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ropeginterferonum alfa-2b (INN)

Q) AT L
Y L2
3. MEARITRER
7R BB

PCDLPQTHSL GSRRTLMLLA QMRRISLESC LKDRHDEGEP QEEFGNQEFQK
I

AETIPVLHEM IQQIFNLFST KDSSAAWDET LLDKFYTELY QQLNDLEA?V

IQGVGVTETP LMKEDSILAV RKYFQRITLY LKEKKYSP?A WEVVRAETIMR

SEFSLSTNLQE SLRSKE

Cys-Cys MDD FEIT P AN T 4 FiEBZTRT,
VANT 4 REER TR BRIIESI RIS T 4 DD Cys FEFE L., Cys? & Cys® O &Y Cys®0
ECys'® DRI TYANLT 4 FEEEEEER L TWD Z &R Iz,

II. BB 5HHE 5



TR A RR RV F LY a—b (MPEG) OfES : mPEG 1 2 AD PEG $HA2A LK
40 kDa Dy FBEEZ DS, —OOERELEDL N Ko 7o U AZHFEA L. 0T EITK 60 kDa,
FEEEAL DL FHEEIILLTO LR

@]
@)
O H
HyC™ \P/\O%\LN‘H H H ‘,%,—N—protein
HNM\

4 PFRRUVHFE
5713 CeesH13s6N2300256S9 (¥ /37 E# 57)
s/ 61,000
& Xy E Sy 19,362
SR Y =F Lo 7Y a—)0 1 £ 43,000

5 k28 (G8E) XIEXE
AE:aXT A —Tcay TAT7200F, A ¥ —Txuy T)V77-2b GEEHHEZ)
BB THY . NEMIZPro B3I SH, 2RO M¥Fv RV =F Lo 7Y a—Lgl (451
B 49 43,0000 BNV A —ENLTHEALTWS (PEGHAENL : Prol 7&k) , nXr 4
VHE =Tz TIVT 7-200F, 166 DT I ) ERIEILIN SIS PEGIL X LRI E (4 f-
# : # 61,0000 TH 5,

6. ERAA. A4, BE, BEES
LEE s (P3ES) : P1101 (BF : AOP2014)

II. BB 5HHE 6



M. E57 BT 5IEHE

1. MELEFHER

(1) 58 - R
BEO~DTNHAN DS TCBH IR T, BRICK > THETE2WEITIFL A LR,

(2) B
WG L

(3) Wit
R L

(4) B (OfRR) . B, HER
PAN-2 YA

(5) BEEMMER
WG L

(6) HERH
R L

(1) 2o XL RiE(E

PH : 6.0+0.3

pl : 6.040.1

Z Ry B ERE 2 mg/mL GREfEiG )

72 RES  —AREH, 7 /PR 166 7R

TANT 4 REEA : Cys?-Cys®® JL N Cys®0-Cys™ (2 2 fLD /iy TNV AL T 4 RiER

70 3 uqb CBESHAEAN) ¢ Pro-IFN alfa-2b 1% Escherichia coli TEEAT 57207 U a1k,

STV,

PEG LEBAL : N RS~ = U v 7k

SEARIERE BRI OHMER Y VN TH Y | mEICD AT FANDL o~ v 7 AEENRS
SHFETDHZ LERT,

EWMTEYE - CPE T v & A TiX, AR T A NVATEEEZRT,

pl : F#E A, CD: MR . CPE : MifazZstEzh

III. A2k ZBE3 2 HE 7



2. AMRSDERBEHTICEITHREN

R BR RIS TRATI HE TR A7 1 bR
. £2TOHDIHEHTI12 5 A
R ERR >E3%C AHY e SR
SR 2542°C,/60+5%RH | % ¥ v % 6» H e BN BTz,
IR (40°C) 100 mL A& 56 A | SmESHBRD BT,
R Fe ik @ X A7 | % 10 A | sESEPED BT,
T v YD) 5T AR RV 14 B | sWEHERED BT,
feft © 7 I¢ A e BN BTz,
20 5 Lux (VIS) ETFE = —7 « e 2 b7 L,
200 W-hr/m? (UVA) | ¥ 7 Sz
Mz EE + A by = E _ ESEREED b,
AR 120 5 Lux-hr (VIS) | 2 mL & &
2 A7 | %W
200 W-hr/m2 (UVA) HS 2T e 2172 L,

HEER - MR, FERERBR, pH. MIEERER,

3. AMMS DOHBRARE. ERE

BHRS OMeRHA L . A4 a~ NI T 7 0 —ik

Ty R MR T v, BAVRERER., O, ¥ HER
a) 50 mM EEfg - R U o & (pH 2) Bk % 40°C CTRTF
b) 25 mM EXFET »F =7 LREE K (pH 8~9) &K% 40°C THRAF

c) 0.05%it {1k 3% 4 & T AR E R (pH 6.0) Wik % =R (KPT) THRAF
ETFE : =F Lo F F I 70 A umF L, UVA @ 54 A, VIS @ AI8GEH

NTFRwo s s~ N7 T7 4—)

SDS-RU T 27 U7 I K7L

FET) )

KRG R - UV 280 nm

Tl = HLT A NV AR MEZ R (CPE) BBk

=
FEL X\

vkEhE (SDS-PAGE (#RY:f

III. A ICEE T 2B




V. ®&|ICE8d 5EE

1. &R
(1) #FROREH

EHAF () )

(2) HADABERUHER
BOSUT DT DI AN T2 209

(3) WAa—F
Y LR

(4) HE D%
pH : 6.0+0.5

RBHE 59 1.4 CERREHRRIZ S 5 k)

(5) £t
R L

2. HF DAL

(1) AES GEHEES) OSERUFMNH

NRAV I TE

W oe 4 250 g 500 pg
DA% DI R%
. A Al 130 v o 13U v o
Gk Jr7 o2 250 pg*/0.5 mL 500 pg*/1 mL
(Gt 5 F-#L48 2) Hg=/%. M9
NVILT LT — )b 5.0 mg 10.0 mg
KU Y ~_— 180 0.025 mg 0.05 mg
il AR T N U A 0.79 mg 1.58 mg
K e 0.025 mg 0.05 mg
R A RS 4.0 mg 8.0 mg
WAy Hx—Txar TAT7-2b (EEFHEEL) L LT,

AFNIRBEHEZAWTRIESN D,

(2) BRESORE
LR L

(3) #E
PN -2 YA

3. BNBRARDOHERRUEE

BARAAA

4. A

FEYMEME 2 %b 7 D Ak Al : 80~125%

IV. BB+ %A




10.

El?é?*ﬁ@&é%ﬁ%
&, di-PEG & FfE, 80 kDa FfE., vl A F—T7 =z TILT 720 (X7 R :
P1040) Doy 1Tl 2

HAADBBRELTICE T HREN
250 ug > U K TURB00 ug >V 19

) Sk BEEE | R P
) ACOEH T 36 »
P Bl 5+ 37 36
SR | R ¢ P g e,
250ug vV v _ 25+2C .
MOEIEE L s | 2BT2OC 1 eun | mmssmn bn,
) ATOEEAT36 5 HECH
/ Ak 5+3C 36
RRIR AR PR o,
. 25+2°C / s
RS st B e 6xA | BESLBED LIS,
500ug >V v 200 W-hr/m?
_ UVA B
im0 — | RESLERDOAL.
hr (VIS)
BETEH : Mk, FERRB. pH. MERB, v UL T Ao LG R, T R ¥R

ARESVERORL 7% SR AR, fili, ¥ o B R
X REIRFRBR T E

. MBERUVBRRORENR

BARAAA

R EDESELL (MEEFHEER)

A FERL R L

BH%
M L

=8 -aK

(1) FEADELER - QF., N8R TES - AXICETI1ER
PN -2 YA

(2) 8%

(RAVIEFE250ug vV ) vV P 1R, 30GHEHE 1A
(RAVIEFESOUg VY »Y) YUY IR, 306G EHE 1A

Q) FREE
Adh 500 ug WANI T L7 4 L R U o 2mb 1.0mL 25325729 1.AmL /WL, K
250 pug ®WANI T L7 4 VR U o5 05 mL 2 # 535729 0.6 mL 2 F£HE LT,

Eo

IV. SR 5HEH 10



11.

12.

(4) BROME
« NLJL BB A A (Ph.Eur.3.2.1, USP<660>, JP7.014) . g%l (DC360; 2 A F =
> (USP))
STV — A b ys— s BFETF LT (Ph. Eur.3.2.9, USP<381>K% (} 1SO10993 jii
A) . Al (DC360; ¥ A F = (USP))
s F o Fxx S BRFENTFALIAL+ A Y F LT A (Ph. Eur.3.2.9. USP<381> K (¥
1SO10993 &)
AR IS5 EME
12V Vizo%x 30 GiEHE 1A
(H[al i FiEFHS . =7 2T 4 AR—Y 7L EF GA 30 G 1/2R.B.)

Z Ok
AR L

Iv. SHNCRE+ 2 HA 11



V. AERICET5IEHR

1. BHEEXR(FZHR
EtsmiE BIFARANRFT+AIRETELGHEEICRS)
(P

HARAND PV BEZXRE L TARAOFME, ZeEE2HmE L7258 1| AR (A19-201 &Rk BY) (2
BT, ERAFVEAET, 20 0L . WHO 4348 2008 X WHO 4348 2016 IZ 5% PV & Zkr &,
ﬁﬁwﬁﬁpv%%@ﬁmﬂlﬁﬁ%%\t%u%/ﬁv7Gw)éﬁ_rmﬁﬁﬁﬁ\Xﬁﬁ@ﬁw
PRIEIZ L DIRERDIRNEBE THh - 17,

FHEFMEE TH D 9, 12 » ARl 5T CHR Z Rk L7 ERIOEIGIEL 27.59% (95%CI : 12.73~47.24)
ThoTz, TRRAEREIZ L A IMKFHTEEFY) (CHR) ITARFEFHIHEEM L, 12581573 3.45% (95%CI :
0.09~17.76) . 24 JEW:7N 34.48% (95%CI : 17.94~54.33) . 36 ifHE7Y 31.03% (95%CI : 15.28~50.83) .
52 JEBEAN 51.72% (95%Cl : 32.53~70.55) Tdh 7=,

A19-201 RER DRGSR PV BE K OERICES & KAloDme - 2hR % TEMEZE BEFAREN IR
A3 AR L 725 5] D) | ERRE LTz,

2. PEERIIZHRICEET SR
5. BEEXISHHRICEET 5EE

B R AR BR KL AL B N7 R ORI IR RS (2> W T H?ﬁfﬁ i HONEZ#RH L,
AN DOF R O M2+ B Lz B¢, @icEE ORREZITHY 2 & [17.11281]

(fi#a%)

5. AANIONEE - 2hHIL. EWNE N (A19-201 35k 1319) OfERICHESEHRIE LTz, A19-201 75k
IZBWT, SEENPIES T 5ERE, WNCE RrXF o w LT (HU : A O—B4 13 Rexoh
R R) IRIEREO B 5 BE T HUEHIEO BE, HUTREIM S 288 34U Lo BF IR ST
W5, ARFNOMIGEE OBRFUCEE L, BRRKEDOHEONEZ G L, AFIOF MR N2t E
TR D MEN DD L E R, EEMETSZ L L,

V. JRRICEEd 5 HA 12



3. RERUHE

(1) AERUVHAEOREDS

6. RiERUVA=E
WL AT, eSS o —T sy AT 72b GEIEFHBZ) (X2 —Txur T
7 7-2b GEfaf#fz) L L) 1100 pg (fho#ifais LR 2 85 h O%A13 50 ug) % Btk
AEL L, 28IC 1 BE &GS 5, BREORREIC KV EEEET 528, BRI 50 ug 3170,
181500 ug ZEZ 72N 2 &

(f#7)

[E| N AN i PR RBR D plcAE 2 I8 L7 As R, EFIRIE D I i e S 2P E 2l L. 7R ATRE AR 22 2tk
T 7 s ANERLIEHREE UTRELE, B, HEOBICERE T XEBEORESL LT, MK
N T A= (o~~~ b7 U ME45%AS, i/ MEE 400 X 109L LA, AIMEREL 10X 10%L LA F) |
FEAER (BEIR. O FEWV, BLARE, BT/ o7z & &0 BUIN & MR FEE . PUIE K IC X 2 ISR
OEBESUIRAR, RT3 A, PIMERT S, & 2 FE, BmIEAR, KB OHEER, 5O
i & /N E 72800 G b O KM, JREARBAOMERERA, #57. WEIFT, JwEMEREER 72 L)
RERHITFoND, (V. 3. 2 HEROHEORERE - BRI OESM)

(2) AZERUVAEDRTERE - 1B
WM | FHERER (A09-102 3Bk 1) 12\ C, SME A ERERR A IZAH % 24~270 pg OFPH CHFIEZ T
B LB eI RENT, £i2. AFIORWHE & 14 BB A28 2 5 EMIETEORHE ) RIR
S, 2 EMRIC L DB AIHER 2 LR TE 72,
I BT, PV BEZXIG L L7oEshes 1N 3R (PEGINVERA 3R 1819) (28T, AFIOHE -
HEDNFHE S, £ D%, PEGINVERA SR DOFER 4 JL1C, A 111 FEEUR (PROUD-PV 3R 12.20)
DR - HENRE S,
AZARNIZOWTIEL, BAL OFRYENREZ ik U7 s 1 AR (AL17-102 30057 242) 2352 i S 4,
AH 3 & (100, 200 X U300 ug) ZHLEEHERG- L, p2-2 7 v /a7 U v RORA 77 U ol
TEHIREZRE L/, PD/NT7 A =4 (tnaxs Emax X TN AUECs) 1Z1E, BARANBERE & B AHkBRE ©
SR ITRRO B o T2,
T, BHARAN PV EFEXG L L- A19-201 ik Tk, PROUD-PV iklik & [EIRRD 1k - H %1%
WL, BARMNIBITDAAFOENMER NEZEMERHERINTZ, sk, AFITIT A19-201 Bk
ERBEO ML - HEEHRE L,

V. {BRICEET 5 HA 13



4. AERUAEICEEY 5IE

7 AERUREIEET 558
TA ARG, T MR & S0 L. APk, LM, ~T 2 8 B R A TR
L. RS 5 - b,
1.2 AFIOE T EHER A B b S aE. M FORER BEC. AHE KRR 5
S
R0 FR LR S
HIEF Fe I B L O
P I rP R 750/mm3 At m%%wmﬁ@ﬁzéf%%ﬁji? e
- - . JL— RN 1UTICEET S £ TRE$ 5, REIERZIC
Wb | AEPERECSOOMMEAT | i 2 ima  RIERIO0 R D 50 g T .
T1L—R2 FEZ 50U =T 52 E2EBET D,
R e N = L

T 256, WRERTOH&END 50 ug T 5,
) 7L — KiZCommon Terminology Criteria for Adverse Events (CTCAE) v 4.03(Z# U 5,

EReLISH
OEIWEH | 71— R 3Lk

(fRR5L)

11 AANS L0 HIRF SN DR EFL T2, EHIR R MEFRE ek, Wk, ~&7
BBV IZRY . MRFRZENOREZHER T DMERH D Z LNERIE LT,

1.2 KRN OFEEGPIZEIWERN & & OIS ETIE, BWEROBEE(LZB <7z, THEHEELE) 22
B LTARFZHREIRET 2 2 &, £z, AR OG- 2 HHT 2856 IR O HED 6
50 g JRET % 2 &, HEZFIHEET 2B OV TT IR TOFIRLZ TR L7,

V.

BHEICET 5THH 14




5. ERPRAIR

(1) BRERT—5 /v 7—

AR AR . [ A Be 50515 R
oy | ome | MRCEREOEC | o | BN ki | B
Wt | A17-102 | HAAKROYEA ZhaxItlE | etk AF) 100, 200 X% 300 ZH#[E | ©
B [RBR Y 22 R A Bk IFEEM BEME | TS
B - RRVERENTRGE - 36 | WATREM HEhRE | HnlB 5%, 35 H B £ ClEbk
« PK iM% : 36 FH Bl N
- PD fifHT x5 - 36
A17-101 | FELA B iR M |- AHIRE 090, 180 T 270 % | O
R 2| R B FEHR Pl A )
< TP - 40 | AEA(L HapEhie |- <R3 (PEGASYS®) : 180
- PK it 42 : 38 AFATRER ) % WA T e 5
- PD fi##Txt5: : 40 S Syl WRE S AR E%, 35 H H
FH S EEPIEL)
A09-102 | FEA AN Hijiia% et |« KHIRE - 24, 48, 90, 180, O
PR | EERERR A B —HEHER BRM 225 X% 270 Z H[E 7 TS
-2tk R | EERL e |- xS (PEGASYS®) : 180
Mrtge : 48 A TRER N ZHE TS
« PK fEHTIER « 42 e Syt MRE S HHEE %, 35 H A
- PD f#HT x5 : 48 FH B ENSIEL)]
EN A19-201 | EMEZ SE RS ZhaskIER | Ak AFIFEA 2 T L2 50~500| ©
AR | BRBR B9 | ITT ST 65 ¢ 29 FEM LA TR T#&5
AR - BRVERENTRISE - 29 | Bt SEhie | H5HM 12 9 AM
s+ PEGINV | EM:Z e B % % (] HAEWKE |« 27— | &KH| 50~540 T| ©
5/ FH ERA | 25— HEEM B H[a [z 5, 14 HIFEHR
B | RBR B | MRS 0 25 | HRE RN | 2T =V BRI 12 4 AR
AT . xir»m?/“l D | FEAEhE c%;;@ :“jf e 100:;;0 TR
o A KD . D%, 1R
bt [V RET 4 v MBS
S 26 ) c ATF—U | BEITIT4E T L ~DUE
= S IR, Bk 15 FERLEE
55 | PROUD- | B IME B EEZ b Ak |- AFIBE 2 82 L2 50~500| ©
E AR PV - fEHTRIGE 254 % i L [A] Ereeuin TR TS
A | A 22 HER - %fHEE : HU 500~3000 mg/ H
SEH R RO G
WA THER wEWM 125 H
PEN-PV | B2 If)E B HAHE H O ES | 250 X500 D7 L7 4L F O
HER 2 |- fRETXIG ;36 FEkf R OfEENE kv, 2 @I L IcKE
@%%ﬁ@#ﬁ%hé%if
120/, AOEs (Bris)
#Egh | CONTIN | B e s ZhaskItE | RWIE G |- RFRE: 2, 3T 4L | ©
% IAH | UATION |- f#tfret£ « 171 FEM RED W2, REREBRENNEDS
R -PV (PROUD-PV | H%h: NoDREITHR RS
B 1219 REROMKGE R | ettt |- AR IBBREIEE O
BR) B CFIH aTHE 72 e B DR

© : FHiEsl, O : ZZBEE, HU: B kr¥xroL7
Q) A—RALZ YT CHEN
b) 450 pg 51T EREET

¢) 05mgimL /A 7 L% L, PEN-PV 3BRkAEHSFFH A hE

%I, 250 ug 7' V7 4 b RRUAOYPR 2 7R

V. BEICET A
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) AFNOARENTND THIEROHE] ZUTOEEY THD,

W, AR, eSS =T xnr TAT 720 (B HlEz) (X —Txzo 7’/1/77 2b GEfE
FHAHRZ) & LC) 108 100pg (oMl #RERZ %5 P OBA1L 50 ug) ZBMEHAEE L, 2 I 1 EE T
&5#60%%@%%K;Dﬁﬂﬁﬁﬁéw\%gi5mgToﬁw\ujmm@%ﬁz@w:&

(2) ERPRSEHEHER

1) BEEtE ESMVE N FERER (PEGINVERA #RER 1819) D 27— | @ #hEA PV HE]
PV B3 25 Bl & %4, A 50~540 pg O EEFIFH T, 1 am— FH72 v 3 HillC K 2EEHER 7R
3+3WHET VA L HCEES L HAMERE (MTD) OWELE HAYE L-LhiskdtF, sk, i,
5N FE A R 2 i L7 (AT —V I CTHEE LT EZ AT — Y Il Tk 5 LT2) .
MTD % 16 {15 cHERIR#HEME (DLT) 2R Lo kA=) EERL, AKI50, 100, 150,
250, 300, 360, 450 K% U*540 pug DNAIZ A & 3 41+300 pg 1 LFl &8N Uiz, ZORE5. &
FRENEIFFEO BT, MTD 1L 540 pg Tho7z, (A7 —2 N 5O BRE, RIER%IZH
LTI v, 5. () HEMKGHEERER) DESMR)
¥ 27—V 1 O ERFS— M2IX 25 Flos A AN B, 50, 100, 150, 225, 300, 360, 450 & UF 540 ug
DEFEERET LTZFER. MTD I ERIRREE RO Hivieh-7- 540 pg & L7z,

2) HE [p2-27ur/urVy B2M) . ATV ] [AVE | AHRER (A17-102 3B 22)
 BARANKROH AR ]
HAANKL O E NERERR AR 2 RIS, A v 2 —T 2 U FEICEVIRNTHEE SN EY
FHNER S CTHL2-27unrsn 7y M) KR4 7T U o OBiEE B L7, AHI 100,
200 % 11300 pg A HEIRZ T G- L7z & & IiEH p2M OIREHERL T TIX (300 pg & G-RFOHERS)
DEBYTHY, MIFET M LR A T T U REDN—RAT A D DL EOEE DR
KA, FHEOHEMZHES THAL, HAANEAATHEBIL Tz,
ARBRIZB T 2RIEH ORBLL, AARANEMT 100 pug # 4/6 5] (66.7%) . 200 pg & 6/6 5
(100.0%) . 300 pg #f 5/6 5 (83.3%) . FI AT 100 pg # 4/6 i (66.7%) . 200 pg # 5/6 5
(83.3%) . 300 pg #f 6/6 4] (100.0%) Tod o7z, FAREWEH (WOTIOFET 2H1LL EFEED) |
TESHACALEE (B ANSER 16.7%. B AZEM 33.3%., LAFFENE) . #E (11.1%. 16.7%) . SHE
(33.3%., 11.1%) . MU (22.2%. 5.6%) . 4FPEREE (16.7%, 27.8%) | U o/ EREAE
(0%, 11.1%) . CIEIREER (0%, 11.1%) Th-o7-, EERBEM. RBRPILICE->7-EIEM
MOBECIZE - T2RIERIZERD o dz,  ((TVIL 1. (2) BRARFBR THERR S 7o iR |
DIASH)

V. {BIRICEET 5 HA 16



AH| 300 pg ZHERIZTHRE LI EDANEHDOMEFR BMEEDHRE (BARARUSEAEERRN)

(mg/L)
4.8

45
4.2
39
36
33
3.0
271
2.4
2.1
1.8
1.5
12-
0.9
0.6
03
0.0

o - Tl

—8— HaEA(n=6)
—®— BAn=6)

0 24 48 72 9 120 144 168 192 216 240 264 288 312 336 360 384 408 432 456 480 504 528 552 576 600 624 648 672([FF)

R5&ED

ANFRIO MG M MO AT TV D PD /3T A =4 (HARANKUSMEAGERERLA)

P AARN (&EEN=6) AN (58 N=6)
arameter
100pug | 200pg | 300 pg 100pg | 200pg | 300 pg
B2M
AUEC 3353+ 4575+ 4983+ 1955+ 388.5+ 5812+
(ugeh/mL) 138.6 383.1 173.1 318.1 178.1 370.2
Enmax 1.1+ 1.5+ 1.5+ 1.0+ 14+ 1.8+
(ug/mL) 0.3 0.3 0.1 0.5 0.3 0.7
tmax 96.0 120.0 84.2 72.0 72.0 84.0
(h) [96, 671] [72, 240] [72,238] | [36.1,505] [48, 96] [24, 121]
XA T v
AUECu 2977+ 5545+ 6871+ 2815+ 5064+ 6760+
(nmol*h/L) 887.3 1571 3835 3065 2001 3053
Enmax 148+ 28.6+ 35.7 17.1+ 289+ 32.0+
(nmol/L) 2.7 14.7 17.4 9.5 8.4 12.1
tna 48.1 48.0 36.0 43.0 48.0 48.1
(h) [24.0,96.1] | [24.0,48.1] | [24.0,48.0] | [36.0,96.0] | [36.0,72.0] | [36.2,121]
AUECkst X O Emax (TN—R T A U b O b CEAMEAEERZE) |t TEME (h0fE [EEFR] ) 280
77
AUECs : RERE 1 2> & &I I 4L FE T ORNR- IR AR T A, Emex : e KILIEHNA A~ — 7 — G,

PD: %%, pPM i p2-2 7 us a7l

V.

