0 IIZRIE L 22 o T,
A%, E (BRaRH, DUES. ROV
e o BIRIE) & OWLEEEH (PR, QRS, QT.
(i 4) REH 120 6. 20melke | g o ooy (o ki B BRI 6 L Ao
7=
FRAX AR RN T
Sk VEERORIR., PREE., AR R, B EARER,
(i 10) B0 |3, 10, 30mg/kg | R IEED & ORI IZ 33 2 BT D
Sy (WA IRV
PRI KT T
WP K VLI AT A (BRI pH., EhikML
A X w0 |2 6 20me/ke | ERE BRI _EALEIRIE, ~F S
(It 4) b s Oy SUMEIRE | e e | R O R ) 12

XYL RBIRRO beho T,

Q) Z DD EEHER

BARWANR




X. SERRPREABRICEBIT ©1RHE

2. =R
(1) HEHREEERERY
Z v b RO X & W= Bl 5-3Ealir 2 35hE L7,

BT R TN O BT B —
% f
(e, mgpn | TER] ) (mgfkg) 2R
- =400mg/kg : AR EHINEALIE
(ﬂé@é@«%) @ g’g 14886 600 >1,000 | =600me/ke : FH. K. Kk E, 3
‘ ’ VA R A A
A X . 100%1, 100%2, e ; b
(e 1) g 150. 200. 300 >300 =100mg/kg : WaM:, THI, KGR, @kfE

1 BHHEEE 10mg/g
%2 B ERREE 20mg/g

2) RERGEMERAR

VDA Ty b ROA X AWTEERGELEABRZE R L2, ~ VA, Ty b KOS XU
gl U7z B e LT, Bl (BREMIaRD - B8P KO ik (it -
gk « WML Y > EiED U SERIAD - kLY - BEIE, U o SHBRZERE) (23R DAT RO b
Tz Flo, U ATIE, BIRME LN « 8250, BRFERTEAIIBALR, FEMR T TES, AR AL -
B, T v FTILDAAE, 1B LEGIIEIER « BE5E, A X TIINEr:, MR (FH - i)fE) |
NFREATAIREESE « 7 > S —Hlldi IRk, NEAE - HZE BB DA E « BEFESE DR O b ivTz, £z,
A X TIE, HEPEATES A~ D & LT, R LR « R RO MRS T X V2R FE, FifE 2 PED
b b,

B R BROE | mEE
(M, %/ | BERE | B5HIR (mg/kg/ (mg/kg/ E7RFTR
i3] H) H)

B XU B R 4
100mg/kg/H : 1/6 . 1/6 M
200mg/kg/ A : 3/6 #. 3/6 it
400/300mg/kg/H : 6/6 i, 6/6 i
HIEER T, MEh, AR, #ERED - K
. M. gL S - N, BoE 6 - K&
. GALT » /3o =LK U o/ BREISE . 15
JEE D LS - TG - B AR Y L S ER DR - IR
WX OR AR AR - BT, RIRE - WaE B B A
N, BERRIRE A - BEAE - JRE. MENREE S
. gL IR E RS AR, FENR TR
(téfﬂ% S R S WENERS AT b R MERZE R 5, JE R
o R

0%1,
v 100,

B R

100mg/kg/H : M/MRE S B, fLd Y o3 Ek
$5o- RAFIEYL A EICAE R I

200mg/kg/H : BEFE & E, AE - REHM
EEE, REkE - ~F 270 E R E, i
B, DR E &S, WRE R E, o
DR, MR o BRI | BERERAT R
fidl 72 fa{b 5




X. SERRPREABRICEBIT ©1RHE

Qi
)

e 541

Bh&
(mg/kg/
H)

ST
(mg/kg/
H)

E7RETR

7 v bk
(A
10)

#&n

28 HH
+
14 HIH
EIE

0%1,
5. 30,
80

=b5mg/kg/H  REAKME, MV o &1E
=30mg/kg/H : L eV e - ALT &fE.
W U - ML - M RR B RARAE . EREASHZ K.
o JBR - RN - R U o X D LSRR A
fiti - IBRARE Y o SERL AR ER 12

80mg/kg/ A KA, Fi¥E, i+ AST- ALP-
GGT =il Mg Ak, fifi 85 EAKAE . ek
MR bR AER - BE5E - SRiEL - BB
2. IR AR IE