1BRICBET S HA

17




3) BHF (BEAYDERISENT) [PVEEEZNRLE Lz 4 >0/ EHERSR « FMEA PV BE]
TSN IMARRR  (PEGINVERAGIR 1819) | yEALES INFEEER  (PROUD-PV 7l 1220 PEN-PV 7l 29)
KOS 1N ARG 5585k  (CONTINUATION-PV iR 1219) O&KRERDOIIET — & & A
T, AANOFEE & IR FRITEEZEE) (CHR) AL OB EZIRE L7z, CHR #RkiX, AFlo
GG 36 # A (4 HEH) %I, U FOMKTHI/NT A—2 KOS ER - LI2GE s L
7=
o MM/ (PLT) %% : <400 X 10%/L
e HIfmER (WBC) %k : <10X10%L
e~~~ k77U vk (HCT) fE : <45%

o CHR R A0 5 3 4 H LAINIZIE I A Fhii L 727 » 72

7238, CHREERRIZOW T, BLFD 4SO L7358/ 85 A — X AR E LT ;

* CHR : Mk FrI5E225%h (B OE %R < CHR % k)

* CHRP : CHREERKREADND 3 1 A LANIZIE M & 520 L 72 o 72 (Bl O B % 5 872 CHR % k)

* CHR2 : 6 » HLL LD 5 %521 72 ERI T CHR % 2251 (B KBEREIZ CHRP2 DR % fERE)

* CHRP2 : 6 » HLL EDEE %517 7= EFIT CHR 2Rk A5 3 % H LAWNICIEI 2 566 L7e o> 7=
(B A& HBERFIZ CHRP2 % il

TEHARREIZI T D AUCou DIUSNLIZHIT D CHR DEIERO T VAT 4 v 7 [AFE T /L THIE &

BlEshicfzEREGbE 72y b (TK) TRENTZE T, 450 CHRIEIEDOgEZE A 20

FOGBEIFRIE. AUCoum 573 200 ng-day/mL Z B 2 5 & BIMAEEIR & 7r o 72,

YA 4y ZERET AN LR M ST AUCoa 7 M A 7fEIZ, CHR T 225ng-day/mL, CHRP

T 213 ng-day/mL, CHR2 T 144 ng-day/mL, CHRP2 T 152 ng-day/mL T >7,

V. {BRICEET 5 HA 18



EEREIZET2BBONAIICEFTEIEENTIY —FIO CHR OEREEOO DR T 1 v ElF
ETILFRELBEIN-EEEZERADETRRLEZTAY b BHEAPY EH)

CHRPRIRET L DE & HE: CHREEETILOBESHTE

1.00 - 1.00
C C
H 075+ H 075- .
P * P
a [} ™ * . a L ] b »
2 050 . . 2 0,50 . .
m . 0) L]
b =
B 025 B 0.25- .
= . E

0.00 - 0.00-

0 200 400 (ngday/mL) 0 200 400 (ngday/ml)
AUC AUC
CHRP2RIEET L OESMEHE: CHR2BEETILOBES TS

1.00- 1.00
ﬁ . ﬁ . L } L
H 0751 .y H 0.75- .
P — . k P T °
Og) 0.50 02) 0.50

[ ]

= . P
% 0.25- % 025 -
= =

0.00- 0.00-

0 200 400 (ngday/mL) 0 200 400 (ngday/ml)
AUC AUC

CHR Pass : CHRP, CHR. CHRP2 X% CHR2 Dkt

1) AROHFGEINTWD [ZIREIIZNE) . THIEROHE] BUTDO LB TH D,

MEEX (TR  EMZ0E EIFRAENDRRTHRIEFELGTIEESICED)

FZERUVHAS : @, AT, a1 vy —T7xur 7L 7720 (BETHEEEZ) (o X—Tzrv
TT 720 (EinfHfz) & LC) 101100 ug (MR G % F 5 $h D34 12 50 ug)
ZHMARELE L, 28I 1B TR G325, BEOREBICE D ETHNT 525, BRI 50 ug 3o
1TV, 1[A1500 ug #2722 &

V. {BRICEET 5 HA 19



(3) AERIGIERFAR
BEHZME (PV) BEZXSRE L E 111 FEREBR (PEGINVERA ik 1819)

AT—

- PV EBFITRTT 2 AF O R K E (MTD) ZRET 5,

H# 25—

- PV BEITKRT D ARFI O e ek, BARM (BEE NS F~— D —LH)
DRRONT 2 ETe) ROPK XT A —2 BREtd b,

BT VA | Sk dEE, 2 27— FEEML I FERUER

e JAK2 V617F ZE RGO EME L mE (PV) £3F : 5141
! (ZF—1: 250, AF— M 2 5L [RF— | 0 25 i+ HiHA 2 AdL 26 1] )

o A7 V) == VRNICERE U, RBRSEMEFiE4 85 7 RE7R 18 3% LA Lo B

o JAK2 V617F 28 BLEE: % >0 WHO 4348 2008 I T ELEZ SERF7E 7 /L —7 (PVSG)
DRI PV LM SRS . MR L COTRIRED & % B
AR R ClaR R O B

* Eastern Cooperative Oncology Group (ECOG) Performance Status (PS) 732 LLTF ™D
B

o HPEEFREZR LMEDSE  IRBRED FENIE AT 7 B LINICRIEIRIGE A7) fa ik
T, ABIE T CE Y R VWD 2 L ICEE LA

E BRI UE

c AT—=V 1 ak— FH2 V) IFIOFEERR 3+3WHET A o ATHSE, K
% 50, 100, 150, 250, 300, 360, 450 }2 T\ 540 ug DIEIC 1 &% 2 T L1k
THeE L7e (& 361+300 ug 12 1 FilZ800) . 7238, MTD X 6 il 1 T
FEHIEEE (DLT) 2R L7k KARE ER L, sHMbMEIZ 14 (£3) B/

s RATF—=V I AT =V | L OBITHINE, 2 BRI EORIEE 2= TR 5 2 Bh
L7z, BtHEITHEL L 1 L L, TEOHBEIHAr Y2 — L 2#H L
77o MTD IZIRBREEICE# 325 CTCAE 7' L— R 3 0, IEWICHh- &
FHOWREAZLT % CTCAE 7' L— R 2 0@, 238l LR WAKORKHEEE
£ U7, PHmEAR 135K 7.5 £

FEIOHAE LA
RAEL~v FHIOHE QEZL)

HElL -~ -1 100 pg
AEL~L1: 150 pg
0 . HEL~L2: 225 g
BRIk FIEL L 3 - 300 ug
HAEL L4 400 ng
HAEL L5 450 ng

AFIOREHBER 71 —)L

e ARNDHFEERr Y 2—v | HU L EFIGFRBRORER 72—

1~2 JEm AL~ 1 HU : R"—2 51 v &

AF| : HEL~UL 1

3~4 J g THELV- VO SN | HU @ MERFH T A =2 ZH9E-C, 1238

5~12 JE R MTD % CHEHM B CIlmEeh&k S k2 EE
BIEIER DO AED 20~40%T 28 = &
VP

AF| : MTD % THEHN

13RI | MR HE (=MTD) HU : # 5k

AH : HEFFF R (=MTD)

HU: E Rexi o L7, MTD : RKitE

V. {BRICEET 5 HA 20



25— | MTD ORIE

AT =Y ERIZ & OFaiE 7 & L~V T ORI M & W

O MmiE=#rZE%)h (Kiladjian, 2006; Quintas-Cardama, 2009; Barosi, 2009; Crowley and
Ankerst, 2006 |2 J 5 &35 10.2520)

o MEFAI5ERZES (CHR) : LAFOSHERT AW LI2GA
- ~vhZUw b (HCT) <45% G#Z2 » AlZiEm7ze L)

M/ (PLT) %% =400 10%L

- HinEk (WBC) #=10x10%L

RN A R ER GRS A T E)
- ImARZERSER L
(HU JFOBEITIE, HU Sfk$e 5 2 %025 CHR Z 3Kl L 72)

o MEFHIHRIZER) (PHR) AT OWT—F &Gl LTeSE
— VB LC HCT<45%, 2SN ke L CAFE T PLT B0 (>400 X

10%L)

e D72 < &b 50%E

o MIKFHIFEZRS) (NHR) : FELSNOBE

@ HrEETFHZEY ( (D FBETFHEYDOER] 22H)  (JAK2 VE1TF %
T VAR —T Ml E 8 T L IZHIE)

@ ME : BEERECEREZNEL, BodE ) o TS X0
P7p &b 30% | AR L7z,

B, mBOMKFHIZENE [ZZ2FHe IR 20 697, SR IS e

DR LTe iR BOZRER)) & LT,

Q) A7 — 1 O ERMF S— 2T 25 B304 At S 41, 50, 100, 150, 225, 300, 360, 450 U540 pg O
A HEA R LS. MTD IZHEHIREMEN GRS biliedo72 540 ug & L7z,

T 7pEihE H

SFELFHES (MR) OEZE (Barosi, 2009 |2 L % £ 6.29)
[Py BA&T D JAK2 VBITE 7 L A N—F U AMEDO A b I2OW T FERDO X SIS L,

FFmIE H TEF%
B E 222 (CMR) T A BRI  ~ D 43 AR AR B D>
BRI 3 25%) (PMR) o N— 2T A VI JAK2 VOITF T L LR —F AE<50%

DIEBE - R=AT A DD 50%LL LD
o« R—2F A VIFIZ JAK2VOITF BT L VN —F U fH
=50% DB - N— AT A )5 25%LL B

OIS (NMR) PMR. CMR DRHEZE 7= S 7205
HANCFE SNV 7 70— Tfighr & LT, MRFENFRRD, 2 aRFENRNC oW T HU BIEEOA J5 0
fRNT 21T o 72,
[##]

BEEES - AREREE
AT — NIZIE 25 BB AN B, AT —2 1T 2 0 25 61 & BB S 7z 26 FloEk 51 #1)8
MAAN DT, AT — I35 3141 (60.8%) KO 20641 (39.2%) . A3 50 5 (98.0%)
EOT T NI (20%) THY, MAANKEOFHEFEE (SD) 12587 (11.5) mTh-o7z,
R OBENTIGER (FAS) 13270 BRI MG B EERL D & > 72 5 Hl & BRI LT 46 B, R MEfEHT
RIGHEM (SAF) 13, AFKlZ 1RILLEES L7z 5161 & L,
5 fERI D G1% 27/51 1] (52.9%) M5ET L. #0955 16 i (31.4%) 1% 6 RO G-Z52T L=,
FAS IZH1T 5 1BBRIE D T #% G ml% % 61.4 [, #5813 236.6 pg Th 72,
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WA

AT—U1 : &xXMfE (MID)

AT — | OFEHEFS— MMZIE 25 FI3A AL S, 50, 100, 150, 225, 300, 360, 450 KON
540 ug OE-HEZ R L7ofER. MTD IZHERIREME (DLT) 2358 biieh o7 540pg & L7,
( TV. 5. (2) EeRIEFRAER) DHSH)

AF—o1I
ORROMBFHIE

B B O MKRFEIZES) GEMAER] 42 41) 1%, CHR 25 2741 (64.3%) . PHR 7% 14 5] (33.3%) . NHR 2%
14 (24%) ThH-o7z, CHRIERMGNCEIT D CHR ZERK T 5 £ TOHF O FEIL 34 (Q1~Q3 :

10~96) T v . Kaplan-Meier {5 L 2 HEEME TIZ 521 H (95%Cl @ 238~992) Th -7z,

HU RiiGHEOA R D i B O MK FHIZEZ. A0 S 7O MK FRIZE3h A T 5 £ TOHM. KR OM

WA RRN 2 ZR T 2 ETOHMIZ. TRIORLIZEBY ThoTe,

BEROMBFHIEN Y GHEAPVEE)

S - . CHR PHR NHR
AT R SAEH] N/Nmiss n (%) n (%) n (%)
FAS 42/4 27 (64.3) 14 (33.3) 1 24)
HU gii{&#E O & 5 4EMH _
(3 e B 1373 11 (84.6) 2(15.4)
HU RiiRE D 72 W EH
) 29/1 16 (55.2) 12 (41.4) 1 (3.4)

TE AR FER A EZER DD - 72 52 HEEOMST SR L, FASIZ4651E L=, E£7-KHBFEIL. FAS
D 5 HLYIEFHMEETIC G2 Pk U7z 4 5l &2 R < 42 51 CRuM L7z,
a) S BOMEFRZEE, F IR0 59, BB I BIEFI AN ER L2k B oFE L Lz,

CHR : MiRFMZEEELN, FAS : e ROMNTHREN, HU: B FeX o L7 N iHEFE, NHR : fiEFn
FEZZ4h, Nmiss : 7 — & KBIBIEL, PHR : M0 240

V. BEICET 5 A
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MRZFHEDNEERT HETOHHE GHEAPVES)

FLIRRIfEST Of)
FEMT R n | F¥IE (SD) | QU RAE/Q3 | /MK
- FAS 27 | 553 (57.7) 10/34/96 10/207
;Hgff%ETé HU RiiTRE D & 2% 4 16 | 44.4(442) 10/27/73 10/152
R HU Rii{G# D 72 EM] 11 | 71.2(72.6) 10/42/142 10/207
. B FAS 41 | 22.4(26.3) 10/10/20 9/122
N Il A FRA )
g;&?gg;?%@ HU B0 H HEM | 28 | 19.3(19.0) 10/10/20 9/94
= R HU AR O 72\ EEM] 13| 28.9(37.8) 10/10/26 10/122
. B FAS 41 | 42.8(51.5) 10/11/63 9/207
=1 VA 75h b)
gi;?g;?fﬁm HUAMAROH LM | 28 | 33.9(38.7) 10/11/40 9/152
A HU FiiJEHE D 72\ WEE ] 13| 61.8(70.1) 10/11/122 10/207
Kaplan-Meier (2 X HH#EEfE (H)
FEMT R A rh A 95%CI
- FAS 521 238~992
;Hg fﬁ%ﬁfé HU AR O & H 8 H 439 70~1092
i HU RiTARE D 72 W E 521 238~ND
FAS 71 70~77
] B 00 M) © —
géﬁj‘za‘ég;g%éﬁj HU Bi&HED & % 4 71 70~182
. HU Ri{RIR D 72\ WMEM] 73 70~82

a) CHR X% PHR DWW inziitii=d,
b) IBEOMEFRIZENIEL., BFHEHIMIC b b,
CHR : MG ME LS, Cl: FHEXM. FAS : I KOMMRER, HU: & Frxo o L7, n: ik,

ND : #EERHE,

Qo FEEFHED

BRI T AHEGI SR L T2 i B OZEh & LT,

PHR : M{RFAE RN, QL 8 1 U4z, Q3 : % 3PUS{r, SD : FEUE(R

JAK2 V617F 28 #1341 (100.0%) (2 &iviz, AREMIZEBT 2B OO0 FBIEFNER GE
MhSER 42 1) 1Z. CMR A 12451 (28.6%) . PMR 2% 1945 (45.2%) T& V. NMR11 (26.2%)
Tholo, £, CMRERNMBNIZIIT D CMR ZiERK T 5 £ TOMM (PRl 134 1.6 4 (82,
Q1~Q3: 44~115) TH V. Kaplan-Meier %2 LA HEEM Tl H 1WA TT798 H (F2.24F)
(95%ClI : 353~HEEAHE) Th -T2, HURNEEDOA MR D B D5y FBIRFIZEZ, (i 500
NTERFEEN R T D E TOHME, REOS TEBIEFNIESEERT 5 E TOYRIX,
TRIORLIEEBY ThHoT2,

RRDHFEEFHEN Y GHEAPVEE)

AT S5 NNmiss CMR PR MR
FAS 42/4 12 (28.6) 19 (45.2) 11 (26.2)
HU Ri1E#ED & 5 58
(37 7 ST fA) 13/3 4(30.8) 6 (46.2) 3(23.1)
HU Hii{EHE D 72\ WEER]

(47 7 — k) 29/1 8 (27.6) 13 (44.8) 8 (27.6)

T BRI I ESE L D 3 - 72 5 Bl BRMEDINT N SRR L. FASIT 46 61 & Lz, F7-REBFEMIE. FAS
D 9 HIEHIOFRRTNC 1L U7z 4528k < 42 5] TR L 7=,

)i B Dy TR FIEMNT., B EHEIIRIC b 5 F,
CMR : 73 TBIBFTEETRL). FAS : In KOMHT*Ig4ER], HU: & Fa¥xv L7, N:

— 2 KHBHEL. NMR @ 53 FBARFHIFEZRS), PMR @ 50 F R FHIE 5 2850

FRERHI R P IS BTEBIDS R LT BORE L Lo,
FEAEBI%, Nmiss :

V. JRRICEEd 5 HA
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DFEEFHRENEERT S2FETOHE GHEAT—4)

N RCLIRAEYT ()
TR S " SpfE SD) | QUITREQ3 | B Rk
- FAS 12| 81.4(434) 44/82/115 18/159
S{l\g@%ﬁgf 5 HU RGO & HAE] 8 | 86.2(45.7) 44 /84 /120 35/159
. HU R D 72 W] 4 | 71.8(42.7) 38/77/105 18/114
il & D5y 18571 | FAS 31| 43.7(39.4) 18/34/55 10/201
Y AERTAET | HURNREDO H H4EH 21 | 43.5(43.6) 18/26/53 10/201
D HH HU RiVEHED 72\ WEF] 10 | 443 (30.6) 19/45/55 10/ 117
RSB FAS 31| 61.4(47.7) 20/45/97 10/201
ZY AERT AT | HURHRE DO H H4EH] 21 | 645(514) 21/50/83 11/201
D HH HU Ri{EH D 72\ WEEF] 10 | 54.9(40.5) 19/45/97 10/ 117
. Kaplan-Meier {512 X A H#EEfE (H)
FRATAT SR Ql pmi HhoRf 95%CI

— FAS 798 353~ND

;I\gfﬁﬁgkz}% HU HilGR D & 5 HEH] 678 127~ND

] HU R D 72 ] 812 242~ND

] HNDLFEEFH) | FAS 259 182~383

Y BERTHET | HURHAED b HHEH 313 127~406

DA (FofE) HU RiAH#E D 72 EH] 245 135~540

a) CMR Xi% PMR OV inziitii=d,

b) B DOy EEFHENIL, BRI b 59, BRI P I SIERID ER L T2 B ORD L L,
CMR : 3 FEBEFHISERZED) Cl : FIEHIXH. FAS @ e ROMHTRIGER, HU : £ FrXo o LT n: il
ND : #EEREE. QL : %5 1 DU4H7. Q3 : & 3 U4, SD : HEYE(R=

QUK 7 LILIN—T > DS
10 BILL_ L DOFHE & 5 MIERFC T 5 JAK2 VBLTF BB T LA AN—F Al B+ RES) ol
il 3.8% (106 M) ~38.5% (10 #KF) OFHEHIZHY, X—2A T A v (A7 V—= W, FRE
41.5%) & D7 (Fofl) 13-40.3% (146 i) ~35% (26 HEF) OHFiPHTH -7, 10, 18, 26 HI
DI DAT DI D JAK2 VBLTF ZERT L AR—F MBI R— R T A o L Hils U CRiE e/ S
WAREZ /R L7 [p<0.05 : t-4E (10 Bl & 2 7235 A IR E I LTs) T .

JRT UILN—TUoDFEWMTE (R—X 54 VEIFEELELY)

(%)

100

90 4 -z_ T Py
80 ¥ * * * : * * * *
,{70— * * L
K 60+ T I
2 i _
% 50 L .
l/ 40 - & . & IQ
L 30 0 A |. A 3 B JLI - o
N 20 JEMRPLEFE R - A

I o ¢ I
SARNIITITRERARITA
7
V. 0 L 1 = 1 a‘ i-. e 1 * o

#5618 | 4624352129202615201119 7 1810181118 916 8 20 8 17 91310111311111013 5144114 8 4 8 36 2 3 2 2 1

FEDUS AP (IQR ; 55 1~3 U4rfn) |« MO FERITP R, & 71E 1L5XIQR, 7T AZ U R 2 (%) 134 UE
ZRT,

V.
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@R (4 A DHEFS
106 & #8 2 D33 & DHERFICBNT, XR—=ATA > (A7 U == JW8) 1282 M1 X
OHRAEIX 135cm TH Y, FaHliFFOR—2F 4 O (FRAE) 13-2.00 cm (242 #HIE) ~
050 cm (18 J#NF) OFPHICH V. FEFHFAICH BITH/N UZ3-IRE L, 114, 122, 130, 146, 154,
178, 186, 194, 202, 210, 218, 226, 234, 242 K (X 258 IF Tdh -7~ [p<0.05 : t-HE (10 il Zi#E %
T A ICRRMICE I L) ],

BZ2M
@O=HER

LM G ER] (SAF) 51 i30T, m@mi4ﬂﬂwm%)K4w@%ﬁbtoiﬁﬁﬁm
(GEBLZE 20%i8) 1%, B 16 151 (31.4% [27 4] ) | 97 1241 (235% [161F] ) . F1v 7=
PRIER 116 (21.6% [2617F] ) TH-oT,

EELEWERIL 8] (15.7%) 12 12 fF3EBLL, WIUE. 920 24F 261 [3.9%] ) . HrRRERPUA
BabE 2 (1 5] [2.0%] ) . AMEA U RKIS, FUEHUARIN, BIERE. LEMMEl. Y. AT
Iy%%%%\%ﬁ&@ﬁ7/z7\+ Y EARE L1 (% 161 [20%] ) TH-oT-,

AR IEICE ST FEHEGUT 21 6] (41.2%) 35 RICHILL, ERAEFES QAILIE) X, 2o 4
Bl (7.8%) . WEF R ORHEHORIEIK T23% 241 (3.9%) Tholz, FLLICESTZEWEHITRED b
2ol

H) AENOERIN TS THIEKOHE] XU TO LB TH D,

W, BAICIE, e —Tzny TAT 720 (Baiz) (v F—Txzmy 7’/1/77 2b (#i5
%ﬁﬁz)kbf)1Eumm(m@ﬁﬁﬁéﬁ&%%&5¢@ﬁAism@ ZRRBHAELS L, 2BIC1EET
TGS %5, BEOWREICEZ Y EEHT 528, &I 50 pg 32170, 1[EI500 ug #2202 &,

V. {BRICEET 5 HA 25



(4) BRETAIERER
1) BEREIRER
EHLmE (PV)

BRI UENE | AERER (AL9-201 ik 1219)

i BUE OREAERIR O 23R sk N B AN PV BB 2 550U, RFIOR 2RO
%m%gbﬁwEM%m%é£M(mm)kowf@ﬁﬂ%%ﬁﬂ?éo
RERT A V| ShEak LA, BEE. JEEME 1 ARRER (8 Jinak)
POE 20 LA o> PV R 29 {3
* WHO %34 2008 X i% WHO 434 2016 (27> T PV &gl Szl
o BIEOIEERR O MR EEZ PV BF, HU IREIED & 5 BF 1L, HU 10E
(CHSHTE D RLEEN & D BE & R <
- HHERBEOBE (REHEORENEE ST BE)
- RV A7 TS L, REICEET MR, #lE 22k i Es
DHESE X% B
— HU IpEIEO & 5B T HU IGRICAINA Th 5 Z L DGR STV DR
=)
o HUTRIFIEDN & 2356 1%, HU TR 23 SAFE 3 AEATi D FE
-ﬂ@ﬂ&%&_iééﬁﬁ@&wﬁﬁi\ﬂ@ﬁwéﬁ%E¢5PVT\
R—=RA T A VRHZLL T OREHER 1 OLL Bi7- 7 B
— 1EPLEOFEZRLME PV BIEESOBED RN H D
— BT 2 BEMENRE (B UIZ OAE IR LA EFERNEK
TR AL UE IR KAF L. HCT 23 45% A OMERF 2 HAY & L 728 M 3R < 41
%)
— HEROEIM GRERFAANETL » A2 2B EoEm) 25845
— BEBALART 1 » A AN D 2[RI OH7E T PLT A% 1000 X 10%/L #
- HAImEREEIE (WBC 23 % 5804681 1 » HLAN® 2 [RIOHIE T 10 X 10%L
) RO LD
— RBICEET DR, #EINRBDOHND
e X7 ) ==V TIRIC iR (e Y LB i =15 X FEHERIPH LR
(ULN) | 7o ba B FER O EEEME]R <15 XULN, 7/ 7 I Ul
>359/dL, ALTfE=20XULN, ASTME=20XULN L Ez%] #HTHHEE
e A7 ==V JHEO~EZ n Y (Hb) fE=10g/dL, #FFERM=15X10%L,
g7 V7 F=fE=15XULN DEH
o R - JHORE (HADS) A a7, REEMH SO OY 7 A r—v
TO~7T DHEE
W RE T3 Uy A 2 BHAA FH & 100 pg/la] - (fth oo Ak 935 T 0 BB 13 50 g/
[) ¢ 2#IC 1ML TR L, B LZMERFER/ ST A —4% (HCT<45%,
PLT=400X10%L, WBC=10X10%L) %3 T 5 £ T 2l &2 50 ug >4 &
L7z (AT LT, foRmBaisr s 2 @y s s . 5 8EE 12 » AWM. &
FRER T 15 KHESEFA &L 2 2212 500 pg/lal & U7z, MERFFAEIL, ARMRIZ, KR
WL TEZONARED CHRAE LN A Rm & e LT,
KHET AEY % (715~150mg/B) ZOFRESE- L7z, 7AE D VAR
AlZidthobimieR 2 7E L,
HEPEL MRSk L CIXENAKR, IR, NIRRT 5 2 L,

V. BEICET 5 A
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36, 52 FIFICIEIMN 22 U722V CHR #ERER (P dllEic L 5)
TEFALTEE | 5 E 3T A5 & 1%, 36 58I L 525 I5 T, i@ 3 4 B LANICHEIIL A 4 E LB HCT <
45%. PLT=400X10%L, WBC=10X10%L D& T Zi/- L7-BE L EF/ LT,
o RREFY 2R BIESh#E (DRT) P9
o HU RIVEHOF MR D CHR kR 9
* CHR £ffgi=r @
* CHR /% £ TOHIH]
FBIREEHMIEE | o S)OiE i £ TOHIH
e JAK2VBITF BT L)L R—F LMl O RN —Z T A U3 b DL E 9
e HCT, WBC, PLT KO A AD_—RF A )b DZE{ 9
o I [E %R 9
o IMARPEGIH MM A N2 DB 2 S 7o T ERE OEIE
PERWFHIEIEE | » 0 BB (MR) 9 %%
HEFEZLOBBE G, BRI L OBEME: (BIEM) . BEEME, RBRPikicE-
T HERG %
FRACBEE 9 2 0mdk, =T, BB, BEMED E N, O EEE, BT, MYy, BOmAURE, P, PO
BEa, IR, M
b) ZEEhEEIX, &FHHFT CHR ( % 3 » ALINIZEMZ: LT HCT<45%) . [PLT=400x10%L) . [WBC
S10X109L) DOERE 2T T) ZER LB EOEIEG L ERLE,
C) AFETIL 12, 24, 36, S2BIFOFERIZ OV TR L7,
d) 36, 52 ML H M7 LC CHR & 2Rk L 72 iEFIDEIE
e) AFTIEL3, 6. 9. 12 » HEEDFERIZOW TR L 7=,

R
2R TE H
PR

a)

[#E2]

BEEER - ARERES
TRBRIEZ 1[Il Fe 5 U7z 29 Bl % ITT M R O L 2VEMIT 545N (SAF) & L7z,
RO ILEIL 54 5% (BEPH : 26~72) | 60 A2 22 il (75.9%) . 60 kLl L3 7 i (24.1%) T
Holz, HURNEES D 23 1561 (51.7%) . HURAKEZ LA 1441 (483%) Tholz, X—AT7A v
IRFD JAK2 VO1T7F s - HBGMEHIT 983.1% Th > 7o,

BEER (REMEINERER. BRAPV 85H)

AR N=29

Fln GR) |, P IE (EEPE) 54 (26~72)
FERED XY, n (%) <60 /7% 22 (75.9)

=60 % 7(24.1)
PERI, n(%) 1k 16 (55.2)

Fk 13 (44.8)
ECOG PS, n (%) 0 29 (100.0)

>0 0
HU RGP, n (%) HY 15 (51.7)

L 14 (48.3)
HCT (%) , Hoffifl (REpR) ™ 46.6 (37.7~55.4)
WBC (x109L) , " offE (FfpH) ~ 15.3 (4.3~33.4)
PLT (x10%L) , Hrdufir (ipH) ~ 640 (269~1,781)
g A X (em?) |, dufE (apH) -~ 51.3 (31.0~143.4)
JAK2 VEL17F B T-Z 5 n (%) Btk 27 (93.1)

Fatk 2(6.9)
JAK2 VBL1TF ZES T LV /S—F Al (%) |, Poifis (FpE) 3° 81.8 (23.6~98.3)
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*ITT %M

a) JAK2 VB17F SR T2 BIGED 27 il a5 & L=,

ECOG PS : Eastern Cooperative Oncology Group performance status, HCT : ~~ ~h27 U v b, HU: & K% U LT
JAK2 : ¥ X A% —+F 2, PLT : (fivMi, WBC : FIfiLEk

AR OB G-I, 12 61 (41.4%) 75 50 pg KON 17 5] (58.6%) 7% 100 ug T v . B 5-HiM o rrsufi
%3780 H (#iPH : 112~385) C, ‘FHBMK G REIT 8,679.3 ng. 4l H7-0 ORI 662.5 pg T
bolz, o, AAID 1A OFEEIT, B5BAH%Q 18 B TRAFEEGD 7T h—IZEEZEL,
AR TS O E 58 (SD) 133963 (133.0)  pg/lal & OV SRAEIE 500 pg/lal CTdb - 7=,

AH 1 EH-YDREEDHRE (ITT. BRAANPV EF)

(ug)

500 A
: 400 T @
3
{‘} 300 A S
% 200 %
B 100 A E o] : 7 7 -

a o O o o
|BS5F%| 29 29 29 29 29 29 29 29 28 28 28 27 27 27 27 27 27 27 27 27 27 27 27 27 27 27 27

ll_l ﬁ 4 é IB 1|0 1|2 II4 1|6 IIB IID 2‘2 2‘4 2‘6 IIB 3ID 3|2 3|4 3|6 3|3 4ID 4|2 4|4 4|6 4|8 SID 5|2 ()
TR 79 122 16 27 243 274 302 34 354 370 379 389 391 398 398 40 400 400 400 3% 394 393 393 394 3% 3% 39%
BERE 251 368 44 608 729 820 911 1040 1170 1220 1243 127.4 1233 1229 1252 1263 1263 129.4 1294 13151311 1350 1350 1318 1330 1330 1330
PSYE 100 150 200 250 250 300 300 300 350 375 400 450 450 450 450 500 500 500 500 450 450 450 450 450 500 500 500

FOTI 8 LML, FO D 55 3L, FNOR N — - FRfE, N0 UIE  FIE, O« Mk
OKME, EH: SMUE

WA

D36, 52 :BrsE +(2;EMA LT CHR %:Zk L = EHIDEES

36. 52 HIF & HIZIEIM AR LT CHR Z iRk (P RdillE) L 72dEfilid 29 1 8 5l ¢, CHR ZAERIZ
27.6% (95%CI : 12.7~47.2) Toh -7,

36, 52 B & 3 ITBIMAT LT CHR ZZR LI-ERIDEIS (ITT. BEAPV EH)

N=29

n (% [95%CI])
M A2 L 720> CHR LR 20l 8 (27.6% [12.7~47.2])
(PRMRAERNE  FEFHMEE) =201 21 (72.4% [52.8~87.3])
I A B L 720 CHR AR =851 14 (48.3% [29.5~67.5])
(BB TOME? ) =211 15 (51.7% [32.5~70.6])

a) FEFREEONEICIES SHKRERNIT — 2 WRIAFRER GG, BREE T & LT L7,
CHR : MEFH5ER285h, Cl @ (S
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QBRI EESEMDE (RIRFHEIER)
12, 24, 36 LU 52 AIKHIZE 72 LT CHR (FFRARARIE) Z ik LIEFIZ 29610 5 6, ZhEh
15 (3.4%, 95%Cl : 0.1~17.8) . 1041 (34.5%. 95%CI : 17.9~54.3) . 9/ (31.0%. 95%Cl : 15.3~
50.8) . 15f (51.7%, 95%Cl : 32.5~70.6) TH V. HFEFET L OME XL 107 TH -7,

RENORBRME FIRFHER) UTT. BAAPV EH)

(%)

100
90
80
70 A

o 51.7%(15)
(32.5~70.6)

50
34.5% (10f)
40 - (17.9~54.3)

heE

31.0%(9651)
(15.3~50.8)

30+

20 -
3.4% (141)
10 (0.1~17.8)

0

12 | 24 | 36 52 (&)
( )AIFIS%CI n=29

BREFMNGERERDE EIRFFHHER) (T, BAAPVEH)

12 0§ 24 JH iy 36 JF I 52 il I i
DRT n (%) 1(34) 10 (345) 9 (3L0) 15 (5L.7)
WERE (N=29) 95%Cl | (0.1~17.8) | (179~543) | (153~508) | 325~706) | -7
a) B EFE T L
FohsiE, ARG C CHR ( @ 3 » ALINICEINZ2 LC HCT<45%) . [PLT=400Xx10%L) . [WBC=10

X109L] DOFMEE 2T T) ZERLZEEOEE L ER L,

QHU FTAEDEER D CHR ZEKE (BIXEEMIER)
36, 52 MR L (21 M7 L C CHR Z 2k L7 JER OFEIE 1L, HURNEE D Y 23 15619 341 (20.0%.
95%CI : 4.3~48.1) . HUBiEHEZ: LS 146 541 (35.7%, 95%Cl : 12.8~64.9) Th-o7z,

HU BVA RO AR O CHRZEME (BIREHEBEER) (ITT. BAAPVEH)

HU Fiiia#EH 0 HU Rl 72 L
(n=15) (n=14)
CHR EEjk = n (%) 3(20.0) 5(35.7)
(FR IR A ) 95%Cl 43~481 12.8~64.9
CHR ZR R n (%) 7(46.7) 7 (50.0)
(B EHEETOWE? ) 95%Cl 21.3~734 23.0~77.0

a) A EHFHEROWE RS S IREBFINIT — X BSFHRERB A, BESHT & LT L=,
CHR : Mg M5e%), Cl : (FHEXM

@MmRFERI/INT A—42 (HCT, WBC. PLT) RUEEY A XDR—X 54 UohbDELE (BIREEMIER)
MEFHIRHT Td % HCT, WBC LU PLT O aHliRFIZ 31T 2 HEE KL NAR—2 T A b D2 &
OB 2 FFRITR LTz, 52 oL, HCT 2% 43.3% (&l : 32.7~47.8) . WBC 7% 4.5x10%L
(HEPH : 29~115x10%L) | PLT 7% 248.0x10%L (&P : 99~514x10%L) T, N—ZX T A b DOZAL
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HIIFNEN—35%, —103X10%L, —383X10°%L ThH -7,

FAREERCRIT HCT (BARE « sl e L

T<45%) 73815% (22/27%1) . WBC (HIEfE : <10X10%L) 72592.6% (25/27f51) . PLT (FH1E{H :
=400X10%L) 7388.9% (24127 %) Tdh -7z, F7-. 52 EEFD Y A A rhifli% 55.0cm2 T, ~—

ATGA LD LEIZ-21cm? TH o7,

FHMEROMAZHFTFMEREDR—R S/ UNoDELLE (MREFAE) EIREFEHEER) (ITT,

BAAPVEH)

R—=2F 4 (N=29) 12 24 18 36 i i 52 i

(A7 V) —=2 T IRF) (N=29) (N=27) (N=27) (N=27)

HCT (%) 46.6 44.8 44.1 443 43.3
O S NR—=RF A IO E -2.1 -2.0 -1.6 -35
WBC (X 10%L) 15.3 6.5 55 5.1 45
D RAE R—=RTA DO LE -7.0 -95 -10.1 -10.3
PLT (X10%L) 640 386 313 280 248
O i R—=2F A OB E -180 —337 -378 -383
e A X (cm?) 51.3 54.6 58.8 54.5 55.0
DR R=2 T )b OE{E 26 13 -13 21

HCT : ~~ k27 U v k., PLT : Ifi/MK, WBC : HIfLER

©CHR ik (RIXREHHIRE)

12, 24, 36 }xOY 52 WFHZIEMZ: LT CHR (I RERIE) 23Ef: L CWIERNIT 29 fHld 9 6
FNENO0HL, 14 (3.4%) . 641 (20.7%) . 84l (27.6%) ThH-oiz,

HEHERFRICE TS CHR #FfiiR (hRZRFAE) BIRFHHER) ATT. BEAPVEHE)

CHR 235t L7 B CHR RIERLFifge L 72 o 1o B
n (%) n (%)
F5-BRAATE 12 JBIF 0 29 (100.0)
B 5-BhAT: 24 JARY 1(34) 28 (96.6)
P 5-BRAGT 36 JEIF 6 (20.7) 23(79.3)
¢ 5-BhA 1% 52 R 8 (27.6) 21 (72.4)

CHR : MiE# 52475, Cl : (FHEKXM

©=¥D CHR ZpiF TOHM (BIXREFHEEE)

65.5% (19/29 f5il) NiEERICA < & 1A CHR (FRHIiERIE) AEk L. &E¥ID CHR ZE £ T
OHIMOFIfEIZ 119 » H (95%CI : 55~12.0, #iPH : 2.8~122 5 H) Tho1-,
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CHRZERL (FRBREFAE) FTOHME BIXREHHEER) UTT. BRAPVEHE)

(%) 2% 290
1007 [crrzst.n®) 16(65.5%)
EIOCHRZRETOERS (B). 119
oho{E(95%Cl) (5.5~12.0)
80
C i
H 60
Ry
=
g 40
20
0 T T T T T T T T T - - - .
0 1 2 3 4 5 6 7 8 9 10 11 12 13(A)
CHReEERE HARS
fEf 29 29 29 28 28 28 17 17 17 14 14 14 3 4]

MK O gl (95%CI) 1%, Kaplan-Meier %% AV CHEE L7z,
CHR : MiR=FRY5242Z8%. Cl - ZHEHXH. ITT : intent-to-treat, PV : EMEZ M E

ORYOELF COHMRTELRS (BIXRFHEER)
FRBRHAM 2 18 U CIEIn 2 20 L 7= 9B 21 1l (72.4%) (2350) DEcw] DML F COHIM O H Yl
145 H (95%Cl : 1.0~4.2) | #iHi£05~121 % H Th o7z,
1 & 7= 0 OFHE M R ONE L2 5 U7 EB OEIA 2 TRIOR LT,

£FEHIROEMEIL (BIRFHERE) (ITT. BAAPVEH)

Re 2T A . . . .
H. H\ Hj H\ H. H\ Hj H\
(0 3 12 B 24 R 36 i B 52 B
T A SEYOME 0.28 0.10 0.04 0.04 0.04
EE'; J‘E;f)”) n (%) 8 (27.6%) 3 (10.3%) 1 (3.7%) 1 (3.7%) 1 (3.7%)
a) JEBIE

@NFEEFMEE (REMEFHEIER R UEIRFHEEER)
BRI RIS BT B0 BB FIZRS%E (MR) KON JAK2 VBLTF 28T LA N—F EOJIESM &
NR—=ZATA UNLOEEOHRB E FRITR LIz, 52 BEFICEIT 2 0 F8EFHERIT 42.3%
(95%CI : 23.4~63.1) . JAK2 VBITF 57 L L S—F AEO P IEIL 52.5% T_R— 2 T A D D
fbEIT-116% (TRE) Tholz, ([ FBEEFHZER OB, V. Q) AEKEHEERR
(PEGINVERA iER) | #ZMR)
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HEHERO D FEEFHEDE ERMFMEER) & M2 VOITFERT LILN—T EQHB RV

(ITT, BRAPV E5H)

N=RFA o oDELE (RIRFTHHEEE)

NR— 2 12 s 24 Ay 36 Ay 52 J ik
Sq4uma | (N=27) | (N=26) | (N=26) | (N=26)
P UG eSO . . . .
(CMR-+PMR) - 7.4% 23.1% 26.9% 42.3%
JAK2 VB17F mwﬁﬁiiﬁﬁmEiSD 7224233 | 67.3+£22.0 | 65.9+22.3 | 60.9+24.9 | 54.2+28.9
ERTLL | H R fiE 81.8 74.7 73.3 67.2 52.5
AT R | EBEESD - 494101 | -75%157 | -12.5+16.3|-19.2+22.6
(%) ZAbi
Rl - -5.8 -7.8 -116 -116

NR—R T A VIR JAK2 VB1TF &5 2 REME o g 2 Flakr<,

DTBEFNZES (MR) 1L, 5 TBEEFNEEER (CMR) KUV TEEFEER (PMR) OG5 & L
77

a N—27 A2 (N=27) (A7 U—=27H)

JAK2 : ¥ X ZxF—+ 2, SD : HE%E{R=

QmigtER FHMMEA XY FER SN > HEREDOEES (RIRHHEER)
FRBR I L AR ST A A N b 2l 2 LT EBITRER O DR o Tz,

| Erealid

@RIERA

RPN GAEM] (SAF) 29 FillZisV T, RIFEAIE 29 1] (100.0%) 2 185 8L L7=, E72EIE
o GERBIER 20%18) 1%, BEBIAE 16 1 (55.2% [16 {41 ) | IR KL OA > 7T o PR BN 8 i
(276% [ZNZi 26K N164] ) . ALTHEIIE YR B, 7 v a7 U U HINA 4% 6451 (20.7%
[(FNENn 9RO 6] ) Thot,

EERRIER L OB ICE > RIERIZED S ho 7,

AERHIEICE S RIEAIX 161 (3.4%) 14 (B ERRIRE) 1S3 bz,

QFITEETREEFETER

FRCEH T REFFEFLT 9H] (31.0%) 10 FRHCREBL L7, ZOWRIT, HURIFEEEIR ME L OVE 5
R 26 (6.9%) 2 18, BImtEFUIRIRIE, A2, BRGRIE, HIMrESER, MR i K OV i K5
RPE LB LI TH T, 7B, EERLME RO PV BERESIIRI L o7z,

Qfe&ERE
AR IC e T A =T 2 n T T 720 FUEEGUA (ADA) DN b IV iR 13 29
Bl 3 B (10.3%) TH-o7endy, W& TR oTe, £, MBI PICAY) = F L7
U = —/L ADA 51D 8 BINCEB® S, BRAE THFHC S 2 BIEMETH - 72,
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HHZME (PV) BEZXSRE LM E 11 FHEER (PROUD-PV ikl 122)

HE

HU RIBIESUIHERE T O PV BE Z x50, HERHEZ AT HU ICHT 5

AR DIEL M A WEET 57,

1 ARBROYHOET BT THU ISR 2 AKIOBBIEORIE] Th o728, ZOBICHE Shi-
SCHRIZ 38T HU O M 205 s AR C T L 72 15% GBI SCRRIC IS\ CHER) 2%
BATEMEAS TR SN2 2 LD, Fm B A 1 2 NS S AL ARBRATIC TSR S 3 3 2 3T
L, ARBROEERMNE [HPPEORGE] & LT,

BT VA

Sttt IR b, SATRERMIIERE, FEEMET I AHRER

e

187%LL D JAK2 VBITF BB 24 % PV BB 254 1] (AHIRE R O HU BE4%- 127 141)

Ep R TE

o BEIPRAEIUEL LT, JAK2 VOL17F BHEIGM: 2 W ZH & L, WHO 4348 2008 (23

SE PV LB

AR BRI D 72 DR TR, MR R A BT D I L SFRER CRERE T

X, DTD 12U FoREAEA - B

— VIR E-TE BT 60 mid

- FERLMERD PV BEA X~ (BEOMI, PV B ifteZE et 40
JEZFRS) ZMEICTDe &b 1ERI L2 E NSRS TN D EH

— EREMEMEVAEE ) IHERIOEM A ET 5 BE GRBRSINET 3 » A LN
WAL E DR ifn. )

— METTPEME (32 W RE 72 RS B S0 A RGNS iR C = 2 ML |2 Bl
#éfﬁ%ﬁ[ﬁ.ﬁﬁ\iﬁﬁﬁﬁﬁk])%ﬁfé%%

— (LELWNIZ 28 OJIET) PLT>1000 X 10%L O EF
FIEREE ZAE  (LELINIC 2 [EORIE T WBC>10 X 10%L) A3 5 B

-HUT%#%%mx TEEBED B % BH T, ungﬁ% Thi7= 3 A

- JYVARCE— (EEFHMIEE OFEEETE

— HU OIRHEHIRIAY 3 A
— UGT SN TR S M IRFOMULRIA R PV T T & AR O
MTE R WEE

o K2« D ORE (HADS) DOifiHh 7 A /fr— /)L TAa7 0~7 OHBEE, —H X
W HFOYT A — VAT N 8~10 DEFIL, A ¥ —T=n TLT7T 7D
TERIRIR CHBL L - HG ORI EAMEZ BRI U7 i< Tk &
72 % AIRENEDN B D R
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AR TT 1k

TkG 7 BE A AR T HUBAIC 1 2 1 O TEESIZE Y 1) 7= UERIA+ : HU
R (/1) | A7 ) —=2 7HFOFH (60 Ll T, 60 o) | iMfegEresE
DOEEE (B/4) 1 . AFIBLIERM AR E HU RIEHEE] 100 pg/lal, HU EHRED &
2 FEW] 50 pg/lalC 2 3 = & (2 H TR S, HU BRI BEA A B 500 mg/ A Gl B % r42 5.
L. SHEANCHE U7 eI 5 - CTARAIRE AR (=500 ug) . HU #%
I3 R D FEHE e - T L 12 » ARfkGE L2, ZERCRWVIRY | BRERNITK
&7 A Y 5100 mg/ H 2 HFF L=,

TREBRIRY A B H-RITIZ HCT<45% % #EFRFd 2 £ Cafilcidm Uiz, #5838 AR
(BAID 12 M) & HEFES (12~52 ##) TS, #5 3. 6, 9 » ARFICIE
BB O PN A FE M L2, AL, WU REERY (HCT<45%.
PLT<400 X 10%L, WBC<10X10%L) A fFHi 2 HEICHRIE Lz, i, FBRhill
DD EHEZRET D72, BEEfE L LT PLT<300X10%L, WBC<8X10%L. HCT %
BIML72 LT 40~42%DiER%E B LTz, TR EN T & WG ITI3mR KI
BafhG L, MRS e ElR L, ZOREBEHR T L2l

12 » A OB GHMOK TH, X327 1 v NS LT YR ik 53R
(CONTINUATION-PV #8) ~O&NzT2 Uiz,  ( THESNE 1 FEE Wk G-
R AW, ML, WL LT —2 =2 ) U FEES DMC) BHIE LT,
%2 FUMESMAEIC K L CIRENAER, SR, A RIS TR AR5 = b,

T 2RI A

12 5 HIG OB EBIZHHE @k 3 » HUWNIZEIM 2 L C HCT<45%, PLT<400 X
10%L, WBC<10X10%L, Mgt 1 XIEH (PR IC CEMR T CEG 2k
L. BE&EXME=12cm, BH=<13cm L &%) 0L TE&-TREOE S

X3 MRNTRHGAERIE FAS & L, BEEAHT & LC PPSIC DT b ARHT L 72,

F72
R RRHAMIE H

o FFi CHR 3 [ TO/RT A —H (%, FIRMRAMZIC TEMR T CHARMRA & i

i (Mgt ARE) 24TV, Bt CHR F & fifeE L 72 ]

— 12 p AEDO VAR Z— : 9~12 » ARFIZIEIN 72 LT HCT<45%, PLT<400
X 10%L, WBC<10X109L, Ml R 1EH

- 9 W ARKEDO VAR A — : 6~9 » ARFIZIEM 7 LT HCT<45%, PLT<400X
10%L, WBC<10 X 109/L

3. 9 » HRFDEEITZZNZ (- EREBIC TR A X, MIRFE T A — 4 %

)

CHR 25 £ TOHIM

CHR F#fe i

TE A GRBR SEHE &£ O HLE T HCT>45% D FE 2 5Eii)

BA&HBERF D HCT, WBC, PLT, ZRIMER, JEY A ADOR—2F 4 b D

A

o EARICEIE T A5k (U EREE, Z 58, UEW)

Z Do * QOL (EQ-5D A4 —/L) . HADS., JAK2 VBL17F ZEH 7 L L X—F L AE DR
A H I, KRR, BinrT—%., BMOE(LE

e . ﬁ%ﬂ%%m%fﬁ%u%\ TRERIE & OREE, EHEEME
S o FRICHERA T REFEFER (FEERA X b IRERICET 40 b,

RO, RARICEE A T LME A N b)) &

Q) AAMEREVWERIL, TRFICERREBEELZRETEL FIHEBEOAFEFSRZE L2EHK] |
THCT<45% % #EFF+ 2 72 b OBIMAHIR SN D B EEFR LT
b) AL HCT>45%7M> b/ S8 5 72 DI FEhid 243, @ fth 3 » A RIZ HCT<45%IZib L7gh o 7= B
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[#5R]

BEEER - AREREE
1RERIEZ 1 RIEL B35 U7z 254 B & e R DTSR (FAS) KUONSAF & L7o, ¥4 (HH
FAIURE) (3 58.2 5%, M 119 51 (46.9%) . otk 135 f5] (53.1%) T, £ THATH -7z, PV IRE
HAM O IAEIIAFIEE 1.9 » A (GPH : 0~146 » A) . HUBE 36 » A (HiPH : 0~126 » A) T, 9%
B HUTRIEREDR H D . 2D 55 82 i (32.3%) 2SFAAAIUREZ HU 15#E 2521 Tz (HU 5%
MOHFIAE : 87 » H) o N—RATA VIEDOMIKTFHINT A—ZFEITRO LB Thole, 0P,
TRBR SN A B ERSTEER (PPS) 1% 229 ffl T o7,
S IR, AFIRET 481 R (TPl - 52 AR, #PH - 4~57 M) . HUBE T 48.1 8 (
JLfE 52 W, #PH - 2~55 W#) Tholo, WK TRFOEHE G- & (SD) SO YAl (FiPH)
I, ARHIFET 382ug (141) KON 450pg (50~500ug) . HU AT 1,234mg (620mg) K T 1,000mg (250
~3,000mg) ThH -7,
BRT T F—HRISE LI, AFIRET 28 K (B8 RiE 450 ug) . HU BET 8y (3%
HEOFYHAE 1,250 mg) Th-o7=,

BEER FAS. SAEAPVEE)

AFTE HU B N
(N=127) (N=127) (N=254)
i (%), HRfiE (FEPH) 60 (30~85) 60 (21~81) 60 (21~85)
gk 68 (53.5) 67 (52.8) 135 (53.1)
FERI, n (%) B 59 (46.5) 60 (47.2) 119 (46.9)
T, n (%) BA 127 (100.0) 127 (100.0) 254 (100.0)
(126 151) (126 51) (252 451))
ECOG PS, n (%)? 0 82 (64.6) 77 (60.6) 159 (62.6)
1 41 (32.3) 47 (37.0) 88 (34.6)
2 3(2.4) 2 (1.6) 5 (2.0)
HU RilERE D & 2 #BRE OTRBRE G-l (45 1)) (37 #1)) (82 f31l)
DA AR (mg) |, I (i) 1,000 (500~2,500) | 750 (500~3,000) | 1,000 (500~3,000)
HCT (%) , Jfi (D) (124 151) (126 31) (250 f31)
(P g A T e ) 49.6 (37.7~65.8) | 49.5(385~70.8) | 49.6(37.7~70.8)
WBC (X10%L) , 1R (deilFH) (124 151) (125 #) (249 1)
(Hp A 2 0 E fiE) 10.9 (4.6~32.9) 10.9 (4.9~30.1) 10.9 (4.6~32.9)
PLT (X10%L) , HrofufiE (HapH) (124 f51)) (126 1) (250 f51)
(Hp A 2 0 E i) 506.5 (149~1,065) | 466.5 (135~1,065) | 490.0 (135~1,065)
‘ pan (68 f51)) (67 1) (135 )
i B 4 X (HEES) 115 (7.0~23.0) 12.0 (7.5~22.0) 12.0 (7.0~23.0)
(cm) , 1 oRAE (SRH) P (59 1) (60 f31) (119 51
14.0 (9.0~25.0) 14.0 (9.5~24.5) 14.0 (9.0~25.0)
JAK2 VBI7TF ZE R T L L —F Ul (126 51)) (125 1)) (251 f51))
(FEEBI D) (%) |, Wil (i) 37.3(0~95) 37.4 (0~90) 37.4 (0~95)

a) AAIFER ONHU BETH L4 (KT 241) 237 —F K\

b) AFIEE LHIKX O HU B 2 5] (RT3 M7 —H KR

ECOG PS : Eastern Cooperative Oncology Group performance status, HCT : ~~ rZ U >k, HU: E Rr¥T U LT
JAK2 : ¥ X AF%F—+¥ 2, PLT : /MK, WBC : HImER
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WA

D12 n ABOKEERDE (FEFHMIER)
FHEFHEE TH D FAS IZBIT D 12 5 ARF (BEHK TR OEBIHRIL, AAIRE 21.3%, HU B
276%TH V. 12 » HEETIX HU ICkT A ARKIOIELHEIIMEE S 2 hr» 7= (P=0.2233 [Wald &

El) .

12 AROKREZHE (FTEFHMEEE : EEMREE)  GEAPVES)
fiE AT et 4R A AHIEE HU B BRNHRDFE P i
e ) n (%) n (%) (95%Cl) GELHERE)
FAS (FZFHmEH) N/Nmiss : 122/5 | N/Nmiss : 123/4
HZZhH 96 (78.7) 89 (72.4) —6.6 (—17.2~4.1) 0.2233
el 26 (21.3) 34 (27.6)
PPS* N/Nmiss : 115/0 | N/Nmiss : 114/0
251 89 (77.4) 81 (71.1) —6.3 (~17.5~4.9) 0.2353
B! 26 (22.6) 33(28.9)

FEHRENROBEMFE L F D 95%CI 1 CMH BEZAWTEL L [BRIKF : HU 18R (/) K U%ER
(=607%. >60m%) . IMARIERIEDEE (B/H) 1,
FELPEI, MBEDFEBFERD D Mantel-Haenszel D I@HEEE O] 95%Cl D FRA-105%% F[a] > 7=854
WCHGFEESND Z & & L, $£72, MBI OIELMREIX Wald BEZ AW CTHEE L (BRIK T Xk 2l

2Ll) .