[ 1 I T 7%
(REE IR i, RSB SM E , ARERE ERIR T

7 vk
(MfERfEAS
30)

®o

6 » A

0%1,
3. 10,
30

10

=3mg/kg/H : MIRR - MR IR A e
=10mg/kg/H : U > 7 NEREK A
30mg/kg/H : REH - KB EALHE ., B &
M, Rk - ~E/ By -~ TV
v b BMERECRAE, f/MREGEE .,
ALT - AST « ALP - GGT & 1&

(3 # A BRI FORE)
30mg/kg/ H : & & K AL, FIRARAE bR
B HE R

(6 # A BRI FORE)
30mg/kg/ H : 5B KR, bR E &K
il FFNBIRAE b Rz A AR K - 830




X. SERRPREABRICEBIT ©1RHE

Qi
)

e 541

Bh&
(mg/kg/
H)

ST
(mg/kg/
H)

E7RETR

7 X
(A
3)

#&n

28 HfH
+
14 HRH
[FI1E

0%1,
2. 5.
10,
40/30%3

0 ) A 43

40/30mg/kg/ B : 4/5 . 2/5

M N, RRE, CREIRAE . JEEMER N,
R A R, @b T, BERE EiE-
BEVERE A PAIR, PRME, R M EREL - ~
E/ BBy~ b7 U b HEIRIR M ER S -
M HE - B ERER - aF Pk - ARk -
ISR R BRI E . B ERE & fE, M+ AST -
ALT - ALP, GGT - VU /LB EfE, i
WE N TE T AT I AIG AR, B
BEIRTE R, RE B LA - RSB o0 JERE F-E - 24
THE. R M IBARZEME . DR e g
B - 7w X — AR ER - BRHEAL - B AR
RAE, FFRIRARE bR AE K - BE5E - R4S E
BRI aF SRR ANBAE D REYE D o T,
Jio A - RELRE Vo SRELRR A L A M U S
% - MfEsE

I ) A 451

=2mg/kg/ B : Mg, R, #RGE, CRSTRAE,
e AST &fE. MoRRZENE. B BEIKIE AL
=b5mg/kg/ H : Jig R & 2K

=10mg/kg/H : (REARME, M/ RE - Ak
iR fE, L ALT i, MIRE&RE, 1T
ik B L R M e B K

40/30mg/kg/ H : B BACE, {EBEIPEAK T,
R, Wb AT, BE RS K- B
RO, ES A PAIR . VRE, RMEREL - ~E T 1
vy e b7 Uy bR MEREL - B
BB - M REL - A ERSER - AFBREREL - IR
FEERECIRAE, HERE S E, M ALP - GGT -
eV LE CEE, mRRE T8 T
7 - AIG AR . FFIAR A S 5E - IR |
B R At R - N VR E M

18 AR T 1%

40/30mg/kg/H : BREWTE AL, R - FHE E
RO MRS T | R 220, PRI b Rz
FAE K « 4F FERIRE - ~ 27 n 7 7 — ViR -
WA & - /NIRRT - BRAESE A RS TE, Ee -
JERIE D 2 oREi D SRR R




X. SERRPREABRICEBIT ©1RHE

Qi
)

e 541

Bh&
(mg/kg/
H)

ST
(mg/kg/
H)

E7RETR

A X
(MRS
10)

#&n

9 5 AR

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

SRR

20/15mg/kg/H : 6/10 i, 3/10 i

M N, RRGE, CREIREE. R, THEIELR
T, A ATENEE . EHmEE. IRAE. A -
BVERE  H A PAIR, @ & AT, IR,
R LS Mgk, &l - HoHm - 55 - 12
PRI B AE I M IR U oS EREE
A R RIS A B0 - 3 o AR T B - L RZ ER
WTE R, TR - M 6 T F B KA A N -
A, FFI/NBE - DRI - R S
NG FE - FFAL S - ThRAEBESE | I FERE K
ARAER - EREDZEME - FAL B S o,
NEAE JEI B U o ST i = - B R D 28
- P4 - EEAE

1 5 15 1)

2mg/kg/H : @M, NI, BB, RIRE,
R AR M BR

6mg/kg/H : FRIMEKE - ~Er/mrE Y - A7
N2 Uy MEME, AMmERE - AP ERE - AR
BRECEAE, Mt AST - ALT i, M - i
TR i R A