HPPS R/ & L C EBARAT & Rk 571k Tt L7,
Cl : {Z#EX . CMH : Cochran-Mantel-Haenszel, FAS : fx K OMBHT IS, HU: & Fexi o L7, N: il
B, Nmiss : 77— & RJWEEL PPS : 1RBR I 511 FH 8T AL ]

Q% EHEiFFD CHR DR K U CHR ZER F TOHOHIRE (BIXRFHEER)

FAS (28T 2 & FHMiEF R D CHR RIZTED LBV iR IZEH Lz, ¥72. CHR ElE COHMED
FIEISR 9 2 ATHY, MEETREE TH- T,

£ 5HliEFD CHR 3 (FAS, #AEA PV BE)

12 JAEE 26 WHHE 40 JE IS 52 i i
CHR % AHIEE (N=127) 11.2% 31.1% 35.2% 43.1%
HU B (N=127) 15.3% 43.7% 38.1% 45.6%
CHR : MZ#AIZS), HU: B R o L7
CHR :ZRLE TOHAR (FAS. 4E APV EH)
e V:ilfiEa HU B¢
AL H (N=127) (N=127)
% 1 UL (95%CT) 182 (181~184) 181 (180~182)
HR il (95%CT) 289 (279~364) 277 (182~363)
% 3 UL (95%CT) 369 (367 ~AKZE) 367 (364~378)

CHR : IMRFAIFES), Cl: fFEXME, HU: & Refo oL
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OUEFHINTA—FDR=R S5/ UL DEILE (BIRFHHEEER)
HU BT HCT O L0 RNEZZR LIZb OO, WifE s HI2 12 BRELAFEO MR T A —Fid=
hu—/VRAEFTHY | 52 WREOFMIEFHINT A =5 OREM, ~N—R T A pbOELEIL, W

FECRIEETH T,

52 BEICH T AMBFHINTA—E2 TLDEHE (FEHMBEEDEHIER) (FAS, HEAPVEH)
(nji”ff) (nilﬁf) WIRED 7 (95%CI) | P i

HCT (<45%) 54.8% (68/124151) | 60.3% (76/126 i) —5.7(-18.1~6.6) | 0.3599

HCT (<45%+igifi7e L® ) | 452% (56/124 %) | 55.1% (70/127 f5) | —10.5(-22.9~2.0) | 0.0968

WBC<10 X 10%L 78.2% (97/1245]) |80.2% (101/126 %) | -2.0(-12.3~8.3) | 0.6982

PLT<400 X 10%L 74.8% (92/123 13) | 73.4% (91/124 f5) 1.26 (-9.7~12.2) | 0.8213

a) &I 3 » AL L, Eif72 LT HCT<45%DEH]
PEIZ CMHBEZ VTR Lz JBRIKT : HUIBIIE (/1) ROYERE (60 7%, >607%) . MiZER

EOBEE (F/4) 1.

Cl : 246X, CMH : Cochran-Mantel-Haenszel, HCT : ~~ rZ U v b, HU: E Fuefo v L7, WBC : AL

ER. PLT : If/MR

FEHMER DO MBEZHFEEEDASA—RX 54 oAb DEILE (BIREFHEIER)

(FAS. SAELA PV EE)

NR—RT A

(%7 Y=o ) 1258 | 26 FE | 40MEF | 523K
AFIEE | PERE (49.6) 44.4 443 44.1 44.0
HCT (N=127) | R—=R2 T A U InD DR -5.0 -5.6 -6.1 -5.7
(%) HURE | HIEE (49.5) 42.0 42.8 42.9 42.8
DOFRAE | (N=127) | R—R T 1 5D E 6.3 —6.6 -6.2 6.7
52 R DX—Z T A 9> DZEAVEO R (95%CI) : 0.60 (-1.20~2.40), P=0.5296
AFKIEE | PEME (10.9) 6.8 6.0 5.7 55
WBC (N=127) | "= T A V)b Db & -43 -53 -5.2 -55
(X10%L) | HUEE | JEfE (10.9) 6.2 6.0 6.0 5.7
DOFIAE | (N=127) | R—R2 T A4 5OV —4.8 -54 -5.6 -5.3
52 MIFDR—=Z T A )b DAL EDRERZE (95%Cl) : —0.30 (-1.50~1.10), P=0.7351
AFIEE | PIEME (507) 350 261 234 220
PLT (N=127) | "= T 4 L InbLOELE -171 -235 —256 —285
(X109L) | HUBEE | BIERE (467) 260 274 249 262
DHFRAE | (N=127) | R—2F A o6 DLV E -202 -207 -219 -189
52 JHRFDX—Z T A L H> b DEAVEO R (95%CI) : —71.0 (-137.0~-7.0). P=0.0286

Cl: BB, HCT: ~~ 27U v b, HU: & R XU L7, PLT : M/, WBC : FEifLEk
P i1 % Wilcoxon O 2 HEAHE, 2L B DOREM 2 K& % D 95%Cl % Hodges-Lehmann #E7E % W TR L 7=,
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@EmEZ (BIREHEER)
BN (EE) o 1 6&7c 0 OFEEEMEET, AFEE 0.17 [ (#iFH : 0~2 =) | HU B 0.21 [A]
(#iPH : 0~2[0) THV, HEHME & HITHD Lz, HCT BRI L, A% O 16157
D OYEE MR E, HU B (FEPH : 0.02~0.09 [B]) X v HAKIRE (#iFH : 0.08~0.18 [A]) T o7z,

EFFEROBMEY (FIRTHEER)  (FAS. SHELA PV %)

o~ (0%';;) C2iEes | 2emEE | 40iERF | s2iERS
AFKIEE | M 1.50 0.18 0.12 0.12 0.08
BIMAEE | (N=127) | n(%) 83 (654%) | 21(16.9%) | 14 (11.9%) | 13 (11.7%) | 9 (8.5%)
([al AE]) HURE | ‘P2 1.69 0.15 0.07 0.04 0.04
(N=127) | n (%) 86 (67.7%) | 18 (14.8%) | 8(7.0%) 4(3.5%) 4 (3.6%)

HU: B Ry oL7T

ONFELZNEE (ZDMOFHEER)
JAK2 V617F BT LV R—F A3 5% G- IR IS R & IS Li2as, WA B 2213580
BIipinotz, N—=RATA b OBCRITHEE L HICH SN L, o FBmFIEDR G [F
BROMRNGTRD DTz, o FBEFHEDFEOSEM AL, AFIFET 26 B D GH& TIFE TR
DoV (RAIRE +10%, HU B -0.7%) . ( I &EFHER o8RIEL. V. () HEREGHE
FakER (PEGINVERAER) | #&HR)

FFHERDO Y FEIEFENEDER (ZOMDEHEIRER) & JK2V61TF ZET LILN—T VEDH#R
RUR—ZRSA U oDELE (ZOMDFHEEE) (FAS. SAEAPVEE)

12 FF | 263AKF | 40HIF | 52 EF
AAIRE (N=127) — 24.1% — 34.1%
PR HU ¥ (N=127) — 43.0% — 42.3%
52 W 31T B BERMI 7 (95%CI) : —8.07 (-19.99~3.84), P=0.1909"
JAK2 VB17F | AAlEE | X—A T A3 (37.3) — 29.0 — 255
LTHET L | (N=127) | R—=Z2F 4 b DO — 6.7 — -11.4
N—TF ME HURE | X—ZXT4 9 (374) — 20.0 — 19.1
(%) (N=127) | "= 2T 1 L e DB B — -13.7 — ~133
D HRAE 52 ARHZ 33T 5 BERI 75 (95%Cl) : 4.360 (—0.470~9.450), p=0.07369

a N—RTAy (A7 Y —=2TkF)

b) P{EIZ CMH BEZMWTHE L7z BYIRF : HU BERE (/8 ROMEE (<60 m%. >60 &%) . Iite
FERIEOBEE (/1) ],

¢) P1EIE Wilcoxon o 2 HEARE, BERIZEM O 0 95%Cl 1% Hodges-Lehmann H#E/E & FV CRH L 7=,

Cl : 128X [8]. CMH : Cochran-Mantel-Haenszel, HU : & Ra¥x v L7, JAK2 : ¥ X AFF—E 2
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[ ey
@=EA

LM S (SAF @ AFIRE 127 B O HU B 127 #1) 2B\ T, BIERIZ. £ Fh 76 4
(59.8%) (2369 {4} 196 (75.6%) 343 1FIZFHL LT, AFIBECIIT 5 ERRIER GEHL% 5%itA)
WL, MR E 18 151 (14.2% [32 441 ) . GGT ¥/ 12 5l (9.4% [15 1] ) . P EkigE 11 5
(8.7% [2714] ) | #5710%1 (7.9% [344F] ) . AR (7.1% [114F] ) | Z 5 ¥EiE. BIEVR.
Frfss 5. &I, ALT $EIE O 7 V2 PRIRBNE 761 (55% [ZhEi 36 £, 1144, 9
. 84, 74k, 7] ) THotz, HUBHZEIT 2 ERRWEN (GEHLR 5%H8) 13, M/ MRBIE 34
1 (26.8% [957F] ) . &l 2841 (22.0% [47{F] ) . HAIMEREE 27 61 (21.3% [531F] ) . Hol
1245 (9.4% [15¢F] ) | M/ IMRERBD K OYE S 034 861 (6.3% [ZALE4u 14O 1014F] ) . T
761 (565% [8fF] ) TH-o7,

HELBWERIIAFIFEL O HU BECOT D 261 (1.6%) 2 PRIZFEEL L, WRRIIAAIRE TG
KOBER Y ~F23% 161 (08%) 11, HUBECIZEEEMILRE 24 (1.6%) 21ETh -7z, sBrdk
ICESTZRIERIEL, AEIBE3B (2.4%) 41 (BEEI Y v~F, R72, FELIREE, Afligde) . HURE 145
(0.8%) 1 GEEHMNaR) Tholz, FLEICE - 2RIERITERD bishoTz,

OFITERIREFEER

FRCIEH T REAEFEZRIL, AAIRE 116 (8.7%) 141F, HUBE46] (31%) 7THHICRDBIL, ZDH
HIGERIE & REBERH U L HE SN AFEFGIL, AFEE 7 6] (55%) 8 - CTH Y, HU BETILRD
Spinotz, WENORET 2 BILL ISR U7 BHCIE R TR EFEFGUL, AFIREO IR EEE
HIE 2 5] (1.6%) 2 FTHY, WIFRBIRREBEGRSH Y HESHh-, £/2, EERLERD PV
B H 5T, AKIEE 1151 (8.7%) 1314, HUBE 7 f51 (55%) 20 - CTH V. LR FGUIAKIRETLE
HEh e ORRY BIIREAZE D4 361 (2.4%) 31F, HURETOLEAIEY 3B (24%) 12144, A4 26 (1.6%)
21, 2 OA2E 16 (08%) 27FThH T,

kRt

A GG HURE OHIRE 1 TF8 D b Rino Tz,

V.
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EHLMmE (PV)

BEEXRG L LTS 11 ARk R 5388 (CONTINUATION-PV i 1219)

EED

PROUD-PV BRICHLA A H AL, BRAZTE T L7 PV BBE Z X550, IR
Z R CARRISUIAERER — kA% (HU SUIFF ATEE2 i L OTREE - BAT) @
WA % 295,

RERT YA

ZHiatdEm, JEERMRA 1 ARRER, PROUD-PV iR & U PEN-PV iR 0D 4T &R
(F—Z[EER : 201845 1 29 H)

WES

PROUD-PV RERICHLAAN LIV, RERE5E T Lz PV EFE 17141

E7p BRI TE

e LFOWTND 1 DIZi% %43 5 PROUD-PV iERTE T
— PROUD-PV RBRDS— AT A VRFIC, FEERMEFH) T A—4 3 D03
SEEEHIN (HCT<50%. WBC<20 X 109L. PLT<600X10°L) % & L Tu /=
B, i b 2 OWIERAL
— PROUD-PV RBRDS—A T A VIFIC, FERMIEFH) ST A—H 3 D03
WIS (HCT>50%, WBC>20 X 10%L, PLT>600X 109L) # %L T\ /=¥
B P L 2003 BBRH— O
— PROUD-PVRERDN—2 T A URHIEZ A L2356, Ml ZIEH
— T Ofh, AEFEGOEFHSEKT 4 v a2 PMERGERD & 556
(] - BB BEE S DU N AEER O TEF AL, JAK2 VB1TF 57 L L/ —
7 NEDFE )
o SCERZ LB

BRI 15

PROUD-PV 5Bk 122052 1 X 1% PEN-PV ik 29 2] 3¢, CERERESE. g
Bl 2 AGRBRI KA AZLT=, PROUD-PV #BRIZ351T D AP 5B IAFIREZ, HU
F541T BAT BEICHAANITZ, AAIBEGHETIX, PROUD-PV R D& 5-H
X1 PEN-PV iBR D Fc & ke B 2 ASKBR OBIAAH & Uiz, BATREIZ., ASABREEAS
BB L 727, PROUD-PV #BR D HU BEDS B DI IO RATHI N AERER 0D B bE
11 ABICEAAN B IZ, HU BED D OBITHIO 5 B, 60 A DAER] T
IZHU BRI G 2 E 6 BB TR o2 OfE T, B0k
ORI ATRE 22 e B OTEHE (BAT) ~OUIEZ ITBMZFFA Ui, AFIRET
AR B TR E L 7= ficii 72 8 FR 72 %) (HCT<45%. PLT<400 X 10%L, WBC<10 X
10%L, FIREZRRR Y Mk BARME L~ 1 D) 235 5 A ERI O H &2kl L TG L
7oo AIARBRO A EFHEEEEL IV, BESCTHHEEO R A IR, Bk
ER_RT7 0y M e U A7 ZBRE UIRBRELEMIHE L7z, BAT FHIRBRELT
R O# T PV OREHER) — IG5 1 7=,
B TRV ED KHEOT AE Y 2 2R BRI, £ TowBREIc&k s
L7,
BEMET v —T v 7L LT, ARIEMKEG XL BAT Ri&ipE (R kR4
Bite) 28 HIRIOKPE LTz, 72, RHIDOEKEEG#% 3, 6 » HRHZRERYEH
iRZ . AHIEG XX BAT IREO IR 2, 3FZ ISR AR ZLE TR 2
T L (RERBOFhOZD)
AL, AFNOFEHNFTRRIZ/R D £ T, AINOLETH DR ik 5 C
xBZ L i L, BERMEEROENMET — X I3 EYWICRIR TETHIT T2 2 &
e L7,
%1 PV OFEAER)—RIGHE - HU, $E3KD IFNa, <A L 2 LIS PEG-IFNa, 7527 L U K. JAK2 fAZE
P T 2T 7 v (HU, JAK2 BLEIRLISL OIEFRIZEN TIEREAR)
M2 B M U CHEENAER, SRR, AEMARIE TR CEMRT S 2 L,
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TEGHMEE ©

3n AT L OEBEE, BKEREBNOERIIUTD 2oL L,

EFE 1 CHR RO X IEH (Ml AR N ZE=12cm, HE=
13cm)

EFE 2 1 CHR L OVEBAM OUGE (FRAIZEET 2 8E [FRRICE K
JERE] - SEROEIE D ERRAISGEE [ 5] )

Fio, BESHTE LTCLUTO 2 o0EF (R X502 L, Mgy X

EROBIE) BN,

EF% 3 : CHR

TEFE 4 1 CHR M OVEBAM OE (EAICELET 28 [ 1 R
>17cem LEFR LIZ] - EIROBIEERRUEE UMW ] )

72¥, TCHRJ . [DEIR) BFLATO X ITER L ;

e CHR (IfiAroseadesh) B L ri&Emg 3 » Ak <

HCT<45%, PLT<400x10%L, WBC<10X10%L
o JEIR : UNIERETE ., O FE. B

RIREHmEE @

o BRI

o MRFH)/NT A—% (HCT., WBC#, PLT #. #RifnEk [RBC] #0) D~—2
Z A > (PROUD-PV ik DO 544 THE) D D&

o YA XD_X—2ZF 1 > (PROUD-PV iRERDOFL G-4& THE) 735 DA L&
(BERE B> DIEREME A TIE D NEE ~ D ERR G O 2258 & & )

o KRR OB BI R R

o CHR £ffgefef] (Mgt 1 X572 L)

o FEhER E COMIM

o JHCHE R

o T B L IEGIOEIA

o SRIBICBEE T S8, SERDOZLEH)

* QOL (EQ-5D-3L) DX—A T A > (PROUD-PV BRI G-4& TR »H D
L& (BBER)

o JAK2 VB1TF ZEFLT L )L X—F L AEDR— X 5 A > (PROUD-PV RER D 5.
FETIRE) 7D ORI ZEA & OV R

E7ge i
A H

s AEHRROFEIEIG, 1RERIE & OREME, HIERE
s BHIER TN EAEER, RETHIRE ¥

a) PROUD-PV #RBERMH DEHB{T. PROUD-PV iR —PEN-PV iR — A Bk, PROUD-PV i — A ER—PEN-
PV ik — A5, PROUD-PV iklif— (ARRBRICRGEIE) —ARER BATEOA) NEEND,

b) Ik BAEMEIL, FERMREMDONT DXIIHES CHR FHOWD S A2 RET A BT FO &Y & Liz ; PLT
B FEE 300 X 10%/L, WBC B 8 X 10%L, HCT EALE#E 72 L T 40~42%

C) A TIE36 5 HETOREIZOW RO LT,

d) AfE Tk JAK2 VB17F AREEOIAH 1T 12, 24, 36 » AWFORER, KM O KRR EHERIT 24~
36 » AL 36 » AETOEMMORER., ZOMOFEMEE L 36 » AREXIE 36 » H E TORERIZHONT

Fodk L7z,
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[#5R]

BEELER - ARERZE

AFRBRITHL I AT S VT BB E 1 X278 PROUD-PV #RBRZ 52T LT =, 36 » ATt L EM D
FeE-BaaRT (PROUD-PV FRERAHZ AR O FEXJ4ERs (SD) 1% 57.5 ik (11.0) . "ofl (HpH) 1%
59.0 7% (30~857%) Th 7=, KRBRIHAAN LI 171 HID 5 B, Bk 8341 (485%) . itk
1% 88 % (51.5%) T, &BINHATH-7=, 36 » ARHIISIT 5 BATEE66 B0 5 H, 64 41 (97.0%)
MNPVIEE L L TEIZHU 25 ST =,

36 » ARG (TRAE) 13, AHID 425 pg (P : 35~500pg) . HU 2% 1,000 mg/ B (&iEPH - 250
~2,000mg/H) * THY, MEEORGEIIARBRINE (12~36 » AK) Z@L TEH LAn-7,

) AHTEBENTWS HU (KFHO—#%4 1 B XU A3 R) OREROCHARIT e R i
I P& LT, W@EEA L H 500 mg~2,000 mg Z 1~3[EZ43) TR OG5, EfftkOMRH 2121 B 500 mg
~1,000 mg % 1~2[ENZ53 1 TR AK L35, 7o, MIRETA. R, Fl, REIC LD wlEE, MERRR 2
BT 2, | THD,

BEMM

OERESEDE (FEHEER)

FHRERD 4 SOERIT. BB 2 0 (12~24 » AFE) ([ZARFRETEMN L., BAT & Tl

L7z, %5 3FH (24~36 » AER) QXMW CLE LKL -7,

EF 1 : CHR S OV A A s

PRI E (EF 1 CHR L OWRY A RAIER) 1d. 24 » HFRFCAAIRE 37.4% (34/91 ) KUY BAT

7 34.3% (23/67 f5) [RR : 1.09 (95%Cl : 0.72~1.65) ] . 36 % HFFT 42.2% (38/90 #) K 0" 30.4%

(21/69 #1) [RR : 1.36 (95%CI : 0.89~2.07) 1 Th -7 (BHIKF CTHIE LI-IEHEZ LS 18

BYAT 4 v I BURDGHTET V), ABIBECET D 36 » ARFOIETRS) 52 Bl LB X,

A XEE R CTORLY D 46.2% (24/52 ) | OIEAELZTe5% 275 15.4% (8/52 ) T -7z,

kAR BVTHEF AV CHAT 2 BRI, B GRE, kB, @RI T, WML KBEOZHER L Lz (2L, Zhblc
BRIE SRV, BEEEIZ VTR, N—R T A EL IR L L,

LA OKRBEDE (FE 1 (R R UVEREY 4 XER) FAS, HEANPVEE)

s o AFHIRE (N=95) BAT }f (N=76) .
AHE N/Nmiss TN (%) N/Nmiss FEEMBIEL (%) RR (95%C)
12 5 AR 91/4 27(29.7) 76/0 33 (43.4) 0.68 (0.45~1.03)
24 » HIE 91/4 34 (37.4) 67/9 23 (34.3) 1.09 (0.72~1.65)
36 » H i 90/5 38 (42.2) 69/7 21 (30.4) 1.36 (0.89~2.07)

a) 12 % AWE T PROUD-PV iBR OB GHETHE (12 » AKE) | 24, 36 » HERIARRERD 12, 24 » HEf

JERIRT [HU JBRIE (B /) . A7 U —=" 7RO (60 kLA T, 760 i) | MmiRZERiE 0B (B
) ] IR L KEREERE D THa Y AT 4 v ZEIRSHTET L E AW T, SRHERZEIT S RR O ORAIRE
/BAT#E) & 95%Cl & H L7=,

BAT : FIH FREZ2 e R OTRHIE, Cl: EEXME. N @ fHmEIEL. Nmiss : 77— & KRG, RR : WEEOEZHED
39
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REEDE (EH1: CRREUVEEY 1 XER) OB (FAS. SNEAPVEE)
(%)

100 1 —@— =8¢ (n=95)
904 BATEE(n=76)

B i
3

RR:066 RR:0.49 RR:0.63 RR:0.68 RR:0.73 RR:0.70 RR:1.11 RR:1.09 RR:0.97 RR:1.09 RR:1.30 RR:1.36
3 6 9 12 15 18 21 24 27 30 33 36(RA)
FARg

RR : WREDOZNEROH (AHKIEE,BAT Ef)
RR & Z® 95%Cl iL, EHIKY [HURERE (F /%) | X7 UV —= 7 RoOFEEm (60 Ll T 60 mid) | 1ie
FERIEOME (/%) ] CRELEKENELZMED " Ha Y AT 4 v Z7EIRGHTET LV EAWTRIH L,

TEFE 2 : CHR R O A fif O it

PRI [EFR 2 : CHR R UYERANOUE] 13, 24 » ARFCAAIRE 49.5% (47/95 f5l) KO BAT

B 38.0% (27/71 1) [RR:1.27 (0.89~1.81) ] . 36 » AT 52.6% (50/95 i) J (X 37.8% (28/74

%) [RR: 142 (95%CI : 1.01~2.00) ] Th-o7z (BRIK Tl LEXENELHEY “Hr PR

T4 v ZEUFGHTET V)

* ARBRICBOCTHET L CHAT 28 8IT, BE5RE kb, BRIE T, 18R REOREMREAE L (2L, 2hbic
BRAE SNV, EEZEHICOWTIE, R—R T A VELEERE LT,

FFHEROREBEDE (EX2: (REVEEAFORE) (FAS, HEAPVEH)

. . AAKIHE (N=95) BAT #f (N=76) .
R © N/Nmiss TN (%) N/Nmiss ZEWBII (%) RR (95%C1)
12 5 H I 95/0 44 (46.3) 76/0 39 (51.3) 0.91 (0.67~1.23)
24 5 HIF 95/0 47 (49.5) 71/5 27 (38.0) 1.27 (0.89~1.81)
36 # HIF 95/0 50 (52.6) 74/2 28 (37.8) 1.42 (1.01~2.00)

a) 12 » AFIE PROUD-PV # Bk (RIEER) OfHMKTIE (12 5 AKE) | 24, 36 » ARRIARBRD 12, 24 » Ak
BAIRT- [HU 15 (/1) | A7 V—="7FOFh (60 5L 760 i) | MARSERIEDRER: (.
i) ] CREE L7 EIIEA LD TH e AT 4y ZENRGHTET LV E W T, SEHMERHCRIT S RR O ORAIRE
/BATRf) L 95%Cl 5 H L7z,

BAT : R IREZ2 i B DIRFRIE. Cl - BHEIXH, N @ FEMBIEL. Nmiss : 77— & KilfFl¥, RR : MEEDZEEh=HD
39
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REBEDR (EH2: (REVEERFTORE) OHBE (FAS. SEAPVESE)
(%)

100 1 —@— =8 (n=95)
R BATE:(n=76)

80
70+
60 -
50 -
40
30+
20 A
10
0 -

BB

RR:000 RR:0.55 RR:0.73 RR:091 RR:1.19 RR:0.87 RR:139 RR:1.27 RR:1.08 RR:1.16 RR:1.44 RR:1.42
3 6 9 12 15 18 21 24 27 30 33 36(A)
FAR]

RR : WREDOZNROH (AKIEE,BAT Ef)
RR & Z® 95%Cl iL, EHIKY [HUIRERE (F /%) . X7V —=7KROF (60 Ll T 60 mild) | 1M
FERIEOME (/%) ] TRELEKEELZMED) " Ha Y AT 4 v Z7EURGHTET LV EAWTHRIH L,

E7% 3 : CHR

PREZHE (EF 3: CHR) 1%, 24 » ARFCAAIRE 705% (67/95 ) . BAT #f 49.3% (33/67 i)

[RR : 1.42 (95%CI : 1.08~1.86) ] . 36 » AWFT 70.5%}% O 51.4% [RR : 1.38 (95%CI : 1.07~1.79) ]

Tholz (BRHIRF Tl Lo KEIEZMED ZHe D AT v ZERaHrET V") |

* ARBRICBOCRET AV CHAT 2 88T, BE5RE kb, BRIET, 1BREREOKEREML L (2L, 2hbic
BRAE SH7RLY), IS OWTIE, R—R T VELEERE LT,

FEMERFDERBZHE (E&E3: CHR) (FAS. SMEIA PV EH)

. § AKIEE (N=95) BAT #f (N=76) .
A Nmiss | IR %) | NNmiss | ZIE %) RR (95%CD)
12 7 A% 95/0 59 (62.1) 76/0 57(75.0) 0.85 (0.70~1.04)
24 3 AW 95/0 67 (70.5) 67/9 33 (49.3) 1.42 (1.08~1.86)
36 » AW 95/0 67 (70.5) 742 38 (514) 138 (1.07~1.79)

a) 12 » HIFFIX PROUD-PV i Bk (RTEER) OGMHETIRE (12 5 ARE) | 24, 36 » HIRHIARERD 12, 24 5 AR
JERIRT [HU IRRE (/) | 227 J—=" 7 EOFE (60 mLL 760 i) . MeERIEORE (F/
) ] CIRELEKENEERND THEHe URT 4y ZEIRGHTET VAW T, AFHERHCIIT S RR O (RAIRE
/BAT#£) & 95%Cl Z%HiH L7-,

BAT : FIFH FIREZ2 i B OIRFRIE, Cl - fFHEIXM. N @ FEMBI%L. Nmiss : 7 — & ZJBIE. RR : WfEORENED
e
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REZFHE (EE3: CHR) DR (FAS, SAEAPV EH)
(%)