20/15mg/kg/ H : (K « A &KE, @
ALP-GGT- 277V &, =L 25
o—)L s TILT I AIG ERAE

(3 # A %R B E R A
=6mg/kg/ A : AFNE/NRE - /ORI - AR
e 2 0 e o i
20/15mg/kg/ H = B §f 3 M A BEALfa g - &
I K0 BT B I - IRl A T 1 A 34
. RN IEAE . R - PR A S

(6 # A% 5H AL E R A
20/15mg/kg/ H : B BEE AL - 15 i Fi7 B0 AL
HN - 3 i A AR AT B - ELAZ BB R, R -
e N B 12 T KR e B m - R 4% 3 o,

(9 » A #%RBEE AR
20/15mg/kg/ H B3 do {i B R EE i - &
AR B, APl MR -/ DB A - AR
FE 20 N R TR - e 4 e B e
m

¥10.5%A F Lt Lo — A KIEK
B SUTEMEERNRD N7, 5 3 HE2» S 300mg/kg/ B 12 &
EELRBUEFTANPRO bR, #5 12~15 HAOE S 2R L, %5 16 H B2 5 30mg/kg/

%2
%3

FACHE, fECIEmrbpr Rosikoe L2720 G 24 A H TREMK T & L, BHEBH~B1T

x4
%5
%6

-
EINI=
fig

LI 2 BMBEENRRO bR D, #5526 HEH»S 15mg/kg/H IZHE
FTROBENS, HEFINERITEW & B sz
T R OFRBE K OV O BLE L= 28 (kI3R o S, HHENERITRV Sl sShe




X. SERRPREABRICEBIT ©1RHE

(3) EEHIHBY
O 2 AW T-1EIR 22/ B (Ames) Bk, CHO % A= in vitro Yuta R E 5 380 & OY in vivo
F oy MMERBEZER LT, WTHhoORBRICBWTH, 7= RIF =T LB GEEEZ RS2 o
776

4) HARMEAERY
CByB6F1-Tg (HRAS) 2Jic v 7 A (Ml 25) 12, 7 = RTZF=7% 0% 3, 10, X1 30mg/kg
T 26 HFHE AR O#EE L, SAFMEZFM Uz, SR OYRERR AR E DR R, 7= FT
F =7 Fe G BT B RS ORABEE O ERITRD Siienoiz,
¥ 0.5% X FLt L a— R KEAEIR

(5) EERLESMHRER
1) ZRREERVERE COMMEREICBET 5B

7 v b (MEHER24~25) 12, 7= RTF=7%0% 3, 10, X '30mg/kg T1H 1RO
L. ZIREAOEIRE TOMBIRIEE~DORBE LR Uz, BEX, ZZBERTOT0R ML B2
ZECHAM T (RE6HM) MOKE#% 2@ L C14EH GHREEOBIT21H H) o 75 #a]
¥ T&E L GG HIF91~142R W) . MEE, ZZRCAT14 A H 2 & AZRL I b K OS2 il 7%
ZE L CEIRTH £ THRE L GRREHIE22~27THE) . WFhoHETY ., HEE, 522
178, RRATE Bk, ZHAHE, IR & OATHRERRIZIC T 5 R EBIIRO Do 7o, i
HED TR K OV fRRE - FIICRS AR kT 2 M5 81X 30mg/kg & M S 7z,

¥ 0.5% A F Lt m— 2 KRR

2) & - BRIRFEAICEET 25 MHHER
® v E-RERREEICET 2RAERTEHAERY

R ERT v b (BEE) 12, 7= KT F=7%0%, 3. 10. 30, K (*80mg/kg THH=6H
~1THIZIH1IERAOF G L, I - RO A RIETREIZHOWTEHME L 72, 30mg/kg T
@i%fﬂ&ﬁﬁéﬁe%@t%mkﬂﬁb%&ki@{&ﬁé@rm (FHAEEZERL) BAH LI, 80mgkg
TIERHREN: (GERRAE, REREINE, BEEOKT) DM, EREMHEIEOHIN
KO AR E OB E AR TN BT,
¥ 0.5% A F Lt m— R KIERK

@ Zv bE - BREREEICEHT BB
R T v b (BEE25) 12, 7= RT7F=7%0%1 3, 10, Kk '30mg/kg TIEHR6H ~17H
WCIHLEREO#L L, IR - BB ORI RIZTHEIZ OV CHHMIE L 72, 30mg/kg ThalLA
E@ﬂ&fﬁﬁ%%ﬂ@%ﬁéiﬁ&%ﬁm@%zm‘:oﬁf\ R AT kT 5 I &L, 10mg/kg
LHITENTZ, 7= RTF =7 DREFEE (AUCo-24n) 1. 10mg/kg #% 585 T419ng-h/mL.