100 1 —@— =B (N=05)
—— BATEE(n=76)
90 -
80 - 75
70 69
70 -
60
=
% 50
40
30 o1
20
10 - 18
0 RR:0.84 RR:0.56 RR:0.66 RR:0.85 RR:0.24 RR:0290 RR:1.37 RR:1.42 RR:1.31 RR:1.29 RR:1.31 RR:1.38
3 6 9 12 15 18 21 24 27 30 33 36 (8)
HARS

RR : WMEEDORGRD L (KKIRE,BAT Bf)
RR & Z® 95%Cl L, EHIKY [HURERE (F /%) . 27 UV —=7RoOFEm (60 Ll T 60 mtd) | 1fite
FERIEOYE (/%) ] TRELEKENELZMED) " Ha Y AT 4 v Z7EURGHTET L EAWTRIH L,

EFE 4 0 CHR R OVERAG (Ml A AERE>17 cm) OuGE

BRIBTNER [EF4 - CHR R OYREIZEIE T 8 (Ml 4 XRAE>17 om & E#E LIZERIRAIICE R

7eMfE) | EROEE UIERRISE CUXE ) ] 1%, 24 » ARFCAKIRE 56.8% (54/95 f1) . K&

" BAT B 42.3% (30/71 %) [RR : 1.33 (95%CI : 0.98~1.81) 1 . 36 #» HEFT 558% K% T8 41.9%

[RR : 1.38 (95%Cl : 1.01~1.89) | Th o7z (JBHIE 1 T LI KENEEZE) “HE U AT

7 [EFAHTET L)

* ARBRICISVTHET A CHAIT 2250, B GE, ebi, BRIR T R LRBEORZEEMRE L (2720, Zhbic
R SHARLY) , EFERIC OV TR, N— 25 A VES LR L L,

FIHMERDEREZDE (R4 CRRWEREAR (REY A XRE1T cm) OHE] FAS, SHEA
PV EH)

g AFHIFE (N=95) BAT it (N=76) .
T Nmiss | EAR ) | NNmiss | ZHTE %) RR (95%C1)
12 5 A 95/0 45 (47.4%) 76/0 42 (55.3%) 0.86 (0.65~1.14)
24 3 A 95/0 54 (56.8%) 71/5 30 (42.3%) 1.33 (0.98~1.81)
36 4 1 I 95/0 53 (55.8%) 7472 31 (41.9%) 138 (1.01~1.89)

a) 12 » AL PROUD-PV iR (RIRRER) O#FEGHETRE (12 5 AR | 24, 36 » HIRpIARERD 12, 24 » AKF
BRI [HU B3R (B /1) | A2 U —=VJR0%ER (60 Ll T, /60 mitd) . MmieEREDREE (F/
M) ] TR LEKENEERMEY) “Ha Y RAT 4 v 7 RRSHET AV ERWT, FiHERICRIT D RR O (CRAIRE
/BAT Bf) L 95%Cl #%iH L7z,

BAT : Pl FREZ2 e ROTRHEE, Cl: B M. N @ fHlFIER. Nmiss : 7 — & XKEIBIHE, RR : MEEOEZHHED
59
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RERDE [EE4: CREVEREART (YA XRET cm) OHE] OB (FAS. HEAPY

B
(%)

100 7 —e— ##18(n=95)
90 - —— BATE(n=76)
80
70 -
s 607
% 50 -
40 -
30
20
10 - 15
0 RR:0.89 RR:0.54 RR:0.67 RR:0.86 RR:1.12 RR:099 RR:1.32 RR:1.23 RR:1.25 RR:1.23 RR:1.31 RR:1.38
3 6 9 12 15 18 21 24 27 30 33 36 (9)
L

RR : WREOEBR O (REIREBAT BE)
RR & Z® 95%Cl (L, BHIAT [HUIRFER (/%) . A7V —=7RoOER (60 LA T, 60 i) | 1t
FEMIEOAE (/1) ] CHRELEKENEZMNE) ZHa VAT 4 v 7 EURGHTET LV EHWTR L,

QN FEEENEY FIRHEER)
JAK2 VBLTF BT L)L X—F o
36 4 HIRFD JAK2VOLTF ZEHT L L/ —F i B IR FIRE239.5% ., BAT #423% Th - 7=,
JAK2 VBL17F ZE8T LV R—F U SEBEDOHERRIL, AFBETIIN—R T A 6245 HRgE TR L.,
FD%36H AEET—ETHY ., BAT BETIER—ZF A v b12% AREE THA LIS, F0k
36 AFFE CTHML 7,

JRNITFERT7 LILN—T UERUAN—R 54 U HDEILE (FAS, S E APV EE)

AFRE BAT /¥
%\/ e @) DALy BL»HD s BL22H D
A n LI Fp o (s n T e S fiE EAla s
(SD) (SD) (SD) (SD)
BL(Day0) | 94 |428(234)| 373 — 74 (429231 381 —
—12.1 —-18.7
2R |92 1e0| 27 | (U % |ua06| 182 |
246 —10.4
#n AW |73 |ssaTn| 143 | 2N 36 37026 283 | o))
365 A | 71 |166(182) 95 (_2245:; 31 425070 423 | 03207

a) 12 » HIfI3 PROUD-PV ik (AITRAER) OxGH& TR (12 5 AR | 24, 36 » ARHIARERO 12, 24 » AR
BAT : R nlee72 i B DIRIRIE, BL : N—R T 1 | SD : [EHER A

oy TIBARSE 2R3 =

361 HIHZBIT B0 FEIEFRF I, AAIRES8.5% (48/8214]) . BAT #¥22.2% (8/36f]) T. RR

13244 (95%CI : 1.31~455) Tho7- (REREZFE ) R —HEUFET VY |

$ARBRICE O CHEF L CHEMAT 2B MIE, B5E, Kbi, BIIET. WL KROLZEMEME Lz (R L, Zhbic
PRE SRV, ESABICOWTIE, R—A T A UE b AR E LT,

V.
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LFHER DD FEEFHRHDE FAS. SEAPVEE)

AAKIRE (N=95) BAT #£ (N=76)
= a) | s s . 00
HiE N/Nmiss ﬁfjjﬁ)@k N/Nmiss ﬁ?jj/g)@k RR (95%C)
12 % H 91/4 39 (42.9) 73/3 36 (49.3) 0.85 (0.62~1.18)
24 75 H ¥ 79/16 55 (69.6) 38/38 10 (26.3) 2.39 (1.39~4.08)
36 # A 82/13 48 (58.5) 36/40 8(22.2) 2.44 (1.31~4.55)

a) 12 » AIf3T PROUD-PV iklir (ATRAER) OG- TH (12 5 AWR) | 24, 36 » HRHIARERD 12, 24 5 HI
JERIKRF- [HU IGRRIE (B 78) | 227 ) —=27EOFHE (60 Ll T /60 mld) | MizsEEORE (F/
) ] TR LTS BUENIE & £ O s B YR E T VA2 VT, BRHERFICRIT S RROCRAIEE/BAT RE) &

95%CI ZH H L7,
BAT : R TTREZ i B OVREE. Cl: {EEX[E. CMH : Cochran-Mantel-Haenszel, FAS : iz Kk Ot sS4 H

HU: b Fe$o o L7 N HlfE, Nmiss : 77— ZBIBIEL, RR : W#EOZRNFEOLL

QCHR #iAfs (IRBEH 1 A&44 L)  (RIREMEBIER)
IR IS T B YA A0 70y CHR Rl (EFE 3) @ BAT #f & Hul L 7= ARAIRE DO 2201
LY — K (HR) 130.37 (95%CI : 0.23~0.60) ToH 7= (Cox el NF— KEFL*) |
% 3OO EFHED CHR FHEHIM ORI AD HRIZ, EF 1 T0.78 (95%Cl : 0.55~1.11) | EF*2 T
057 (95%Cl : 0.38~0.86) . 7EF%4 T055 (95%Cl : 0.36~0.84) T -7= (Cox Hefi#'— REF /L) |
* ARBRICBOTHET L CHAT 28 8IE, BSRE kb, BRIE T, 18R REOREMREAL L (2L, Zhbic
FRAE SNV, EHREEEIC SN T, N—RA T A UEL LR L Lz,

CHR HFEARSID Kaplan-Meier 70w k (FAS. 4VE A PV EH)

1.0 — @ —— pATE
0.8+
0.6 -
H
8 0.4
x
A e — s%m
0.2 #F8 (956 : 15318
BATE:(764)): 608
HR(95%CI) :0.37(0.23, 0.60)
0.0 - . !
E: 3 a5 75 73 68 65 54 42 37 33 21 13 6 0
BATE | 76 59 50 35 24 2 16 14 13 13 7 2 0
0 3 6 9 12 15 18 21 24 27 30 33 36(H)

CHREFETRAR (CHREZERIH'SHAFE TORM)
EhlE R E L, CHRARER OPERE 1L CHR Fifsciiffl 2 0 & LT~ 72,
BAT : M AIfE e fi R OBHETE, CHR : MR ERIZEZ)
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@ DMOENIREHHIER (36 » AR
36 # HIFOERENRFHIEE OFSRIZLLT O L BV Th o7z,

36 7 AR ELEIRHMIER DAAR (FAS, SIEA PV EH)

AFKIHE BAT F¥
(N=95) (N=76)
MIRFRI T A —% (i)
HCT (%) 40.0 43
NR—=2 54 6D EE -22 0.3
WBC (X 10%L) 4.8 6.4
R—AF A4 DD ENE 6.1 —4.5
PLT (X 10°L) 182 287
S S G NNy 5 —-259 -176
RBC (X 10'?/L) 4.7 4.1
R—=RAT A UNEDOEE -0.7 -1.1
JofigE A X (em, H9RAE) 124 12.6
QOL (EQ-5D3LEMZEIZ L B) : "= F A U NHDEE (BEER)
A a7 (CEEEESD) -0.0 (1.1) 0.1 (1.5)
@Zéé&yﬁgﬁm& 1.6 (13.0) 1.2 (14.4)
FIERZ TSI I~ -
Egg{%ﬂﬁguw T I % 5 L7 14.59% 10.3%
RR (95%CI) 1.45 (0.61~3.49)»
TN F CTOHIR
(3, isef) o I~ 18 6~8
PR BRI R
¥hH34H (24~36 » A1) 70.5% 46.1%
RR (95%CI) 1.55 (1.19~2.02)
2 38.9% 14.5%
A L BN %
ﬁi,g%?;f 0)(;2@550 AT S 23.7~53.1% 222~458%

a) FRBEIOERICE VEEN R 5,

b) RR (RAIFE/BAT#E) & 95%Cl IXfERIA T [HUIGRIE (/) | 227 J—=27EOFH (60 LT/
60s%AE) | MARZERIEOREE (/) 1 T U7 AEREE £ 5 st —HERET V2 VW TR- LT,
*ARBICI WV THET A CHEMAT 2L RIT, P58 kbR, BRI, MR ERROREERE L (2L, 2hb
WZIRAE SR, B AEIZ VTR, N—2A T4 fEb LR L L,

BAT : FIH AIREZ2 Ik R OTRIEE, Cl: (BHEXE, FHlfFIE, HCT : ~~ hZ U >k, PLT : fi/MK, RBC : JRIMER,
RR : MEEOZREO (KA BATEEL) . WBC : AIfLER

BF4E4Z (HCT, PLT. WBC. P#ligitr+1 X. JMK2V61TF EET LILIN—TUE) DR
NR=ZFA 05 36 » A HETOFY HCT (X, AFIBETIIFERRAVNCED L, BAT #£TIE 12 » HIk
T LI, 20k 24 5 ARFETER L, 24 5 AFRENS 36 y HEECT—EL2o70,
PLT flild, BAT #ETIIN—RA T A 2D 12 » ARE TR L, £D% 36 » ARFE Th T EH
L. AFBETIT 12 5 AFFE Tl L2, 36 » AL T & 7eo7-, F¥ WBCHIX 24 » AKX
V36 # AWFIZ BAT BE& G U CAABECTR—R T A B OBLEME T Lz, MY 2%,
BEE LB A L B L CRERE (DL LN -T2,
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JAK2 NBITFERT LILN—T AERUVEREY 1 X ECMRFMNSA—2DFHTOT 7ML
(FAS. 4EA PV EH)

1000 " 25
BEERITSO 77T
800 - - 20 [
f 600 - 15 E
[1 D-I;/L] 400 - PLT 400x10°/L 10 ;E»
200 4 L g [cm]
o] 0
60 - 100% JAK2 - 30
50 - 80% JAKZ2 - 25
HCT 45%
H 40 - 60% JAK2 - 20 W
C B
T 30 4 40% JAK2 F15 C
(%] 20 - 20% JAK2 WBC 10x10%L - 10 [10°/1]
10 4 -5
o] 0
ZGUf:‘/j"CIJ ..... 3 ...... 6 ...... 9121518212427303336 A
PROUD-PVEHER TOYIOESHSDHEIE
O HCT(FEIBE) APLT(FARY WJAKZ VE17F (FFIB) @ WBC(ZAIE) WBEYrX(FFE)
OHCT(BATE) APLT(BATEf) OJAKZ VE17F (BATE) O WBC(BATE:) OBREY-rX(BATH
[k
@EIEA

LERPEMRMT IG5 (SAF : AFIEE 95 41 K Y BAT B 76 f4)) 1<\ T, BWERIZ., Fh2h 73
(76.8%) (T 613 {1 Tr 64 5] (84.2%) T 288 3Bl L 72, FRIEAH (GEBIZR 10%H) (X, AHIRE
T MR E 24 51 (25.3% [67 F] ) . EAIMERBAME 21 41 (22.1% [120 1] ) . GGT #4/n 11 1
(11.6% [4114] ) . ALTHEIN, A& OFHRTR A 1041 (105% [ZiEiv2if:, 194, 14441 ) |
BAT B Cifn/ MiJBME 25 61 (32.9% [727F] ) . EMERBUME 23 61 (30.3% [48 {4] ) . &ifn 22 44
(28.9% [431F] ) . i/ cEsD 8 (105% [1244:] ) Th-o7=,

EERBIERIL, AARECTLE (11%) 24 (&, /BRI 4 14F) . BATEET 36 (3.9%)
5 (Rrkaimys, BrRalE, i, PRERBCE, BmERBAE - & 1) IR Lz, 3R
WHICE ST EFLRIT, AARE 76 (74%) 1 1048 (&, /B GE, NERMZE L, AEAE
fEE%. ALTHIIN, ASTHEIN, > =— 27 L UEERE, O O, fRfRali « & 14F) . BATHES ] (6.6%)
W26 (A, f/MRBAME, Ak, EBERHEE, FEN IR - & 1R FEELLT,

7B, HEIZESTRIEAIZ BATEET 16 (BMEEIR) 25D bz,

QWFITEETREFEER
ARIBZBIT HRHICER T REAEFGIL. 116 (116%) 19 FRITHBL L., 205 b, RURIREEGE
HIE 261 (21%) . BAREREERETTHESE, © O, AL, [oZ b, i, SIERREER. WofE.
Paf R—=T ARN =— 7 VAEHEREOS LB (1.1%) 28 TRBRIELE OBEH Y | S HE S,
SyRIRPE, phRREE, Pl gE, S, MRS, MEREEh R, 28R o H i MR ZE b R OV A 2R
HOK LI R L ORE e L) &HE Sz,
FEROMAE RO PV BEFSRIX, ARARET8H] (8.4%) 11f, BATHET 44 (5.3%) 16{HICHELL
7o AAIBECHEN X < A Dz FE 2 OME RO PV BEFEZ O EME 36 (3.2%) THY ., 7%D
DFGIUIE LBIORBTH -7, BAT BEOEE/RLME RO PV BIEFESIA LFIORITH -T2,
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QREFHRE
BERHIICERD & 5 02 PR A /ST A — 2 OIGHEFIOERIG  (BFEERF O KE) 1L, BAT LIS
NRTAFIBETEVEB DN B, BROICEZO D HPETUE (ANA) BE1L, AFIRET 6. 9,
33, 39 » ARE, BRI TR L], 48 1 AREC 241, BATHET 36, 45 » ARRCK LHICED B
7=
BRMICEROB DA v /a7 ) UHk (TgAb) i, AFIBET 3, 6, 9, 12, 21, 42, 45,
48 % H I, PROUD-PV #REf#4& T IF &% Y CONTINUATION- PV%fﬁ.%ﬁFaﬁizA 1R 1450, 18, 36, 39 % A
MElc 4% 241, 24, 27, 30, 33 » H R4 34T &b%n BAT BEICITRRD e o7z,
728, PRI ASARKIRE T 42 » AR 1HIZERD BTz,

) AROEBREINTWD THELKOHE] BUTOEEY THD,

WEL. RAICIE, ey v —Teny TAT 720 BETHEEL) (v F— 7:my7w77%(ﬁﬁ
THRAMz) L)1 IEI 100 ug (fooMfEm I FRIESR A B 5P DA% 50 ug) ZBAtAHAEE L, 28IC 1 BT
BeET 5, BEORIBIC L TR 525, #9513 50 ug 9517V, 118500 ug 282 720 2

2) REMRER
EMZME (PV) BEEZXRE LS | ARG 5308 (CONTINUATION-PV 75k 1219)
(V. 5. (4) 1) A#MEMGERER BEMZME PV) BE 2SS L2iE I ARk G55
(CONTINUATION-PV #BR) | DIES R
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(6) BE - mEAIHR

LR L
(6) samRHIER

1) ERARRAE (—REARARE. FECARRHAE. EARKLERRE) . ERFTERT—42
R—ZRE. HERFTREREBRONE

—fibfst T iR A AR
LN >
APRERERE T . HURARPERERE S . REehppitfees, ORMEE. (OMEMEE. MEMEMRE, HEO LS

B, CEREIH, RUYE, ILERE, BRI, i, SYEEEE. DARERE. A CRER
AL MR EEEREMERE « AR ML/ MRS MR BEN 36 L QN iuE

FEHERBTICB T 2 AR OERZMAE BEAFRED DR AR+ AT A Y 7255

EEY HITBR D) BEICHT 2 REMEROEIMEZ TN L, OF C RIS 2R
R 22 L2 S LCEMT S,

Eilg 20244E 1 1 H~2027 412 A 31 H (44F)

eI ] 20244E1 1 H~2025412 A 31 A (24F)

B | AFIOEEBRMAED R 24 (104 1)

HAEREGIEL | 200 (Z2VERENTHSHER] & L)

FE i 51k g T 2

2) RBFHELTREPEORBTRIIRIEL-RE - HBROME

REER R L

D zot
PR L

V.

BB DA
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VI. EhFEE(ICEHT HER

1. ¥EZMICEEHSHIEEMRITLEDEH
A HF =Tz TALZ7HA . RS2 =Tz TILT77-2a (Bia+M#z) |
NP —Tzay TAT7 720 GEGFHHL) &
B B H 2EAEW ORI RE L, BHOBTIRIESHRTHZ L,

(1

(2)

FIEER

1EFRERGL - {ERRE

O A —=T 2T T 720 1%, RS2 —Tcrr (IFN) ZREICHES L, Y X AX
F—F (JAK) 1 ROFuirFr—F (TYK) 2 DIEMHE(LEZN LT, FROY 7T MRES 0V
VAL AR L, IFN 3B a1 ORBE AN S, MaEMOEIER T R h— 2 FE 25| &
B9 LI EREMEER 2R L ST b, L, BERZIGE (PV) BE
TOMEDOIRIMEF IOV TUIRHTH S,

S A AN I E A
QSR —T 2a T IVT 720 1. in vitro \IZRBW T, BEA JAK2 (V617F) #F73 5k k
PV &3 H sk ez Xk v EA & A RIMERE &2 ) & ¥ 7=,

EHER 1T DB

1) ARGA A=A ZFLI7-2b OEWEE HORTA 22— A TILIT 722 LD
BE (h=04H%L) )
ORI =Ty TAT 720K TG LIZ%&DPDIPK 7 v 7 7w A Vi, D=2 4
PFAEHNTRI A A —Txa Ly TILT 7-2a & bl U751,
PV JBRICB T AL v X —Txay TATZ 7 DIERICONWTIZT TIZEL ORENRH S Z Lt PV EFAE N
ORI B =T =uy TAT 720 OEGFHARBRITIERES, n_r (v a—Txny TAT 720 OEMENE
= AYPNTHER L, XTI A F—Txua TILT7-2a LB L (PD/PKESRE .

<MFEF 2,52V IT7 T = NVEBEERREER (OAS) *21EfE>

Tx2—XI Tk, e A F =Tz TAT77208 LNI_I A v F—Txay TILT 7-2a
RETFEE L (BB 4 V5, 30pugkg) .« ZOIfiE OAS IHMHEZFEM L=, ZOfEE, WIhodkAlL
Beh4% 72 B2 B — 27 L9 5 OAS IEMEDRE K, RO 5% 6 H F TRIFEE OIRIMEEHE 2R
HHiTz,

R 5 F Y A7 F = LA S (OAS) 1 IFNEEAEICHEVFE SN AR TH Y . IFNBEIC X > TIN5
Z DG IFNFRIERFOHLY A VAER OFER L L LTHO LR TS 30,
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ARGA8—2100 FILIT7-2bRURTA B =710y FILT7-2alik % 0AS EEDEH
F (h=04%)IL, 7z—X1)
(pmol/dL)

350 1 —o— ORI ¥9—71OY 7IL77-2b. B TF#E5. 30pg/kg
8 —0— NP yI—T10> 7 I7-2a RS .30ug/kg
300 4 AR S B RER

250

200

150

100

50+

moliv>0

0

200 300 400 (@)
[iGiE
aRXT A B =Ty TAT 720 KORT A o F—7xa s 7T 7-2a30uglkg 21T =27 4 L (%

BEADD) (2R TERE L, iEHo OASTEM:ZHIE Lz,

0 100

T x2—RX 105 45 BEORERICEHB L7277 =— AN TiE, e XF A F—T7=za T)VT77-2b
BRI T v =Tz TLT7 7-2b 30 pglkg % ERNR G-, 7 A 2 —T T
VT 72a BRI T A =T 2 TVT 7-2b 300 polkg A KL FRG- L, IfiES OAS i
PARFH LT, FORR, XS (2 =Tz 7T 720 OEIRNELEICL Y, i<
Ao BE =Tz TINT 720 BENTLONIER LZDIZ—E LT, M OAS &ML R TikE
EOHREIEMLT,
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ARGAA—TJz0Y FILT7-20 DR TRUEHIRAZSED 0AS FEDHRE (/invivo, =5
AH), 72x—X1)

(pmol/dL)
350 + —0— 30 ug/kgBiRMR S5 (7 —21)
_ —0— 300 ug/kgE FRE (7—RD)
300 4 30 pg/kgl TR S (71— AD)
| ABlDFHEEERE
250
Q 200
3 7
E 150 - '
100
50 r
0 T T T T T T T T T
0 100 200 300 400 (&)
iSiC]

QXSS =T zay TT 20 R = A Y (B8 4T8) ICEIRNEES (0 pglkg) XIEE T HRE
L (30 X1% 300 pg/kg) . HifH o> OAS T2 JIIE L7z,

<PK7a7r7AV>

BRI B =T xa s TNT 720 ORI A B2 —=Txn TIVT7 7-2a O THEE (30 pglkg)
WZEY . WIFNBRREOREE L FERD PK 707 7 A LB GONTE, oA 2 —Txa T
NT 72 J OIS, v Z—T =z TIVT 728l TOPK/XT A —4 [Craxe AUCo. FEHJTHED IS
ffl (MRTia) M OREARARIE T () ] OEWTNTNS 2008 T CTh o7z,

ARTAVA—D7zAY FILIT 720 RURGAVA—TJ 0O FILIT7-2a DETHRSEDMMFE
FEE (A=H9A4HI)IL, 72z—X1)

(ng/mL)
400 1 -8 07 1>9—710> 7N 77-2b B TS, 30ug/kg
—8— NTT9—710r 7L 77-2a.E RS, 30ug/ke
AP T EE TR E
300 A
m
& 200 -
o
a .
E
100
O —
0 100 200 300 400 (B)
B

AR B =Ty TAT 720 RORT A =Tz TNT 7-2a 30 nghkg LD =2 4 1
(B H/E4U0) (ZRCT#G- L, FAIMIE S IFNa = E 2 JE L,
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ARTAVE8—TzAY FLI7-D RURTAVE—TzOY FLI72a B PK 185 4—4

(A= 14H))

IFNa 0T =T s RIAf A =Tz IN—71/
PK/NT A —% TN772b (FN—71) TNT 728 (FN—72) TN—72Dk
B b (ug/kg) 30 30 1.00

tmax (hours) 33+13.3 66+15.1 0.50

Crmax (Ng/ML) 332.57+22.94 344.05+35.57 0.97

ty2 (hours) 66.067.90 61.72+8.44 1.07
AUC (hr-ng/mL) 56883.49+3333.57 49546.20+2739.67 1.15
AUCq. (hr-ng/mL) 60528.28 +3779.34 50882.71+2438.23 1.19
MRT st (hours) 120.87+1.15 100.76+7.41 1.20
V.IF (mL/kg) 47.36+4.77 53.45+9.38 0.89
CL/F (mL/nhr/kg) 0.50+0.034 0.59+0.029 0.85

4 B AR ERR

AR TE AR =7 AV @ B RE) 12, e A =T zay TAT 720 (F—T7 1) X
TA B =Tz THNT 728 (F—72) ZETN30ugkg DHBETE TS L, i+ OAS &K Y
% IFNo SR % JIE LT,

(3) {ERRIRMR - Fritrsm
MR L
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VI.