30mg/kg ¥ 5-KFC3,250ng-h/mL T, [fKRIEEE &*200.014% & U¥J0.08(% T - 7=,

1 0.5% A F /Lt L 1 — 2K

%2 WpSLEE T ARARER (120373008k) | EIPNEE MAEGER (128883ER) | MRSt TMARRER (1193676, 12042
AER, JAKARTA23BR) | ROVBSMEIAHRER (JAKARTA 3B OFHMRHIERE»BHELNE

ARFN O IR E T — Z IS SR S R BT IC L B Ehie, RARNEBER



X. SERRPREABRICEBIT ©1RHE

HEEEAZ T = KT F=7400mg Z 1 B 1aI AR A 55 L7 BROEH RIS IS 1 2 HEE i gk g i
(AUCo-24) @ $A F-¥JfH41316ng- h/mL

3) HARKRUHAROREL VIZRADOKEEIZRET 55
R T > b (RE24) 12, 7= RTF=7%0% 3, 10, K *30mg/kg TIHR6 H 7D 4tk %
WL CHE20H ETIHIERR OGS L, FRD HEEIL E TO I COMIR & OV E R &
I AR DRE~D 7 = R F =T ORELZFN LTz, 30mg/kg THEMRH REENY) O (K E Y
TN SRR L7z, 30mglkg FED FLIH AR TIL, BEFLATOMERE, BEFLHE D O A OE
THREORENL D bive, FIHAROIREEIIK 5 #EEER310mg/ke &M S 7z,
¥ 0.5% A FLt L m— R KK

(6) RRRIMIEER
ek L

() ZDhoikE"E

b=
3T3 Mz N~ invitro BERICEB W T, 7= RTIF =TT EZ RI o T,



X. BEEMEHEICEHT HEA

1. HEX7
o ALy 77 EL 100mg
BISE, AL S
) EE-EMEORGZEICLVEMTL L
BRSY © 7 = RT F=THREREKIY) B3

2. BxhHARM
BN - 48 » A

3. BERRETOIE
HIRMRAF

4. BRIV EDEE
RN

5. BERITEM
BEMTERLTA R &Y
<FovoLBy : HY
ZOMDBETEM : A VL E Yy 7 IGREZ T DERES A« TRED T~
M. 4. WEEFEACE L CEMT &R TXIL 2. ZoOMoREES
kh DOIESE

—R5 - A%
—ROTEE MR L
I BARTF=TIEBEKTY, VXV F=T7 Y CEER

Iz = ol
& B

7. ESEEEAH
201948 H 16 H CKEH)



X.

EEMEFIRICEAI HIEE

8. BLERTAZBFABRVARES. EMELNHEFEAR. REMRKRFAR

[engs

%LE\&JLA%H ﬁiﬂ H

TRE S

HAh AR A H

WREBRAAFH A

f LBy
H 7 100mg

20264-2H27H

30800AMX00091000

FEAMG AL AEAR LY

9. MEXIIMREM. RERUVAEXEENFOEABRVEZOARE

BA=PAA

10. BEEKR. BMMERBRAREABRVEZORE

A L0

11. BEEHM
10 4 :

12. HEHARFRICET H1FH

2025 46 H 24 H~203546 H 23 H

13. HiEI—F
. JEA G788 A R vE fERERE S 2 — R -\ s L7 MER AL
R5E44 I A = — (YJ 2— 1) HOT (13#7) &5 © 2T A a— R
LBy
J 7L 100mg

14, RIRIEH LDER

A L0




XI. 3k

1.