EYEREICBE T HIEH

1.

qp

(2)

1fn iR BE OD #E 75

AREBEDLGmMPRE

PV BBE x4 & Lo s RS ER (25 111 #H3KBR (PEGINVERA Bk 1819) | 25 111 H#HER
(PROUD-PV Bk 1220 [ T} PEN-PV Bk 29, CONTINUATION-PV ik 12.19) ] oF — % % Jf]
N T B R — A N SO RAT O . AR O i 51815 AUCo-tau fE 7S 200 ng - day/mL Z #8 2 %
EHEINARRC NI D Z Tz, ((TV. 5. (2) BRIRFIEHER ] OHESMR)

RASBR CHESALPRE

1) EE#HE (BAANT —F : A17-102 3Bk 21 22)
HARNKL VA AR A B 1 36 BIlICAA] 100, 200, 300 ug (K58 6 #) ZHEIKLT
Peh Uiz b & oMmiGhigE R OEpEIE AT XA —Z T TOLEY Tholz,

ORGAVA—27z0OY FIIT7-2b DMEPEEEHEDHTE (BRABERAN)

100 ugBOE TS
—8— B&FA(n=6)
(pg/mL) —0— BA(n=6)
12000 - P HEE R
10000 -
M 8000 -
&
=5}
P
E 6000 -
(1))
s
@ 4000 -
2000 -
0-® —@
0 24 48 72 96 120 144 168 192 216 240 264 288 312 336 360 384 408 432 456 480 504 528 552 576 600 624 648 672 (&)

it i

VII. EyEhRgicfe+ 5 H 56



200 ugBEmEFE TS
—8— H&A(n=6)

(pg/mL) —o— BAh=6)
44000 - TioEHEEREE

i -HO i i

0 24 43 72 9 120 144 168 192 216 240 264 288 312 336 360 384 408 432 £56 480 504 528 552 576 600 624 648 672 (B)
bita=Edisi]

300 ugEEFE ™S
—8— H&A(n=6)

—0— BA(h=6)

PR
om
b=
th
b
B
)
¥
15
B

— &
0 24 48 72 % 120 144 168 192 216 240 264 266 312 336 360 384 408 432 456 480 504 528 552 576 600 624 648 672 (%)
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AORGTAUE—T7z0Y FILT7-2b BEIR TIRSEHEOEMHE/NAS A —4
(BRARUBABERAN)
AUCO-oo AUCIast Cmax tmax ti2
(ng-h/mL) (ng-h/mL) (ng/mL) (h) (h)
100pg| H A A . N . . 110.73 N N
1927 +1046 1445+879.7 | 8.421+2.980 (95.00~170.73) 68.95+44.91
FIA + a) + ©) + ) 96.00 + b)
1510+987.2 [944.94+1021° |4.491 +3.588 (36.07~144.20) 9 67.17+39.62
200pg| H A A N N N 108.07 N
6517+2251 | 6230+2106 | 35.21+11.19 (36.00~ 168.28) 67.11+51.46
=PN N N N 84.04 N
3643+2876 | 3534+2759 | 19.22+10.54 (36.05~147.97) 52.07+56.76
300pg| H A A N . N 108.08 N
7843+1345 | 7658+1362 | 41.40+15.47 (36.00~239.77) 66.52+48.75
EPN N b N N 108.31 N 9
54333468 3933+3336 | 18.99+13.05 (48.02~192.25) 111.8+97.85
CL/F V./IF
(L/h) (L)
100ug| H AR A 0.06474+0.03738 % 4.849+1.1959
HA 0.08498+0.04449 @ 6.183+5.527 9
200ug| H A< A 0.03351+0.01029 2.777+1.839
HA 0.1242+0.1347 4.303+3.003
300ug| A A< A 0.03917+0.006492 3.621+2.468
HA 0.08309+0.06788" 5.550+2.271 D

tmax ASM T2 M = A A 25

a)n=3, b)n=4, ¢)n=5

tmax (% HF L fE (%d%ﬁ"’%k1ﬁ)f%?o n=

2) REHZE SMEAT—% : #BHAE 111 AR (PEGINVERA B 18.19) ]
SEN PV BB 51 il & 5t 5, AFKI 50~540 pg & —E AR T 2l L1
5‘[./7;?&\

EHiT
D CTLTZ, 7B,

(RN

5. QYHEISTRFHAER OHZM)

WICEEL WS EEX BT,

tmax O HRABE X 3~6 H T,

VR

5 [l e 5 T #%¢

14 H F'EJF'EJIKmf 2 [EEINEEE Lz & & O F g PR EHBILI TRO LB
BN E 0 H E&U“ 14 A E OGO MG PEDRE (ZHEI CrinDO
Crax DA E 1L 2.33~43.98 ng/mL\
B> THIN L 72, E72. ty OFHIEIT 6.0~10.0 H ThH -7,

EINT A— 5’ TH=
(GREAM <5

'v.
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ARGA 28 —Jz0Y 7T 7-2b REKRS (14 BRERER) [CHFH5MERREDHT

CINEIPN)
(pg/mL) FHE (ug) /Bl
100000 —A— 50-80/(2-6) —— 300/(1-4)
] —O— 100/1 —se— 360/ (2-4)
—8— 150/(1-6) —M— 450/(1-7)
—— 180/(1-2) —@—540/(1-3)
(@
m
7 A
= O
2
£ 10000
()]
S.F.
6|
& S &
1000 - . : . : . : . . . . . . . . .
0 1 2 3 4 5 6 7 8 9 0 M 12 13 14 15(8)

RE5&RR
o MIE IR T — & 2 M0 U 7OES EoR FLE ORI ISR L7,
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AFDEHER TRERICEFTI2ORTAE2—TJz0OY 7ZILT7-2b DEWYENRE/NS A —4

(SFEAN)
PK /%5 ORI =Ty TIT 720 D&
A= 50-80 pg | 100 pg 150 pg 180 pg 300 pg 360 pug 450 pg 540 pg
Crax 2.33 7.32 10.92 10.00 33.97 17.06 43.98 32.19
(ng/mL) (NR) (NA) (NR) (NA) (NR) (NR) (NR) (NR)
[3] [1] [4] [1] [3] [2] [5] [2]
tmax 6.0 4.0 4.0 3.0 3.0 5.0 6.0 4.5
(day) (6.0-6.0) (NA) (3.0-6.0) (NA) (2.0-7.0) | (5.0-5.0) | (5.0-6.0) | (3.0-6.0)
[3] [1] [4] [1] [3] [2] [5] [2]
CninDO 1.41 4.23 4.61 1.92 14.14 5.68 24.49 10.14
(ng/mL) (NR) (NA) (NR) (NA) (NR) (NR) (NR) (NR)
(3] [1] [4] [1] (3] [2] [5] [2]
CminD14 1.56 4.08 6.32 3.95 16.08 7.64 24.53 17.08
(ng/mL) (NR) (NA) (NR) (NA) (NR) (NR) (NR) (NR)
[3] [2] [6] [1] [3] [2] [6] [3]
AUC st 27.7 82.2 117.9 97.9 354.4 179.9 501.7 315.0
(ngeday/mL) (NR) (NA) (NR) (NA) (NR) (NR) (NR) (NR)
[3] [1] [4] [1] [3] [2] [5] [2]
tar2 8.9 6.9 10.0 6.6 8.2 6.0 8.2 8.1
(day) (5.02) (NA) (6.72) (NA) (2.92) (0.58) (1.87) (2.49)
[3] [1] [3] [1] [3] [2] [5] [2]

tmax J2 OF trye AAMZ AT S (CV) tmax (L P JAE (BEEH) . tu (X EME (EHERZ) Tt [ IPIERIK,
%CV : EEMRE O E/#, CninD0 : Day 0IZRB 2 HFERNEE XX T 7IRE, CninD14 : Day 14 128 5%
HSEEEXIT N T 7HE. NA:ZY2 L, NR: &L

W) AFNOABISNTND THEKOCHRE] ZUToEEY THS,

WE. O RACE., aRF A X —Tzay TAT 72 (BIETHE)
2b (EfmTHfiz) L L) 1E 100 ug (oo ffap ks &5 h 084613 50 ug) =BhHAE L

L. 2@IC1mEE FHEE5 T2, BEOREBICKVETHEBT 22, #8150 pg 37217V, 1[5 500 pg %
BN &,

(A X —Txay TILT 7-

3) REHRE [HEAT—F : #BHNE 11 ERBR (PROUD-PV R B 12 20) ]
SAEAN PV BEICAH| 100 pg =B HEE LT 2 BMIC LK TREL, HEBNEY (&Yoo
12 58R) IChE BRI SN D HEICHHE L, HEREHICTFR T oREHET 12 »
H ke 5 L7z,
AY Y — = TR O E O K BE BB 2 KA G-RT0 Crin O FHIE 13 H E#EE 2 fE > T E
AL, 26 BT F—ICiEL, 12 8 H LAREO H EHEPHO F i Tod % 300~450 pg T 2 1
M 1 EHEEGLeEE, HEMIELYE CunfllZd—ETho7cZ &b, EFIRBIZEEL
TRRIIAF O PK BEIBIC/ 5 Z LARB STz, Aok, HIEEG%, 2 Bl LI

(V. 5. (4) BREEHRER] OHESMH)

L7z b BRI RE CE o 7=,

(PRBRABE 22551
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AR va—TJxz0y 7LI77-2b eRERKRS (14 BREMER) I2ET5ERIED G, FHIE

(SEAN)

(pg/mL)
30000 -

25000 -
20000 -

15000 -

-

len

10000
5000 -
0
29)—=27 488 1288 2688 408 SoEE
SBe3 Sz B4 521 TR T
(n=61) (n=25) (n=82) (n=92) (n=95) (n=84)
bl (B
(pg/mL) HETIEAEEL=Cnin
100 4
90 1
80 E
707 T
60 3 _
50
E 407 —
&
30 E
20 1
10 —
o]
] T RS
29)—=37 4BE 1285 2685 4038 5288
FFe3 SBR7 XBe14 B2 SR 1 15
(n=61) (n=25) (n=82) (n=92) (n=95) (n=84)
KREhE R (FIED
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ARGAVA—7zAY FILI77-2b#REKRE (14 BREMRE) 2B F5%kRIED C,, DHRIE
(8FH) BEAN)

L 4 Y -
e B B 55 (ug) Coin (ng/mL) ﬁﬁjiiﬁﬁ@j‘
Ay ) —= NA NA (NA) [61] NA (NA) [61]
478 A 150 (50~150) [25] | 3.02 (0.09~19.00) [25] | 0.022 (0.001~0.179) [25]
12 300 (100~350) [82] | 8.58 (1.84~25.61) [82] | 0.032 (0.009~0.084) [82]
26 3l [ 400 (100~500) [92] | 13.71 (0.09~44.62) [92] | 0.037 (0.0003~0.112) [92]
40 4 A 450 (100~500) [95] | 14.35 (1.10~40.46) [95] | 0.037 (0.002~0.093) [95]
52 i H 450 (50~500) [84] | 15.71 (0.55~48.05) [84] | 0.038 (0.002~0.120) [84]

B G5B AT ERE L 72 Cmin O i (FGPH) [N]
NA : %7 L
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4) RIEHRE [ARAT—F : BNE 1 FHRBR (A19-201 R B 1> 1) ]

HAN PV B 29 il 2kt a7 (A2 —Txay TAT7 720 OFEKF#HS (0@E) KO
KR TS (28#) L72BED PKXT A—X I FIZART ERBY THY, 50~500 ug = 2 MM =
CWCRKIERE TG L1 & & D tnax DT RAEITKI 4~T7 B, tip OFEHEIZR 3~17 H TH o712, 2B,
450pug (2 fl) %2 2 AM T EICKER TFTHRE LIZLE &E D Chx FHMHEIE 585ng/mL TH Y |

PEGINVERA

I% 14700 ngeh/mL [=612.5 ngeday/mL (2 %) 1 TH 7=,

AREROFER (48.64 ng/mL) B LFIFFRBE LB X iz, 723, AUClas O FEHIfE

ARG vA—TJx0y 7T 7-2b REZRS (14 BREARR (25175 PK/5A—42 (BRAAT—%)

K5 & PK /ST A —4
Cmax_(ng/mL) tmax_(h) Ct (ng/mL)
Bl %k Pl (REFE) Bil%x rhofE (i) e R fE (GpH)
50 ug? | 12 4.44 (0.967~9.69) 12 107 (26.5~166) 12 1.46 (0.055~5.40)
100 pg? | 17 8.05 (0.485~13.0) 17 91.4 (45.8~171) 17 2.76 (0.054~8.01)
150 ug | 3 16.5 (11.5~24.9) 3 165 (94.6~166) 3 10.0 (8.45~12.5)
250 g | 3 35.7 (28.1~46.5) 3 165 (93.7~166) 3 20.8 (15.9~29.1)
300 pg 1 33.3 (-) 1 94.6 (-) 1 18.9 ()
350pug | 3 42,5 (15.8~79.7) 3 167 (166~357) 3 20.4 (15.8~28.3)
400 pg 2 64.8 (45.1~84.4) 2 141 (117~165) 2 44,1 (11.1~77.2)
450 pg 2 58.5 (34.8~82.3) 2 105 (44.9~164) 2 26.5 (21.5~31.4)
500 ug | 13 50.3 (31.1~84.0) 13 95.1 (45.1~166) 13 26.9 (12.4~77.4)
kb= AUCiast  (ngeh/mL) AUCo... (ngeh/mL) P Az (h)
Bil%k I fE (dHiPH) Bil%x SEEIME (i PH) e I (s PH)
50 ug? | 12 828 (109~2,210) 7 1,090 (168~2,930) 7 0.015 (0.0051~0.029)
100 ug? | 17 1,310 (38.4~2,460) 8 2,080 (920~2,890) 8 0.0104
(0.0065~0.0258)
150 pg 3 4,660 (3,470~6,720) 1 3,490 (-) 1 0.00173 (-)
250 pg 3 | 9,710 (7,900~13,000) 1 7,990 (-) 1 0.00279 (-)
300 pg 1 9,360 (-) 1 9,390 (-) 1 0.00324 (-)
350 ug | 3 |12,400 (4,900~23,500) 2 12,900 (4,570~21,200) 0 - (=)
400 ug | 2 |18,000 (9,830~26,100) 1 9,860 (-) 1 0.00702 (-)
450 pg | 2 14,700 (11,000~18,300) 2 [14,200 (10,000~18,400) 1 0.00362 (-)
500 ug | 13 | 13,100 (8,250~24,300) 9 |11,100 (8,220~18,300) 9 0.00399
(0.00296~0.0061)
kh& tuz (h) CL/F (L/h) Va/F (L)
Bil%k I fE (dHiPH) Bil%x SEEIME (i PH) e I (s PH)
50 pg 7 65.6 (23.7~137) 7 | 0.0999 (0.017~0.297) 7 6.99 (3.36~23.6)
100 ug | 8 82.1 (26.9~107) 8 | 0.0562 (0.035~0.109) 8 6.10 (4.10~11.8)
150 pg 1 400 (-) 1 0.043 (-) 1 24.8 (=)
250 ug 1 249 (-) 1 0.0313 (-) 1 11.2 ()
300pug | 1 214 (=) 1 0.032 (-) 1 9.86 (-)
350ug | O - ) 2 | 0.0466 (0.017~0.077) 0 - =)
400 pg 1 98.8 () 1 0.0406 (-) 1 579 ()
450 pg 1 192 (=) 2 0.0346 1 6.75 (-)
(0.0244~0.0448)
500 ug | 9 184 (114~234) 9 | 0.0481 (0.027~0.061) 9 12.8 (7.94~20.5)

A0EDu T A F =Ty TIVT 720 PG BMAEIT 50 ug LTV 100 ug & L, 2&f12% 28 HFEA T 100 pg
U bEos %% T\,
b)28 3 (150~500 pg £ 5-41) Tix., AUCoiZfd> > T AUCo-336 DIE S iz,
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3)

(4)

i
U R L

RE - RAROEE

1) AEOKE
B L2 L

2) BEREKDOEE (in vitrodD)
In vitro SABRIZ I VT, ARANTE R 72 CYP BEFRLEERIT WAy RERIME AR 72 B E1EH
DR 7z (CYP2AG #[HET %) . £7=. CYP FEEHITRO o7z, ( TV
6. (2) B 59 2/E%E (CYPE) Oy, HE5FE) OHESM)
BFHICB W TRELZ KIETHRANZ SOV T TVIL 7. HAEER ] 0EBR

2. RYHEERBP/INT A —4

qp

(2)

(3)

(4)

Rt A ik

%%@J EDOMENTIZ, WA E | AREBR (A09-102 3Bk 17) TiX WinNonlin 2 W72/ v a v R—
kA v MENTE. WEAVE 1N FEERER (PEGINVERA Bk 18.19) T3 v a3 8— | A 2 M

EEHAWE, £, BEMNEYBEMEN 3D TIIE FTHREEMNE OWILD T 7 X A A thg &
—RWRIGEE ES 2 Gde 1 28— b A 2 MERSE O (TMDD) £F /110, HEAZA

BOERKESGE (Ro) ORFE(ZIB MLTmﬁLtO<FW.&(QmWﬁ$J@@%W

R I 33K 7E 3 02

REEFE T LIC —RWISEFE ER (o) OHEEM (%R YERESE) (T 0.542 (7.4) day?
Thol, if_\ ﬁi‘«%ﬂ’]fx PV ## (BSA : 1.92m2, JAK2 7 L /L A—F o : 353%, FH4E
i 0 54.3 %) O kHEEME (%M EHERLE) 13 0.120 (5.73) day! TH V. FED X FETEKT
(-0.655) ¥ 5% LHEE ST,

HEIEEES Y

RHERIE T VBT 5 Y -EEE RO — R R EER (Kin) OHETEME (YoFA R HERE )
1% 0.756 (11.9) ht, —ROEHEEER (Keeg) DOHEEME (%FAXIEEHUERRZE) X 0.0929 (7.6) h
Thol,

DIVFI3UX

"oz V7 Z % (CLIF) OFSEEIE. AARANROIEFAERN (BAN) EFEHERZE (100~
300 pg Z B[ F#GH) TZNEH 0.80~1.55 KT 1.99~2.98 L/iday?D, i H A AfdHe bl 5k
F (24~270 pg % B f2 N 5-f) T 1.11~2.60 L/day!" Th > 7=,

IEAARANPV BEZXG L Lo RHEMEDENRE (PPK) fi#HT 32123 1F 5 CLIF OHEEE (%%t
FEAERRF2) X 1.12 (2.70) L/day T, {AFmfi (BSA) O~ZHETHM (1.15) L, A7V —=
YITWED JAK2 T L N—F A LTI (i X : 0.000164) T4 Z ERHEE I (F
%JBSA : 1.92 m2, N—R T A VIO JAK2 T LV R—F 1 0 35.3%, EHLEHR : 54.35%) .

VII.
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(5) PMEHE
R T O AR (VoF) OFEBEIL., BARALKOCIERARAN (BAN) BEFEWHERE (100~
300 ug Z HA[AfZ FHEH) TENZH 2.78~4.85 KN 4.30~6.18 L2V i H A A& e bl B
(24~270 pg # Hi[A|fz T HRF) C©4.35~11.09 LYV ThH - 7=,
FEBEARNPVEEZXGE LIz PPKIEMNT DIZEB T D VIF (FRa =k 2 RDOBENT DSy
) OHEEM (MR E) (X256 (12.4) L ThHh-o7z (CFHBSA : 1.92 m2, _R—*A
T A VIREONH) JAK2 T L N—F 1 35.3%, PR - 54.3 %) .

(6) T
LR L

3. BEE (RE1L—>a>) REFD

(1) @A E
AHND PK 7 —# Z NIRRT 5 fie & MRS E T VX, TGO 0RO T 7
B A Dy —RWGKREE . CLIF, Vo/F ZfAAALTE 12 R—= A FETLTHY, &5HICHE
FIERICBIT A X T L X2 b—2a Y ERBT 2725, Roe (RN @ ng/mL) 23WJHPIRAEDE
DB T 72 EE IR OIS RRRFNAR T 92 & 5 REEMATEEDOEL (TMDD) €7 /0% Hn
776

(2) RKSA—4EBHER

HEMNEYERE (PPK) T — ¥ty MIEENLHRE, Filn, MR, HEERRE (R
F L PV HFE) . ECOG PS 227, JAK2 7T LAN—F AMEIZIZ, HERELVELT 5 L9
72 PK ~DEBEI LN oTo, o, BREREEE ~OREIL, /7 F=27VT7 7
A (CLer) 2329 mL/min/L.73m? L FORBFIX L BIOHTH > 72h, Cle ICBHHET 2 H &R %
ML T 5 K97 PK ~DEEIIH LN Tz,

ANFEIZBELTIE, BARORT VT ANOAT ) —OBRELENPA+HTHoT-72H, PK IZKIE
TANEORBIIAHATH o7z, F7o, BE, PEEKOEEOFEEREESE OMA AN
T ThoTT=®, IEREREERE ~OH L0728 (ALT UL AST ~OE) 13780 b vz i
o7z, (IVI. 10. ¥EDE A2 AT HEE] OHESH)

4. RIR
BRI L

5. o

(1) Mi%—KEIPT @B
MM EE L
(BE Ty MTHT DA 2 —7 = n o BEIORE )
Sy MIBITDH B fEHRT A X —Txry TIVT 7-2b T B A X —T
TNT 720 HEEGEEOM~OBITIZIEE A ERO N ot HESHLTWD,
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(2)

(3)

(4)

(%)

i & — Ra 8 B P9 @ @ 1

MG R L

(BE Ty MIHT 54 02 —7 = u A O @S 39)

IR I1IBAADT v M UCHEFHI/ A v F—Txny TAT 7-2aZ2HElE FTHRELEZLE X,

ﬁﬁ@ﬁﬁ EREIZDTNTHY . IIRI18HEBE DT v MIHFIE TG L2613 o Ko
IIFEALERBD LN o EHEIN TV A,

Ait~nBTH

HEER L

(BE Ty MIxTHA4 07 —7 o CHAORE )

I T v MT BC AT A v H— 7Imy7»772a$E&T&5%®ﬁ@%®m%&U
FLH N BER B 1 B IR I B R IR RIER R HERE T Le s, A~ D U se AT
@ﬁ#ot&ﬁ%éhfbé(Mm®%&?ﬁ%$®%ﬂ%)o

BEA~DBTHE
MR L

ZTOMDEBE~DBITHE

HEER L

(BE Ty MIHT 54 02 —7 v RIA|O @A 33.39)

T MBS B EHRIA o F =Tz TV 720 L 18| A v X —T =0 T

V7 72b HEEREG L&, & HITHERRIIMN 2 R < SMBRICAFIC o L, BRIk

HHRRREN R bE Mo T, PIEHRAT A o —T a7V T 7 -2b TO R MR IR E

~DOBERRNEDHOMERIT B EHRA v X —Txzay TAT 720 ICH_XTHEETH -2 ),

?y%’“C@%N74V& Zxry TNTy-2a HHEER TR L L&, BEHRITES
WCFEBERAMAAM TH 2 B, . MK, 8%, . SFRECBAT Lo, &b BURRRIREE A

#ot DX THY (BEHEHMNEZLEREZRS) | P E2B2 R REZ R L,

(6) MP|ELFESE
BAN-2 VP
6. fta
(1) RBERLI R UL BHRER >
BAN-2 VP
aRXT A —Txay TAT 720 ORGHIE L T HoIcBE STy, ¥ —7
=y T)IVT7 7-2b BESF = (40 kDa) O 43 IEH mPEG IZHfEE L TWaA Z &N, FLTYL
AvE—Txar iU QRN R 2 ERHBHEEZOND,
(2) RIS T 2BFK (CYPS) O9FHE. F5X°
CYPFHZEMEMA (invitro) : el A X —7xny 77 7-2b OEEN K ORI FER 70
EVEF 2 M 2 720 O FEERRER (invitro) TlX, e X7 A X —T7 x> TAT 7-2bix
CYP2A6 1Zxf L CTOAKFMKFR 2 LEERH 2~ L, o CYPEE#%E (CYP1A2, CYP2B6,
CYP2C8. CYP2C9. CYP2C19. CYP2D6, CYP2E1l KX CYP3A4) ZxI7 2 EHR & N E
TR LEERIIR D R o 72,
VII. #HEy@Ehkelcf4 5EA 66



— 5T, XA H—Tzar TAT 720 (BaTHEBEZ) X, EWHEERRRICBWNT
CYP1A2 . TN CYP2D6 DIEMEICH B A 52 5 Z LR ENTWNWE ¥, Tz, XTI A X —T =
oY 77 7-2a (B z) O AERRE TIZ, CYPLA2 KE k4 25 HRE D
EDE (T4 74U EDPFHIZE D AUC 3K 25%E5 1) AR STV 5 39,

Pbmb, a7 (v 2 —T7xnr 77 7-2blE, CYP1A2 KX CYP2D6 DifE M 2 BLE L
INOOERELERLEAOMPIREL LA S EDFREMENRH D . CYPLA2 FLE ., FFiC Tﬁ74
Voo TF = EOWBE~— Y BN EE LT 2 5ASC, CYP2D6 BE (X F e
02— AT I NV F U l) EOMFHICITERENILEL D,

CYP#HEE/EM (invitro) : b FEMCELEEAFMNE (59 0.7 X108 cells/mL) (28T, CYP1A2.
CYP2B6 } 1 CYP3A4 OEEFETEMI ONC mRNA RHLEICHT 0T v X =Tz T )L
7 7-2b (5, 50, 500 ng/mL) DOFFHENEH Z G Lo R. 5 & O 50 ng/mL O EETix, HF#
Bzt 2 A2 RS R0 oTm, RE, XA L 500 ng/mL TR TFHII I et 3 2 i i 2
DRI NTe, ZHIEL PV BE THIE ST Crax DK 1L FFICFHE YT 5,

) PEEBHROARRUEDES
YL

(4) REBEMOFHOARRVELL, FHELE

BB R L
7. it
MUER L
oS B =T 2ny TIIT 7-2b OREWIE. BE,DRPICHEN SN D EHEE SN D, K
R EZITCA A —T xa iy R ONPEG 4y 23 ERE L. PEG 2y FIXEIZIRFICHEE S, A
H—Txza it OX LRI EERRIC, XTI EGRICE D DRI TSR TTF FED
%Ti/ﬁuﬁb\W.@@ﬁﬂﬁ%L@DLiﬂéom“74y&_71D77W772Mi
AV H—T =0 RN E OENGESBRMEIC LS B UER 2% TR OS5 28, R HE
Xk 2 o < Bl e PR & B 2 b s,
(% VA RPTy MIRT DA v Z—7 = v CHF O E 33 39)
#w B A B EHA_RT A =Tz AT 7-2b ZHEIKE L L&, 5% 168 Fi
TIZE GBI EE DK 93% 23 R IR S 7= 23, IR I GE O K0 13RS T EDO T F R
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7= 39,
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(1)
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B EEERE 2

aRXJTAHE =Ty TAT720D7 VT T AE RXR—=AT A VEED Cle (25D < B
BEDAREE & DRIEME A PPK I L 0 34l L 72, PPKIEHTT — & & v MZE N5 85E (n=200)
DN — AT A4 DO Cly I£ 23.9 ~ 152 mL/min/1.73m2 T & U . CLe @ F #J i 1X
75.5 mL/min/1.73m2, HUufE L 71.7 mL/min/1.73m2 Td 572, Cle 2% 29 mL/min/1.73m2 L F @
WEBREIX 1LHITHY . KEEARE (CLy<15 mL/min/1.73m2) O#ERE IS L 720> 72, Cle
X, BT v H =Tz TIT 720 DWTRO PK /NT A —=ZIZBWTHEFICER
2P MR T Tl 7o 72, PPKET /LTI Cle (B U723 2 92 A BB O LB 1T 7
WZ ENER I,

JF e ERE 2

QNI E =Ty TAT 720 DI VT TR E, FFEEBREDY 0/ — h XA F~<—
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VA7 27— (AST) IS HFHERERE L OBfRE, PPK ICLVRIMlH L=, L2l
Child-Pugh 2 2 72 L CElMli L 2o 7=, PPK fiffT T — % & v MCE N5 85E (n=200)
DR—RAF A WD ALT % 4.00~107 U/L, F#IMEIT 26.3 U/L, HRfEIX 22.0 U/L TH - 7=,
N—2 7 A VD AST 1% 2.00~49.0 U/L, FHfEIX 24.2 UL, FRAEIX 23.0 UL Th o7z,
PPK fEHTORER., DR (XN—2 T4 fEE L THHE L7256, SUIRELZERE L
TRHM L7235 8) suXr v Z—Txnay TILT7 720D PPKETNINRT A —FHEEME D
BUZH SRR D SN2 -T2, THETICEBINT-RBRTIX, BE, PEENOE
FE D RFRERERR E BH OMANIN A4 Th - 72,
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9.
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2 BHREEEESE

2.1 EENERREEEOHDESE

BEENELT 2Bz rH 5, [11.1.9 2]

3 HHmEEEEE

3.1 EENHHEEREENHSEE (FELEREERAENEERIBCREEFXDEEE
B <)

FEENELT L BTN H 5, [11.1.8ZM]
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1.2 ENINOBERRBREL A v X — 7 za yBRSBORHEEHTCHILZ LR E L,
( TVI. 5. EEAREARKEREZOHEE] (VI 6. ﬁm@*i%ﬁﬁé$% BT 5EE)
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2.1 —AERFEEHE UCGRE Lc, AFIOR S XiItho A 2 —7 = v CBAN 3 U CRBUE %
B Ll tobsBRETIE, FOBRBUEZEZ TAREENSENEZZONDL T D, b
DOBREIWZIIAFEZEGE L &, (TIV. 2. ) A%y (EMERESY) O&RER WAl o

THZ M)

22 A =7 xn HALSEOREFHECTHDL I ENLRELT, A ¥ —7 xnu v E/NETHE L
DRI X v BV @m%%t T EnmeENTWS, (VL 7. ) BRHZEE L Z0BE] ©
THZ M)

2.3 A =7z BALAOTREHFETHL I ENOLHRELEZ, AV F—Txzuy T)L7 7 flH|
I, BRI L CREZKIFTZERAMLNTEY ., HOREMEIFRORIESS B a2
DEETHRENEL LI EORERD D,

2.4 AFNOKETRM CEOFTHICUE U TRIE LT,

3. MREXIIHRICEET HEBETDEA
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4. RERUVREICEET IR L EDER
(V. 4 HELCHEICEES SER] OHESM

5. BEELEXRNIELTDEK

8. BEELEARMIEE

8.1 BEMRELZHTED, HONUD T LT 4 RV PNOBEOIEAFEI LT, Uy
ML =B ERE2 R T2 L,

8.2 Moo, AEAEMAZIIUS, BRI, BURAITE), RIR, R, Bl BE, wek, Sl
PEE ORGP IRFEBL D FTREMEIC DWW TRRE RO Z OFEIC g S8, 2D ORERN
HOONTHAITELIGHEKE T L L )ICEEE2 5252 L, [1.2, 911, 11.1.1 ]

8.3 EikFEE. Joth, SR, MILEEZRIT LI LENH DD T, AFELETOEEICIE, HEHED
R, R OBMEIC2 2 XL HERESER2VWE I EETLZ L, [11125H]

8.4 ‘ERHRREINEH. NTHERERE. SMEEE. FRBRERREEERNSH LN Z 2R H 5D T,
5 BRMGRI R OB G IXEMIMICERR MR A (IRRE, TP, Blema, FIRIREERER
#4) 2frHo 2L, [9.1.3, 914, 11.1.3, 11.18, 11.1.9, 11.1.13 & K]

8.5 HEPRIFNEYESIIRIET D Z ENH D DT, FGBMGHT L OB 5 I EICRE  (mAEE,
JREESE) #1795 2 &, [9.15, 1114 ZH]

8.6 LIBEENSLOLNDZ ENHDHDT, EHMMICLERRELAIT I I EBIEEZ 751217 H
L. [9.16, 1115 ]

[y

THZ L, MEMEMEROBERO® 2 BFIHERT DI0H2o TX, FRCEMBICEEZ, M
X BEOREEITI R E, TOCEET DI L, 2, K, FRR#ESERH S b -HEICE
EHICHEET X H)BEICKH LEREZ 52528, [12, 917, 11.1.6 ]

8.8 MBYESDIREENH LONDZ ENHDHDOT, EHMICIREREZIT ) 72 PBIRE
1952k, Fo, GHERT, REFHPOREDHEL L7258 1T# NI ERMOBZELZIT 5
Friggadsz L, [11.1.72H]

8.9 RIMMEIRFHEIEMRE, AR/ MRS MESEBR A S Db s Z R H 50T, EMIICmK
A (f/Rk, ARMEREL, RKAMEES) ROBHERELZIT O R EBEE +0IiTH) 2 &
[11.1.17 2]

8.10 WBUEEDKIEE THT B2 +nf2E21To L & blT, BOHLLOARFNCEL LTV v
ARSI NSRBRZIT) 2 NLEE LV, [11.1.18 B ]

8. 11 AFOHEGHMIZHNT, —RICEADRHADLND, TOREITMENZENE LN, e 2
TOHHAELHHDT, EBREE B LRSS, BB L THON LD HFICRIET HZ &,

(f731)

8.1 AHIDT L7 4N KLU v PITHIK AR EZRL LI BT /NS WD, NGRS
WAICEZR L7 E TORHEREIITREEEZET S5, £ 2 C O E#R&E G E (50~500 ug) #* 5
THEDIT. OO UOMEREELZFAM L T ZENEETHD LB L, BHRNCEEIRK % FE
T HFIEEZHATL L 7=,

8.2 A A —7 o BABLBEOTHFETHY, AF2zELA ¥ —T7 cu BAIOFRGIZLY
oo, ARENAIIUD, HokiE, WEHITE., RIR, R, B BE B8R, RIS
OFEMRIEIR AR E S Tns, (VL 1. EENFEZOFEB] [VIL 6. fFEOYREAHT
LEFICHETHEE] VL 8. (1) EAARENWER & WIHIER ] OEESMR)
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8.3 A —Txn MANBOGRMFHTHY ., AFEZELA ¥ —7 v U BHIZBNT, BEilk
PR, Joth, SR, SEELEARIER S LCHE SN WD Z e E L, (V. 8. (1) K
7REIMER & FIER ) DIES )

8.4 A —Txu UHANGEOGTEHFEHTH Y | AJOEKGIZ L0 GHsaEmEl, IF¥EEE, 2
PERREE HURIRMEREEES N D SN D Z e nb oo ELE, (V. 6. fFEDEREHT
LEFICHETHIEERE] VL 8. (1) EAARENWER & WIHIER ] OESMR)

8.5 A —Txn  HMANGEOGTEHFHTH Y . AFOEGIZ L0 FERFESEEIRET 5 Z &
BoHHIZORELE, (VL 6. FFEOERAAT HEEICHETLER] VL. 8. (1) ERARIE
F & RIESR ) DIESR)

8.6 A ¥ —7xn MANBOGREHFEHTHY , AFOEGIZEIV DEEERH DL RS
HIoORE L, (VL 6. FFEOEREAT HBEEICEATLERE] VI 8. (1) BRZEIWEH &
WIHER ) DHEZH)

8.7 A v —Txn U HABBEOTEHFEHTHY ., AFOEGIZI Y MEERERS bbihvd Z &N
HHIZORE LT, FFICHEEMEOBEERO S 2 BEIHEHT 2HEAICTEETL L, (VL
1. BEANFEZOHB] VL 6. FEOEREZATHEFICHETLER] VL 8. (1) EKRH
TER & WIHEIR ) DES )

8.8 A ¥ —T7xun BANBORLHEHETHY, AilzELA ¥ —7xn U BANZ X DRI &
LT, MBEA T U, M, ez, MR, s Ak ZEE /e & O HEE O RS
DPEINTWDZENLRE L, (VL 8. (1) ERAREREWHIER] OEE)

8.9 A —Txn MFILEOFTEHFHTHY, thoA 2 F—T7xr TILT7 7 BHFICHRMNEIRE
JESEWERE, MARVE M/ MR TR BB RN E SN TnA Z EmbRELE, (VI 8. (1) EAZ
RIVEH & WIHPER ) DOHZ)

8.10 A v ¥ —7 x v HAMEOFTHMFH TH D, AFIOE 512 X 2 IBBUEREO KIS Z TRl 5729
WD EIT L BT, DO LOAANCL D7V v 7 BB T ENRISRRZ4T 5 2 &)
PE LV, ( IV 8. (1) EAZREWEH & FIHHER ] OEZM)

8.1 A —Txn  BFILEOTFEFHTHY . AKFZEeA ¥ —7 v VBB OE 5T,
A VTN U PRRIRRBICEE LB AN GER D DT DR E LT,

6. REDNDERZATIBHICEHTIIR
(1) &OHE - IEEZFOHHBHE

9. BEDERZHATHEEICEHT HEE
9.1 A6HE - BMERZEOHIEE
9.1.1 hif - FHHEEFTOHIEEXIITOBEROHLEE
R - R E NS S 2 E 3 H S, [1.2, 8.2, 11.1.15/H]
9.1.2 EEREDOHDEHE
JERNHES 2 Z L35, [11.1.2 5]
9.1.3 FURIFHKEEEER I ZDBERODH S EE
FURAREREFE EN T T2 Z LR 5, [84. 11.1.35MHK]
9.1.4 EEEHEIHDH D EE
O MR /MR 2R 242 03 0 | EYWESC H I R 2 S 0F Lo,
(8.4, 11.1.13, 11.1.14 &#]
9.1.5 BWRFEDEBEEXILIZTOHRERE. REROHLBE. MEEEEOHLIEE
FERIF DB IBIET 282 d 5, (85, 11.1.4 B
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9.1.6 DEENDHIEEXRIIZTOHREENOHDEE
DRBNEESTL Z 355, [8.6, 11.1.55H]

9.1.7 MEMMADHLBEXIIZTOHREEOHLHEE
MM A SUI R T2 & 03h 5, [1.2, 8.7, 11.1.6 BR]

9.1.8 HEREKRE (EZLECREMEFX%KR<) XEZT0XRADHDIEE
EHNTRE ZAT 9 e EBIE A+ T, HEICEREGT 5 2 &, RESHEE X IBMELT
L2055, [11.1.16 ]

9.1.9 EMEENEH
I DM ERREN S Hbihvd Z E03b 5, [11.1.14 ]

9.1.10 PLILX—FEDHHEE

(fE)

9.1.1 A ¥ —7zu  BMALEOTHEFHTHY, AflzEeA ¥ —7 zu U BANZB VT,
Moo, 9o, BREER, HURRE, WEAITE L Vo 7B R OBER RS STy
HIENLRERE L, (VI 1. BHERNAELEZOHEME] (VI 5. EEAQEANERLEZOH
H o TV 8. (1) ERZREIEM & HIHIER ) DESM)

9.1.2 A —Txzn  BWABLGARORLEHHFEETHY, thoA v ¥ —7 =n U BANCBW T, &
FAEDOHENRE SN TS Z ENHRIE LT,

AFNTHE SN RBERIER, EERANST —ZEER (202142 H 14 H) F TOHE
DOEFEHRE BT, BEERFBEAE LT 1HRERESATHS, (VL 8. (1) EARAEIE
FH ERHER ) DS R)

9.1.3 /¥ —Txu BAEBEORLBHFETHY, AFlzELA ¥ —7za VRIFNZE N T,
RS REREE DRIER NS E SN TWA Z EnbiE L, (VI 5. BEEAQRMAAEE L
ZOEHE] [VIL 8. (1) ERZRENWEM &HHER ) OESHR)

9.1.4 4o —T o  BEBEORLBHFETHY, AFlzELA ¥ —7 o VRIFNZE N T,
L O [ M ER AR MR % OB B RE NN A O BYYERC M IEm 2 A0 LT nwa &
DPEINTNWDZENDRE L, (VI 5. EEARFEANEREEZOHEME] VI 8. (1)
BRZ2EWEN &L ATHER) DES M)

9.1.5 A ¥ —7zu  BMALEOTHFHTHY, Aflz2EeA ¥ —7 zu U BANZBWT,
BERFORIERNHE SN TS Z ENBREELE, (VI 5. HEEREAMER L ZOHH )
VI 8. (1) ERZRREIEH & FIHPER] DEBH)

9.1.6 /A ¥ —7xo  BMAFBEOTLHFETHY, AR ZEMMOA ¥ —7 = v VBN
W, DAE, ODARAE, DIEZE, PoliE, RERNR (LEAED, DEMESEIRE) FEo.OimE R
DEWEHDBHE SN TWAHZ ENDRE L, (VI 5. S\EEAREARVEEEZOMEME] (VI
8. (1) EARZRWER & MIHER ) OES)

9.1.7 /¥ —7xzu MFBEBORHEFETHY, AFl2Ee/ ¥ —7 v VRFNZBWNT,
MMM R OBERANHRE SN TNDZ EnbREL, (VL 1. ZENFLEZOMHH )
[VIl. 5. BEEREARNEZELZORA] (VL 8. (1) EAZREWER & IHHELR] OESMH)

9.1.8 Ao ¥ —7zn MAMLBEOTHFETHY, A X —Txznr TIL7 7 RFNIRERIC
ML TEESEREELRITTZENMONTNWAZEnbRELE, (VL 8. (1) EX7ZA
RIVER & RTEEIR ) DIEZ )

9.1.9 A ¥ —Txun  BASLEOLBHHFETHY, AFlzEeA v ¥ —7 = VRIANZE T,
Jibd HH 1 5 D i I A5 s D RIE I Vs ST b, ( TV 8. (1) ERZARFEIEM & AIHER
DIAZ )

9.1.10 A > ¥ —7 z o VHFIHEOTZHFIEHTH D Z L HRE LT,
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(2) BHEREERS

9.2 BHRElEERA
9.2.1 EENBEHEETNHLEE
BEENE LT BZANH D, [11195H]

(FR0)
9.2.1 KAl GteA > 7 —7 = u VRANZBWNT, BHREREORENHD Z LM HRE LI,
( TVl 8. (1) ERZREIWE & WIHEIR ) OIS M)

(3) FFitREEERA
9.3 FFikeelEEESE
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FFEENELT 282N R’ H 5, [11.1.8ZH]
(FR#L)

9.3.1 KAl ELeA v ¥ —7 z v UBANCEB N T, IHBEREEORENH D Z L HEE LT,
728, KERO EU TIEHFZE (Child-Pugh B) UL EE (Child-Pugh C) DOiFREEEREE D & 5
BE~OAFNOEGIIEZTH D, (VL 8. (1) EAZRFENWEM & WIHER) DOESM)

(4) £JEREZHT HE
9.4 AIEREZERT HE
TERRS 2 FIREMED & 2 ZoMEITiE . ARANR G- H K O 4% 5- 7% — i I 3 U0 70 b At vE 2 FH
Ly HicfRET L, [955H]
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9.4 AFOIIRIZHT D LEMEITREFT L TN & PILORR - FFRREAEICET 25308 %9 10k
WTHER OB RRBO LN o E L, (VI 6. (B) iEiw DHEZH)

(5) LELR

9.5 HE4F

T0 XOTAER L TV D ATREME D & 5 2RI IR, 1R O AN GERMEE ER 5 &l S
LB OREETDH L, AR =7 A4 P LE AR - JRIERAICET 2 ERICB W
T, AUC Hhlg CRERMEEE AR IS S T 2 & DIRE L IR ABFE D HIL TN D 39,
[9.4 2]
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( [Vl 6. (4) EIHREZ AT 541 DS
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(6) =ELi%

9.6 3L
R EOFRER ORFLREORGRMEELZBE L, FALOM UIF 2RI 2 &, o
A —T7xn CFNZBWTT v R THHHF~OBITRRD 5TV 5,

(fR)

9.6 XM EFHELE LTREL:, A F—Txzuy TIL7 722K TF v s O~
DOBATRHE W S Tnd, ZORETIE, BT v M YCEH#HI/M v F—T
TV 7 -2a % HA| T EG-RE O RFENM) O M35 K OV TR REIRE A JE L TR 0 it
DOFFHREBATIXIME LV HIEWZ 2V RENRTWD (AUC Ol Tl o) 1/25) ., ( TVIL
5. 3) it ~DOBATIE) DEZM)

(N NR¥F

9.7 INR
N Z xS L U T ERARRRIBRI TS L Ty,

(fR)

9.7 — i FHE L TRE Lz, ENAOEKRRRICIB W TNLE 2t & U Tomihids:
ARGV AR

(8) Bk
9.8 EE
BEOWREZ F0ICBE Lan s, EEICEGTHZ L, —ICABEBENMIET LTS,

(fi##1)

9.8 — XML IEEFIEL L TRE Lz, EWNA ORI W TESICET 2 MahTE L <
W Teds. AAIORHEIE BN REfRAT (RERRHERE 32 5. PV /B3 168 73 % £4u, 20.0~
85.0 ik, A 54.3 5%, HRAE 56.0 %) (2T, FERIE, —IRBIGEHE ERL [HEEMH : ka
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HYT D,
(fR)
NI B =Tz T T 72 O T A o —T xay TV 7 -2b OIRYFE AAEARER D
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TERMBEFIZAHTH D
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CYP1A2 O HE INODOEAORERNERS | X7 A X —T v
FHT 4 na>Bzrnnd s, T 7-2b GEInFHLH#
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RIL v H—Txa v
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v TNT72b (T A hry) 1E, CYPIA2 DB THLH 7 =4 D AUC % 36% 5 L
TEHREINTND %),

AFNOIEEGARFER (in vitro) TiX CYPLA2 (Zxtd 2 EHHLENEM & QW RME 7R PSR
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CYP2D6 DEE : A hFuu—nN, TI RV TFY v, Ab7urlT3IFE
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PRIV

DA > 2 —7 = v K E OGP L0 B HEEERHIEH 2358 S dv, B ik S o i £k
BAOPBHEEST D ERRESINTHDEZ ENLHRE LT,

SR RS

oA 2 —7 o BEEOHHICL Y BRES (B - BHBHEE) (28T 5@k
DOHENFHEDLZENRESNTVDZLEDLRE L,

8. ElER

1. 8l¥ER

ROBWERRH bbND ZLRnHDDT, BEE 3TV, BEBRD bNIHEITITR
Hamib4 %72 WU AEZITO 2 L,

(1) EXGEEA & MEER

1.1 EXAEIER

11.1.1 152 - 52/, BREK., BIKE. HEMTEH (W LEEERH)

Mmoo, HERERNHObNDEZ LR D, £7o. BIRIE, WBROTEIND bbb, MET
BIIEDHZ N D, FIR, R, B HE R, SHEESERS 6 b HEI1ci
BeHEPIET DL BHMROAGICOWTEEICRHN T2 L, /2. ZhbOERN
ROOLNTHGAEITIE, BEKTHROBIEZMET 2 ENEELY, [12, 82, 911 &
]

()

1111 ERIMNCEBWT, 19 2H 205 o, BRAMER, Bkis, WRAOTTEINECHZ 5D
THESNTWVDZEPLEE L, REOBRICIZEF ORI H,ER L, AR, K&,
MR, TEREAAE, BB, BN, SRS RD S b GAaci3&k 52k 572 L,
B HGAEDO ATRIZOWTHEEICRFT 5 2 &, £z, BFE. ZONi#ESE, KOFEEICx LT,
R[rCITEN D B 7B b, 5 DO -7 RIECHEAL, BB A EAER 2 &0 HRITENC
B2 B2 LTI L, 2D 0MiEN D Sbn-Haicid, BEhICEREME %29
LEHEESLH L, T s | TEEAREANER . HFEOWREATIEREIC
BT 2R Of#EbSRT L L,
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11.1.2 BEHES. k6. RAHES. T2, 8. tAX. #il. 8. BMERER
(FIEEE) (Wb EEAR)

(fRE3%)
11.1.2 RN T, e, S8 Sl Ok - fEENRE S THD 2 Lnb
Lico FloA 2 —7 xu  BHTH 26Ok « MEEEN#E ST 5,

11.1.3 BARIRHREES
FORIRHSEETCHEE  (0.1%A40) SUTIKRT (2.6%) MEENIIRIET 22 EnH 5, FIRIRERE
DOEFNEE L WA I, EOTIE2ZETHZ L, [84, 9.1.3&H]

(fL)

11.1.3 EWNSMTEBN T, HURERERETTHE SUIHUIRIRBEREIR T OEESUIRIEN | S TnD 2
EMDBREL, T IEEREANER] . HEOHREATLEEICHETLER] O
RbEZMT L2 &,

11.1. 4 #ERFE GEEAR)
PERBDHEENIIRIET A LBV, PERBELETS VTV F—v &, BIEIZESL Z &R
»5b, [85, 9.1.5 5]

(fE3)

N4 A 2—Txay TNLT7 720 8K 2 EG SN EBFITBO T, L BBERFEOFTHLIE L O 2
FREPRIR & G e IMBHE NS STV D Z 0 BRRE Lz, 1T 2 B OB IR IR 23 U
FIEL, BERBMEY b TV R—=3 R BEEICED RN S H 5720, E BRI OB E <o b 4%
OBREZIT S 7o PEEE2 02TV, BENRD SN RS2 Ik L, @Y 2@ s
152k, PFEC TEEREAMER) | FEOEREATLEFTICHETLIER) ofitdd
ST HZ &,

R
i

.15 DEEE LAY
O, DA, DFEEZE, POLE, RNEIR (DFEMB), DEEEIRE) SF03H bbb s 2
LD 5, (86, 9.1.6 /]

(fR)

11.1.5 ERIMTBWT, OFE, DARAE, DIFFEZE, PLiE, NENR (OFEME), DEMEFIRE)
LEODMERENRESN TS ZEDORERE L, DINERBOBAEREO D D BEIL, AH
BHEHRIZODMEFREICOWTHREICE=4Y 7 L, BEPBOLNEEAIITEGEZHIEL,
WO REZITH &, BEEXEIARERLIERE [ ha— A REOEME, 5 -k
ODARE (NYHA 72 2 D L) | EEZROAENR, EREEIINZ, REEPESE) ik
UL DRRZE R T AR TE 2 FE LT BE~OM LT 2 2 &, OR8¢ THEEREANEE |
REDE RAATLEEICHET2ER] OO ESRT 5 &,

11.1.6 FEMMA BEHERH)

BN Nk, RUR R S OREI SEIR . E o, M X REE N D S b3k 5 a2
kL, BIBREARNVE RO GEOMEY) RMEEZIT) Z &, [1.2, 87, 9.1.7&]]
()

11.1.6 ERNIMCBO T, MEMEMROFEBNHRE SN TND 2 EDLRRE Lz, Mizgthi, R
N, R R S O BRI SRAEOHE X AR & L THBLT A ZEBHY ., TRHOERES
DI BERRD LNIZIEAICIE, AFlOBRG 2 dIE L, BIBRERLVE CH OG5 OmEY) 72
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WEZATH Z &, OFET VS | THEELRAARNER] | FEoYRzA 4588 28T
HIER] OFRLEMRT 5 &,

11.1.7 IRfEF

MERUE (BEAH) F03H 60N ZENH 20T, ML, #M B BE N OHE R FHEIE
DOEEICEET S 2L, [885H]

(FR#L)

1117 ERIMTEBENT, MBEN#E S TWD 2 ENBRRGE Lz, MR, )M [ 5 & Ok
PRIFAANEIE DI ER L, EMAICIRERAE 21T 0 2 EBIZE 2 +01247V, BRENRDO LN
EHEE i3 kG e PIE T 572 8 WURMEZIT O 2 &, FRS, BERPRCEMLE 2 £ OFEAE
(CBIE S DR EE AT 5 TR AR GBRMGHT R OB G- PICIRBH R & 2 5210, R, H1
JHET. BEFH O R L 2GS ITEONCIRBEOR R 221 5 L) B 28+ 5
T, PRET TEEREANER] ORI L L,

11.1.8 FFREEEREE (23.7%)
HHPHE LW R T VAT I —BD EH M5 IFHEEERENH O b GA8 1213 e o &
Haik L, @URNELZITH) 2L, (84, 93.15M]

(fi##n)

11.1.8 ERNIMCB W THERTEREESREINTND T ENORE L, EMrICIFHRER
HTE2ITO R EBEEL TIATV., BERPE LWL VAT 27— D LHE2MES IFEERH &
bNTHAIITESHICHE G ERIE L, WYRLEEZIT) 2 &, PR THEEARRANER |
MEEOERAATHRFICHETIEER] OffbsRT 2L, ok, KEKO EU TiEH%%
J£ (Child-Pugh B) XIZ S (Child-Pugh C) DATHEREREE D & 5 BE ~DARF DO 513 Z T
b5,

11.1.9 2HBEEE BHEERH)
AMERREE 27 o —VIERESERL b Z b5, [84, 9.215]

(fRL)

11.1.9 ERMCBWT, BMEEREE, * 7 —BREEHEOEEREFREENRE SN TNDLZ &
MBRRE Lz, EMIIICIGGE 7 VT F = FOBKEMRE LT O 2 LBIZ L oIttty &5
PICREDRBO N HE TGP L, @YRMLEEZIT) Z &, IHET MEEREARR
EEl . REOEREZATLEEICHTLER] OREHLERT D L,

11.1.10 REESE (BHERY)
of 5 M 5% R BE A iR SiE (Toxic Epidermal Necrolysis: TEN) . FZ & kAR JE %  (Stevens-
Johnson JEERE) EDHEERKEERENRH DL ERH D,

(f#31)

N0 A2 —Txmy 777 8EERL INIZEBFEITE T, H R B 5 i iE
(Toxic Epidermal Necrolysis: TEN) . R kEEHRE R (Stevens-Johnson SEMERE) DS /2K
JEEENHRE SN TND, BEGFITBELZ +0IUTVWEERRBO NG EICFEEGEEHIEL,
WU R E 21T D Z &
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T BgE (B ARI)
GREGE L 720 | BUUE, MRERH SN ZLBH 5,
(fRE3%)
1111 KFOREIZE Y GRG0 | BUE, HRERHSDONDL ZLR3H D, HEIX
B E 0 IATOWRFEDPRRBD DN LG AT RS 2RIk U, @U@ s175 2 L,

11.1.12 JHEERE GHEARH)

e (Pl %) | EerEES. BERERBRErRL DN D Z L35,
(FR0)