51 AR

1)
2)
3)
4)
5)
6)

7)
8)

9)
10)
11)
12)

13)
14)
15)

16)
17)
18)
19)
20)

21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)

38)

Tefferi A. : Am J Hematol. 2023 ; 98 (5) : 801-821

Stahl M. : Expert Rev Hematol. 2017 ; 10 (5) : 459-477

Romano M, et al. : Oncoimmunology. 2017 ; 6 (10) : e1345402

Ihle JN, et al. : Curr Opin Genet Dev. 2007 ; 17 (1) : 8-14

Passamonti F. : Blood. 2023 ; 141 (16) : 1954-1970

FENEE BN T MER (TDU12620 #Bk)  (EGEFREREMIE R, CTD 2.7.6.3.2 &

0 2.7.2.8.7.1)

FENE R ENE 1/ MRS (FEDR-MF-003 i) GkFREFFEHE £k CTD 2.7.6.5.3)

FENEEL  MEANVE 1 AHRER (TES13519 i)  UKFRKFREME R, CTD 2.7.6.4.1 &

02.7.2.2.3.2.1)

FENERE  MEANE T AHRER (TED12037 #BR)  (RERFFFEHE K. CTD 2.7.6.3.3)

FENERE RSN T AHRER (ARD11936 #tlR)  ORFRBKEEME R, CTD 2.7.6.5.8)

Passamonti F, et al. : Blood. 2010 ; 115 (9) : 1703-1708

FENE R MBS TARRER (EFC12153 3tk (JAKARTA k) ) EGREFREAGE

¥}, CTD 2.7.6.5.1)

Pardanani A, et al. : JAMA Oncol. 2015 ; 1 (5) : 643-651

Cervantes F, et al. : Blood. 2009 ; 113 (13) : 2895-901

FENE R - SR T AR (ARD12181 3Bk (JAKARTA2 #BR) )  OKFERFREAN &

kt, CTD 2.7.6.5.4)

FENEEL © In vitro AN FEH B KRR ZE L, CTD 2.6.2.2.1)

Geron I, et al. : Cancer Cell. 2008 ; 13 (4) : 321-330

FENE R In vivo 32N KEEER OKRIFFHIE R, CTD 2.6.2.2.2)

Wernig G, et al. : Cancer Cell. 2008 ; 13 (4) :311-320

MNEE : ENE T/TM#HREBR (FEDR-MF-003 i) (KREFEMER. CTD

2.7.2.2.2.5.6)

fENE R - R E BT OKRIFEHEE £, CTD2.7.2.2.2.5.7.2)

FENE L - RO AN RS CKFERRFREHmE R, CTD2.7.1.2.1)

FENEER b aF Yy = oY EAEHRBR OB R E R, CTD

2.7.2.2.2.4.1.1)

FENE R AFZAEYBIEET VICED VR 2 b—v 3 v GRERFRHBE R, CTD

2.7.2.2.2.4.1.5)

RER  7vaf Yy — oY MHEAEERRR (KRFFFEME L., CTD

2.7.2.2.2.4.1.4)

HNEE: ) 77 0BV R T 7 B LY & O AR R KGRI EME

¥t CTD 2.7.2.2.2.4.1.3)

HNEE : SEY T A, AT T =LK OA b7 aa— & OEYHAEAERRR
UKRIFFEE R, CTD 2.7.2.2.2.4.2.1)

HNEE: VIF T BANRRETFULOA ALV L OEYMHAERRE (K

IR E R, CTD 2.7.2.2.2.4.2.2)

HENE R - R B BT ORFRIFFHE & #,. CTD2.7.2.2.2.5.7.1)

FENE B n‘ﬂ’fﬁkﬁj\%ﬁ KRR R E . CTD 2.6.4.4.3)

FENE L - AR E e K OV PR AT ORKGRIRFREE B, CTD 2.6.4.4.4)

FENERE ¢ BUR PEAR IR IR % 5 RE o S Eh e Lk O ORI E B, CTD

2.7.2.2.2.1.2)

FENERE - S X fEARER CRFEREEHMEE R, CTD 2.7.2.2.1.2)

FENER IR ORE OKRIFFEGE L, CTD 2.7.2.2.1.4)

FENE L - R OLE OKRRFHMEE R, CTD 2.7.2.2.1.5)

FENE L - AR OFF S ORRRFHMEE R, CTD 2.7.2.2.1.6)

HANER : T AR—F—HEL LD 7= FTF =7 (KREEMEE. CTD

2.7.2.2.1.7)

FENE R - B RE R O AR ORFRR A& R, CTD 2.7.2.2.2.3.1.1)



XI. 3k

39)
40)
41)
42)
43)
44)
45)
46)

47)

48)
49)

50)

FENE R - IFRERE R E O AR R RERIFRHME B, CTD2.7.2.2.2.3.2)
FENE L - et KRR E R, CTD2.6.2.4)

FENE L HEE G MR KGRI & £, CTD2.6.6.2)

FENERE - EE G EERER ORI E £, CTD2.6.6.3)

HNEE v 2 29 MG HEFERBR KRRRFFHmE R, CTD2.6.6.5.1)
FENE R BaErERE OKRERHEE R, CTD2.6.6.4)

HNEE : ~ v % 26 BB G2 AEMERER GKERIFIHlE R, CTD2.6.6.5.2)
FENE R ZIREER OCER E COMHIIRRE AT T 5B (KRR AL & K,
CTD2.6.6.6.1)

FENER: Ty MR - BBRIRRAEICHET I HERERE OKRIFFMEL., CTD
2.6.6.6.2.1)

FENEER 7y MR - BRI AICEE T 2R B OKFEREREME £, CTD 2.6.6.6.2.2)
PG R - AR RT R OV AT O 38 AN DN R O REREIC B4 5 3B R FRIS AL &
#t. CTD 2.6.6.6.3)

FENE R e ORGREFREME R, CTD 2.6.6.8.2)

2. ZDnSEHK
FriZ7e L



. SEEH

1. ELENETORTIRRE
A BV 7 7T 2019 4F 8 AIKE THRANIARZ TG L Tl BN (EU) \ A4
FEAEETe, 40 »[EHLLETERIN TS (2026 41 ABITE) .
AFNZFIT DEEXNTZR, HIEROHEIFIUTO LB TH Y | I TORZIRI & 13805,

4. HREX TR
B BERRHEE

6. iERUVAE
W, AICIE 7= F9F=7¢ LT 1H400mg # 1 A 1 [mEEAFKET5, i, BED
WRBIZ X 0l ERET 5,

WS DIEGRNEIZ DN T, WS OBRFT OB LE LR T 5 &,

KE DA GE (2025 45 1)

WR5E4 INREBIC® (fedratinib) capsules, for oral use
DA Bristol-Myers Squibb Company
KA H 2019 4 8 H

FITE - Kk Capsules: 100 mg.

ZhAEXITZER | 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).

MENOHE | 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)].
o Promptly administer the mixture orally or through a nasogastric tube (French
size 14 or 16) within 2 hours of preparation.
o If using a nasogastric tube, flush it with 60 mL of water after administering
the mixture [see Clinical Pharmacology (12.3)].




. SEEH

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 (CLc) 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 Interrupt dose until resolved to Grade 2 or
Grade 3 Thrombocytopenia with | lower or baseline. Restart dose at 100 mg
active bleeding daily below the last given dose.
Interrupt dose until resolved to Grade 2 or
Grade 4 Neutropenia 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
Grade 3 or higher Nausea,
Vomiting, or Diarrhea not
responding to supportive
measures within 48 hours

Dose Reduction

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

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

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 Other
Nonhematologic Toxicities
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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 (BU) OFASCE (2025 4 7 )

WR5E4 Inrebic 100 mg hard capsules
e Bristol-Myers Squibb Pharma EEIG
KFRAEH 2021 4 2 H

A - Bk

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.

RHE ST R

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.

ML O &

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 107 /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 10%/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 10%L) 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 as
physician’s discretion.

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 i
Wernicke’s encephalopathy ose reduction

Interrupt Inrebic treatment. Dose with
daily 100 mg oral thiamine until
thiamine levels are restored to normal
range*. Consider re-starting Inrebic
treatment when thiamine levels are
within normal range*.

For thiamine levels < normal range (74
to 222 nmol/L)* but > 30 nmol/L without
signs or symptoms of WE

Interrupt Inrebic treatment. Initiate
treatment with parenteral thiamine at
therapeutic dosages wuntil thiamine
levels are restored to normal range*.
Consider re-starting Inrebic treatment
when thiamine levels are within normal
range*.

Discontinue Inrebic treatment and
immediately administer parenteral
thiamine at therapeutic dosages.

For thiamine levels < 30 nmol/L without
signs or symptoms of WE

For signs or symptoms of WE regardless
of thiamine levels

*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 (CLer 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 (BU) OFASCE (2025 4 7 1)

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).

F—A T VT OHRMNE (20254F 7 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.

(&%5)

A=A~ 7 U T HEOBE . 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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