11.1.12 EPSMTIR T, e it (P, mE%) | ErERS. it RIBR % 2 588
52 ENMESNTND, BETIBREEZ T2IATOREPBD SN GE I3k PIE L,
WY RALE AT O Z &,

11.1.13 BE&HH
M EREDEA (3.2%) | M/NREDED (1.9%) | LMERIEAE (BEEERET) | MERERLERIE
BEEEARE) | AMERBAIE (7.0%) | f/hMRAAE (121%) | &l (6.4%) E3dH 50
nNoZendbs, (84, 9145

(FR#L)

11.1.13 ERSMCRBW T, AmERED (3.2%) | fv/MrEsd (1.9%) | JLinEREAE (BEAE
AU EERERIERAE (BHEEAREA) | AMmEREAE (7.0%) | o/ EAE (12.1%) . &l
(6.4%) FEOFHMBEINRESNTND ZENLRE Lz, EHICMEFIREEZIT O RE
BREL 10TV, KEFIZREPRBD ONSHEIIRGETIL L, WORAEZTS Z &,
R C THEEZREANEER] . HEOEREATLIEECHEHT TR ORLHLERT S Z

&

11.1.14 Hi

i (BEARB) EXbbbind Zendbb, [9.14, 9.1.95 ]
(f#3)

11114 ERAMIBW T, IMEMESEOH AN HE I N TWD, BSHITEEL 0TV RE N
BOONTHAIITEGAPIE L, @ORAELZITI 2 &, T REEDOERE AT HEE
BT 23R OREbERTLZ &,

11.1.15 MmigEwfE (BHEARP)

RS, BHEEMIESRNH LoD Z LR d D,

(f#3)

11,115 [HPMTI W T, INiEZE, IZEMIESE O AR ZERIEN MG SN T\ D, K5 TII8l%E%
TATORENBO DG I3 EG 2Pk L, EORLEZIT) 2 &,

11.1.16 B2 RERE BHEARH)
HOAEBRRIZ LS b A iEk - #uE Tk, it giin, R i s M S B
(TP) | WIGMERGR, BEIY v~F, Wt, M) 7~ h—FT A, ERXK, 7+—7
K/ - JFEFEE] DhobhbdZ EndH b, [9.1.8 2]

(fR)

11.1.16 ERNfCBNT, A Z—Txuay 777 8EOEEIZ X0 AT, M2,

R B PESE B (ITP) | {BIBIMERIGR . B Y v ~F, Hft, 28k ) 7~ h—
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T A, MER, 74— b - JREREO B CREBRRITIED R - BiESHE Sh T
WD, AFIEGTITERICREZAT O 2 EBRE ToICiTY, HEREIRICE D LD
DI DIEIR « RN H b HE I3k G 2 PE L, WYRLEZITO Z &, HFET
EDOHREATLREICHTIER] ORISR T L L,

1117 B REBEAGS (HUS) | midtEm/MREDERBER (TTP)  (EEAH)
/A, i, BARLE LT 5 HUS, TIPS Lbhd Zenbsd, [8.95H]

()

11.1.17 ERSMCBNT, A v Z—T7xay TOA7 7 8HOR5IZ L0 /W, Zifn, BR
kB E T AWM R FIEEGERE (HUS) | e s PSRBT (TTP) s Sh
TW5, AAEFEG X, EMMCmEma /o, RiERkE, R mgGE) CEHEER
BEE2ITH R EBEE 01T, BRESBED ONEHGAIIREGEE I L, @Y A0EETT 5
Zr, OFETC THEEARARANEER OEHbLERTL L,

11.1.18 BBUYE
Yavr (BEAH) ERHOLONDIENHDLDOT, ARE, ANRE, A, IZE.
R, BT, MERTERD LGSR EEELICHILETHZ L, [810 3]

()

11.1.18 ERAMZBNWT, A FZ—Txay TA778HOREIZE 0 RPE, DONESE, FA
. IZE, EE. BT, MERTEOEREZMED v a v 7ERHREINTND, T OfER
Do OLOLNTHAEIIIEGEELICHIE L, REIZS U CHERAELZITI 2L, Yav i %k
B OBEIEEOKGZE TRIT 272012, BN+ o M2 E2T0. A7) v o
RO NSOGB 2 Fhi L= I 526G 22 L, £, TLAX—FROH L HBEE~
OEGIXEEIITY 2 &, T THEEREANER] ORbEsRTL 2L,
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(2) ®ntoEIER

11.2 z0thoEIER
5%LL 1~5%ATi 1% AT
EHIER | A T U PRRR R FE e L 3]
(9.6%) . #5 (11.5%) .
S (6.4%)
FEt . ROrEhEE, SENE. ek | BUEREN. Ao b,
P R DEV, HIR AR AR P
ST ik vy -GTP k¥ (9.6%) 7L hy) 74275
H—F¥ kA
HEER hiE, DEEBESESK T
TH b T (5.8%) L I N 8 57 REEE . 0PN R
B & EE (14.1%) . W5, W5, KRB, §RAE | ZIHE, i e K
Z D FEIE  (6.4%) Iy EHVEZ O FEIE
R - | AR (8.3%) | VURESiE. i E#s TR B, B R R
R (6.4%)
) ES MOk, RN, S AE
PHE I ) S
i NN )
B HERAL TEREALESRE . TEHEAL
Z 9 FERY
Z DAl R B2I7 vz a7 ) | i BURBRFRG AR VE 4 | i FLER K SR R 1
HM (20.7%) An. H R ARG . A REEE N, MR
RN S
) ENE DR (A19-201 3BR) ¥ K OVESNE 1N FEEABR (PROUD-PV #BR) 20 ofERIc
ROXHEZRERE LT,
(fR1)

EINE 1SR (A19-201 #kEk) M ONESNEE 1 AHERER (PROUD-PV §ER) (Z31F 2 EIVE R B
MIZEVRELE,

- [EANE N AR (A19-201 BBR) IR A AK O EREIER (BBUBEE>10%) 1, BEE
55.2%. JEIT KA TN o PREREBNE 27.6%, ALT ML ORT B2 I 7 r7a 7Y 4
A3 20.7%, AST HEMKL ORI 17.2%, IFHEREMA A, 7B HiAEA % 13.8%, GGT
W, EHHAIEOS. BERE, BSTR L O MRS 103% ThH-o7- B4, (V. 5. (4)
AEAERER ) DIEZR)

- WESNVE 1N FIRRAERABR  (PROUD-PV iRER) (281 D AKIO ERIER (FEEMEE>5%) 1. 1/
MOBE 14.2%, GGT HEN 9.4%, HMERB/IE 8.7%, J%57 7.9%. A 7.1%, i, ALT H#4
. JHEEE BR. A T o ERE R, BIETR L OVE O FEIEDE 5.5% Th o7z 1220, ((TV.
5. (4) WEEruBR) OESMR)
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SEIERRBRE—K
ERNE I FEERER (A19-201 3XB& * ') IS 1T HEIER (RBEE 10%iE)

it
R BSE 29 43
RIE I FEEUI (%) 29 51| (100.0%)
RIE 5K 185 1f
Sl ERUNLE]

BN FEEFH B (%)
BI{EA 185 14 2941 (100.0%)
ERRIRE

R B2 7 a7 a7 ) N 6 14 6 %1 (20.7%)

ALT 9 1 6 51 (20.7%)

AST Hi/n 10 4 541 (17.2%)

JFHRERR AT B 41 415 (13.8%)

GGT #4/m 414 341 (10.3%)
KERB X O THdkEE

it B 16 14 16 f51 (55.2%)
—i% « 2HEER XGRS ORRE

W 57 26 1 8 (27.6%)

A VT NE P RER R 16 85l (27.6%)

FEEN 10 14 4% (13.8%)

AL SO 10 4 31 (10.3%)

s 414 31 (10.3%)
B IEE

T 11 541 (17.2%)
B ERRE L UM A REEE

PR 714 441 (13.8%)

ESJEiNn 3 31 (10.3%)
MEFR LY R REE

2. 41 341 (10.3%)
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HBHVEE 111 #85KER (PROUD-PV 58BR 12 %0 ) ICH T2 AFIFHOBRIER (R 5%iR)

it
NIRRT XS 127 3
BIVE 38 BUBIEL (%) 76 151 (59.8%)
RIVE R EA 369
PRERIRHE Aé?@ﬁ
FEARGE " "
B FEELIH (%)
BIYEA 369 f4: 76 51 (59.8%)
MR LY V3R EE
1/ RIS S 32 1 18 f51 (14.2%)
3 1 BRSO iE 27 1151 (8.7%)
E=yi 81 741 (55%)
HRRARE
GGT 151 12 51 (9.4%)
ALT #n 7% 761 (55%)
i =ee o 91 741 (5.5%)
—i% - 2HEER X RS ORE
it 34 1 10511 (7.9%)
A TN YRR 7% 711 (5.5%)
HEBRRE XU AHEEESE
ESfEin 1114 741 (5.5%)
i1k 111 941 (7.1%)
BER L O THMRES
Z 9 FEIE 36 7% (5.5%)
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BHVE 11 ARk 5 588R (CONTINUATION-PV 3(8& > ') ITH 1+ 2 AKIBOBIER (FHE 5% )

il
LR VERRAT R 5 95 5l
BIVE R 3 BLBIEL (%) 73 51| (76.8%)
RIE R F B 613 {1
BEHI AR bl
FEARGE - "
FEBUEL FBGIE (%)
BlIVER 613 {4 73 %1 (76.8%)
MR LY V3R EE
M N iE 67 {4 24 5 (25.3%)
1 1 BRI iE 120 4 2111 (22.1%)
E=yi 19 4 10 5 (10.5%)
HRRARE
GGT #4/n 411 1141 (11.6%)
ALT #4n 211 10 51 (10.5%)
AST #4101 1314 941 (9.5%)
1 1 ER AR 1114 541 (5.3%)
JFiESE b5 10 7 51 (5.3%)
HEERRE XU AHEES
i PR 14 14 10 f511 (10.5%)
—i% - 2HEER X OCERETAORE
957 34 1 951 (9.5%)
179 13 76 (7.4%)
FEEL 13 14 761 (7.4%)
P AEE N T 7% 6 %1 (6.3%)
KR & OB THmES
Z 9 FEE 64 1 76 (7.4%)
it =i 8 4 561 (5.3%)
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9. BRRERRICRIZTEE
BRE S TR

10. BE®RE
RESN TR

1. BRALOEE

14, EHEEDEE

14.1 EFFRRBOIE

14. 1.1 RENIMORA] & ORFTEEITHORNT &,

14.2 EXIBREBFOZE

14. 2.1 FEREALIZERIET L, [Fl—3AL~D KEEFNI TR &y,
(fE3)

14.1.1 —RAOREEFIHE UCRE L, AFNIIhoRA L RAE L CHERA LEZBEOT —Z 13720,

14.2.1 M EFEE UCRE Lz, AFIOENSE AR (A19-201 588) 2B\ CTlE
SNSRI SUGIE 4129 1 (13.8%) ([ 11 THV ., £ HH 341 (10.3%) 10 i B
Ho EHWER) HESnZBY, (V. 5 (4) REERER) OIHSM)

12. ZOHDEE

(1) BRERMEAIZE S < 1R

15. ZDnEE

15. 1 BRERERAIZE D < [E#R

ERARRRBRIC BV T, AFNCH T D HUROEANRE STV D,

(f#)

15.1 EWNE N AHREBROREBERME Tz, 29 Fif 3 #] (10.3%) crXr A X—Txa T)b
7 7 -2b FLEWHE (ADA) BHERREOONTZZENLRE LT, =72 L, RBEKTRIZIX
EHINEETH -T2, T2, BRBRPIRHICR Y =F L7 Y a—/ ADA BN 8 HilIcED 5
L, BRI TS S 2 BIBEBETH 572 1319,

(2) JERREREABRICE D < 1H#R
FRIEIITWRUY,
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X. FFERIREARRICEET 5B

1. ZEIEEHER
(1) FBhIEEHER

[VI. HGNHEEICEET 2IEE | OESH
(2) ZREMEBRRR

B BHE T 15 155 s
A R ik B B i FrRl g R E T
D& hERG 7 U 7 LEROMAEFERIL, 0.3 K
(F—& v | HEK293 #ifld | invitro 25uM T, ZiIE4110.8% % 1049.9% T &H
Ny F U T | &4l 0. 0.3, 25uM ST, BYEBOT L7 =F 2 60 nM
) DOILELRILT7.1%TH -7,
< RIR ER (CE9385°C) ¢ 54% 180~
840 4y DT, 600 pg/kg T3PE, 0K
60 pg/kg TH 1 ILIZFE D BTz,
DR ORI & ZAUSHES QT K -
» 5 <7, S z H 0 ANEN
. T 45 4 T 0. 60, 600 pg/kg A °
—i) - SEHIBIRED 15 : 600 pg/ke O 1 PLI
B bT,
< FETT, RBRIE B ICBRE T D ENK - B
. RE~DOZBIZTRD HNRN-o
776
PR | 5o b/SD f%fﬁ?g CHRATED. [ AR R O R R
(Irwin ) 1 4 6 It N S ETREITRD bR T,
20 mg/kg
I 2R 5. b /SD BRI ERIRN £ 5 6 WFfHIZ D72 D FER /X T X — & (—[al#t
(f/‘:l/%x% % 6 It 0. 0.1, 1. %iz SRR, PR ISR S
77 7iE) 10 mg/kg BT oo T,

HEK293 : t MBI

L7z QTc [Hk&

(3) ZDfbDIEHER

TR L

H R ig#iiE 293, hERG : t b ether-a-go-go B (s, QTCF : Fridericia (2 L 0 ffi1E
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2. EHHR

(1) HEEE5ESHEHR S Y
B[R B G B O BB E M S v TRy, Ty b E AW BRI R OSIE R TG T 0
BT D HEEGZORRE (THR) | W =7 A vz A7 i A =i E & O E R %
HatEaiR N BT 2SR G Z O bR S iL. 7 v RROT =27 A P TIRTHI K OE
PERPEITRO T, 7 v MBI 2 O BRI 20 mg/kg # & B S 7,

R R | &5 o e i L
B B | I (mglkg) (mg/kg) PR
? b4 }\/ S — ~
BAF7p B A R L, BeGCBhE
ﬁckéjﬁc%f% a 0. 02 2. 20 “A | Ui oo,
(2) RfEZSEEEHR Y
R R | BH 3 53 o TR ES9sin)
R | R ! (mg/kg) (mg/kg) (mg/kg)
ERARIEIR, A, R, Mk
PR, LR, R
AR YA 13 R 7., fEEREE, TR, HERAERR
CD (SD) IGS o (E 1=, |0, 04, 4 TR, BB B L
iy FH13Mm) (1.4, 4 [7815]2 | =Z&(LITRBD bR > T,
4% 10~15 Jt 4 AR A8 PR BURIGIEEN ) DMFIE L,
MEK Y o e85 KIF LT
AHEME DRI X T,
- 6.75 : FER R AE SOIL R R fE
() | i/ CER DR
TNAHY T AT 7 X —YH
DORFET
- 22 REOKRERA, BED
RiERE, ~€E7/n e kO
~< ~Z7 Uy MEDD
43 -zmm:%%ﬁmﬁﬁ@ﬁw\
F (3~a 8= |0 WEA, 7T, Iy
=04 & LA oh5 6.75 IR OV U A ORREE D
i3/ sgE) |2 675 [283 151" | 4 FoR (i)
£ 3~5 L 4%%@@ C - 2R BREKT (BH
BHETHE SR D & -
72) . APTT OER, JRBEHARE
TR TR G S M
=i (%< ITY Bk, w2
07y — O I JE P )
NRO LT,
- EE TS CORT RN EIE
S EEAE 28 2 5 7=,
Moy b EREORERD
o/ 14 H[W |0, BEEEORD ., MEKT, #AEE
=4 BT GH 2=, |6.759, — OEREAR T, A ERER O
HEE 4 3 T 4 [A)) 6.759 ERECEEIE O (FtEe v b
O, BEKE e v b OMERE) |
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HErE

(mg/kg)

BV

(mg/kg)
A HE L ERBOEEIE OGN (FEdE
=y FOME) | APTT DIER,
ALT. AST. BUN KT BUN/C
EoHEMm, WITHREA., TV
Ty, ruaTd YV UERNNY T
Ut U FoRA, Rigm (FHE
2y MO, R e >y Ol
) . MIREEOBD KOO E
ANEZERE ., M D BEZ S0 % M fa o
& & PR (FEtE e v b o
e, BERvw > FORE) | MOIR
AR E
oy MZEZEDOD D EIT
ot
FEEEDOIK T, MERARMERE D
A, WONCIRMERE, ~F 7
ey KON~ b7 Uy MED
B, AMmEREL, U2 RER
B O RRERER OB FE TR/, I
NZaFFERE (o FH) DD
HEFRICEREIIE®ROH 5
ZX ol
a) b MIBITARKROTEMKAR (500 pg : 60 kg (AE T 8.3 pgkeg I2HHY) L OIET, B hd 8.3 pgkg

L7 v b TIE51.46 pg/kg (8.3 pngkgx6.2, IRERMMAR) ITHE L, ZOEMICHESWTHERM LT,
b) b MIBIT D AHE (540 pug : 70 kg RE T 7.7 pg/kg (ICARY) L OHEET, & hD 7.7 pghkg 13 =2 A
P TIL 23.87 pgkg (7.7 pg/kg X 3.1, ZHRED ITFHHS L, ZOBIEIZESWTREII L,
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1. EENETORFTRR

2023 4 3 A BIME, AANIRIGEA (EU) (PS04 : Besremi) R OCK[E (PE5h4 : BESREMI) T&GR
INTWD, BIMZBTDEBRBUIATO LB THY . ENOZEEXIIZNE, AELXOCHE LT
BIp B, ENOEBNEOFRP CAFZMH TS Z &,

(1) EU ROKEOTHMIE

4 EU (il : 20234F 1 A 25 H)
MRoeAE 34 PharmaEssentia Corp.
AOP Orphan Pharmaceuticals GmbH
HR5E44 Besremi 250 micrograms/0.5 mL solution for injection in pre-filled pen

Besremi 500 micrograms/0.5 mL solution for injection in pre-filled pen

AT - Bk

A (R L7 40 FEUED | 250 pg/0.5 mL & UF 500 pg/0.5 mL

HGERAEH B

201942 7 15 H

IR EESIIES

4.1 Therapeutic indications
Besremi is indicated as monotherapy in adults for the treatment of polycythaemia vera
without symptomatic splenomegaly.

MER O R
(—HREmE)

4.2 Posology and method of administration
Treatment should be initiated under supervision of a physician experienced in the
management of the disease.

Posology
Titration phase

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

Maintenance phase

The dose at which stabilisation of the haematological parameters is achieved should be
maintained in a two-week administration interval for at least 1.5 years. After that, the dose
may be adapted and/or the administration interval prolonged up to every four weeks, as
appropriate for the patient.

If adverse events develop during therapy, the administered dose should be reduced or
treatment discontinued temporarily until adverse events abate; further, treatment should be
re-initiated with a lower dose than the dose that caused adverse events.

If an increase of haematological parameters (haematocrit, platelets, leukocytes) is
observed, the dose and/or dosing interval needs to be adapted individually.

(i)
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Method of administration

For subcutaneous use. The medicinal product is intended for long-term treatment and can
be administered by a physician, nurse, family member or patient when trained in the
administration of subcutaneous injections with the pre-filled pen. The instructions for use
in the package leaflet should be followed.

The recommended injection site is the abdominal skin around but not within 5 cm of the
navel or the thigh. Do not inject into an area where the skin is irritated, reddened, bruised,
infected or scarred. The pen can be adjusted to administer doses in 50 microgram intervals
in the range of 50 to 250 micrograms or 50 to 500 micrograms.

[El 4 KE (R - 2021411 A 12 H)
MR FEAR A4 PharmaEssentia USA Corporation
i gnea BESREMI injection, for subcutaneous use
FIE « Kk HSH (Fr7 400 R U ) | 500 pg/mL
HRAFEA A 2021411 A 12 H
BRSPS 1 INDICATIONS AND USAGE
BESREMIi is indicated for the treatment of adults with polycythemia vera.
HEEUOHE 2 DOSAGE AND ADMINISTRATION
(—HEBEWE) 2.1 Pre-Treatment Testing

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

2.2 Recommended Dosage

Patients Not Already on Hydroxyurea:

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

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

Patients Transitioning from Hydroxyurea:

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

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

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

- Discontinue hydroxyurea by Week 13.

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

Monitor patients closely especially during the titration phase. Perform complete blood
counts (CBC) regularly, every 2 weeks during the titration phase and every 3-6 months
during the maintenance phase (after the patient’s optimal dose is established). Monitor
CBC more frequently if clinically indicated. Phlebotomy as rescue treatment to normalize
blood hyperviscosity may be necessary during the titration phase [see Clinical
Pharmacology (12.2)].
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2.3 Dose Modifications

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

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

Table 1 Dose Modifications for BESREMIi Adverse Reactions

Adverse Reaction® | Severity Dosage Modification

Liver enzyme Any increase above baseline Interrupt treatment until recovery,
elevation with restart at dose 50 mcg lower than the
concomitant interrupted dose. If the interrupted dose
bilirubin elevation, is 50 mcg, refrain from treatment until
or other evidence of recovery. Consider permanent

hepatic discontinuation if toxicity persists after
decompensation four dose-modifications.

Liver enzyme >5 x the upper limit of normal | Decrease dose by 50 mcg; if toxicity
elevation (ULN) but <20 x ULN does not improve, continue decreasing

at biweekly intervals until alanine
aminotransferase (ALT) and aspartate
aminotransferase (AST) recover < 3 x
ULN if baseline was normal; 3 x
baseline if baseline was abnormal, and
gamma-glutamyltransferase (GGT)
recovers to < 2.5 x ULN if baseline was
normal; 2.5 x baseline if baseline was
abnormal.

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

>20 x ULN Interrupt treatment until ALT and AST
recover to < 3 x ULN if baseline was
normal; 1.5 x baseline if baseline was
abnormal, and gamma-
glutamyltransferase (GGT) recovers to
< 2.5 x ULN if baseline was normal; 2
x baseline if baseline was abnormal.
Consider permanent discontinuation if
toxicity persists after four dose-
modifications.
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(—ERE ) Cytopenia Anemia: Hemoglobin (Hgb) <
8 g/dL

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

Leukopenia: white blood cell
count (WBC) <2000/mm3 but
>1,000/mm?

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

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

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

Interrupt treatment until recovery of Hgb
>10.0 g/dL, platelets

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

Leukopenia: WBC

>75,000/mm?, and WBC >3,000/mm?.

Consider permanent discontinuation if
toxicity persists after four dose-

Moderate, without suicidal
ideation

Severe, or any severity with
suicidal ideation

<1000/mm?3 T
modifications.
Depression Mild, without suicidal Consider psychiatric consultation if
ideation persistent (>8 weeks).

Consider dose reduction and psychiatric
consultation.

Discontinue  therapy, = recommend
psychiatric consultation.

@National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE), version 3.0
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4.6 Fertility, pregnancy and lactation

(202341 H) Women of childbearing potential/Contraception in females
Women of childbearing potential must use effective contraception during the treatment
with ropeginterferon alfa-2b, unless otherwise discussed with the physician.
Pregnancy
There are no or limited amount of data from the use of interferon alfa in pregnant women.
Studies in animals have shown reproductive toxicity (see section 5.3).
As ropeginterferon alfa-2b may have the same effect, Besremi is not recommended during
pregnancy and in women of childbearing potential not using contraception.
Breast-feeding
It is not known whether ropeginterferon alfa-2b is excreted in human milk. A risk to the
newborns/infants cannot be excluded. A decision must be made whether to discontinue
breast-feeding or to discontinue/abstain from Besremi therapy taking into account the
benefit of breast feeding for the child and the benefit of therapy for the woman.
Fertility
There are no data on the effect of ropeginterferon alfa-2b therapy on the fertility of females
or males.

KEOEASCE | 8.1 Pregnancy

(2021411 1) | Risk Summary

Available human data with BESREMI use in pregnant women are insufficient to identify a
drug-associated risk of major birth defects, miscarriage or adverse maternal or fetal
outcomes. Animal studies assessing reproductive toxicity of BESREMi have not been
conducted. Based on mechanism of action and the role of interferon alfa in pregnancy and
fetal development, BESREMi may cause fetal harm and should be assumed to have
abortifacient potential when administered to a pregnant woman. There are adverse effects
on maternal and fetal outcomes associated with polycythemia vera in pregnancy (see
Clinical Considerations). Advise pregnant women of the potential risk to a fetus.

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

Clinical Considerations

Disease-Associated Maternal and/or Embryo-Fetal Risk

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

8.2 Lactation

There are no data on the presence of BESREMIi in human or animal milk, the effects on the
breastfed child, or the effects on milk production. Because of the potential for serious
adverse reactions in breastfed children from BESREMI, advise women not to breastfeed
during treatment and for 8 weeks after the final dose.
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KEOTRSSCE | 8.3 Females and Males of Reproductive Potential
(20214F 11 A) | BESREMi may cause embryo-fetal harm when administered to a pregnant woman [see Use
in Specific Populations (8.1)].

Pregnancy Testing
Pregnancy testing prior to BESREMi treatment is recommended for females of
reproductive potential.

Contraception
Females

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

Infertility
Females

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

AFNCB T DAKN D 194 ANREEATHH ) . 1956 . 9.6 %3l OHEHOLHEIILL TDO LB
DTHY ., WIOUATCREL TR D,
9. BEDERZHT HEEICETHEE (GR¥)
9.4 AJEREZEHT HE
EYRT 2 R[REME D & B e MEITIE, AFIPE G- K OB ik Pt 5-1% — E MR I3 ) 7ol ik 2 v 5 &
IR T AL, [95BH]
9.5 HE4F
B0 SUFIEIR LTV D RTREME D & 5 el id, 1RE Lo faiatt 4 LR 5 Sl sh 28
BCOBFEET L, RKEOH =7 4 FVE TR - lRIRREICEET 2RIV T, AUC
LS CHREARIR R S AR IS T 5 A& DIPEL O RD 5TV 5 %), [9.4 5]
9.6 7
1R OB IRMER O AR BEOR WL BB L, FHLOM S UIT LA RFT 52 &, oA v
Z—7xn CBFNZBNTT v N THHT~OBITRRD 5TV 5D,

(2) /NRIZEET DIMER

EU ORASCE | 4.2 Posology and method of administration ($:4)

(202341 H) Paediatric population

The safety and efficacy of Besremi in children and adolescents has not been established.
No data are available (see section 4.4).

KEOUSCE | 8.4 Pediatric Use

(2021 4 11 H) | Safety and effectiveness in pediatric patients have not been established.
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