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(RREZ~<~F=7L1LT150mg) 254
. i P 4 mAX~<F=7F U LK (JAN)

£4 : Fostamatinib Sodium Hydrate (JAN). fostamatinib (INN)
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U 72 BH 46 42 A B : 202344 A6 H
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5 FAES
ADP 75 )35 - U W (Adenosine 5 —diphosphate)
AKT vV / ALV A= EHEX T —Y (FueT A %) —+F B) (Serine/threonine—protein kinase
(Protein kinase B))

ALP TN UKRAT 7 Z—F (Alkaline phosphatase)

ALT T5=T73) 72 A7 =T —F (Alanine aminotransferase)

AST TARTX BT I ) hT7 A7 x5 —%F (Aspartate aminotransferase)

ATP 75 )=V v (Adenosine triphosphate)

AUC Mg - dhA FiEfd (Area under the plasma concentration—time curve)

AUCo s 24 WpfH £ ComEh - % T iEfE (Area under the curve from time of dosing to 24 hours
post dose)

AUCo 45 48 B§f & ComE R E-FEM #iR T HifE (Area under the curve from time of dosing to 48 hours
post dose)

AUCowo MR KB E COMBEFEE-RFW MR T (Area under the curve from time zero to
infinity)

AUCo. Eof& s BN S F TS R - MR Fiifs (Area under the plasma concentration—time
curve from 0 up to last quantifiable time point t)

AUC. EFIRETORGHRIZE T 5 MR E — R bR THfE (Area under the curve during a

5 dosing interval at steady-state)

AUC, BB A Mgy — i b i FiEfE (Area under the curve during a dosing interval)

BCR B fifusZ 1A (B-cell receptor)

BCRP AN AMEE H'E  (Breast cancer resistance protein)

bid L A 2EH&E (bis in die)

Btk T hUlF %) —F (Bruton' s tyrosine kinase)

Caco—2 b G B A ARAR  (Human Caucasian colon adenocarcinoma cells)

o) SYEHURRE (Cluster of differentiation)

CI {E#EX [ (Confidence interval)

Cuax e AET R (Maximum plasma concentration)

Crax, ss EFIRE COREIMAETEE (Maximum plasma concentration at steady state)

cv ZEEMREL (Coefficient of variation)

CYP > k7 1 A P450 (Cytochrome P450)

DAUC 1 Hd&7=0 o AUC (Daily AUC)

dP/dt pax FERERKRE(E (Maximum rate of rise of left ventricular pressure)

ECs 50%%h 2 (50% Effective concentration)

ECOG K E W0 AR IR RER 7 v ——" (Eastern Cooperative Oncology Group)

ELISA IS A E W 5 EYE (Enzyme-linked immunosorbent assay)

Epax AR (Maximum effect)

eNOS N —fip b 2 #Z A ##%% (Endothelial nitric oxide synthase)

Erk fifash s 7L aigi % —¥ (Extracellular signal-regulated kinase)

FAS IR OFFHT RS (Full Analysis Set)

FcyR Fcy &I (Fc gamma receptor)

GDNF 70 T HINEER B SR A e K+ (Glial cell line derived neurotrophic factors)

GP HEMAE (Glycoprotein)

H pylori ~YanxyZ—--vnal (Helicobacter pylori)

HEK293 b NG EBSHIEER 293 (Human embryonic kidney cell line 293)

hERG b NIRRT U U AA A F v IV iEEF (Human ether—a—go—go—related gene)

HIV b MMuEARLET A LA (Human immunodeficiency virus)

HUVEC b NS RN R AIE (Human umbilical vein endothelial cells)

1Cso 50%PH5EE S (Half maximal inhibitory concentration)

ICH [ 3 RGN E R S3 (The International Conference on Harmonisation)

1gG /1071 > G (Immunoglobulin G)

IgM 7 17 U M (Immunoglobulin M)

TP S P58 M I /AR I8 A E (Immune  thrombocytopenia) . 4 38 M i /N MR IBL D M 25 BE 9% (Idiopathic
thrombocytopenic purpura)

ITT Intent—to-Treat

IVIg s /a7 ) o (Intravenous immunoglobulin)

Kd ST E# (Equilibrium dissociation constant)




B&ER RENA

Ki PHZEE%% (inhibition constant)

MATE ZRI KON FEZYEH Multidrug and toxin extrusion)

MedDRA ICH EBEEIHKAFELE (Medical Dictionary for Regulatory Activities Terminology)

MRP ZANMHEREE BE (Multidrug resistance associated protein)

MTX A MMLFH—F

NA M U/FFTE 2 (not applicable/not available)

NADPH —aF U T IRTTF= X L AF RY U (Nicotinamide adenine dinucleotide phosphate)

NCI-CTC KEESE N AT OR ERFS LB HES% (National Cancer Institute—Common Toxicity
Criteria)

NO —mfbZEFE (Nitric oxide)

NOEL MR (No observed effect level)

NZW New Zealand White & (7 H¥%)

OAT BT =4 T AKR—%F— (Organic anion transporter)

OATP HHET = ViR Y ~X7F K (Organic anion transporting polypeptide)

0CT B F A vT o AKR—HF— (Organic cation transporter)

PD #F% (Pharmacodynamics)

P-gp P-FEE H'E (P-glycoprotein)

PK d@EhRe (Pharmacokinetics)

QA QA [HlE  COMIUHRYE o [RIEE 70 FRAZE)

qd 1 H 1 [FE#5 (quaque die)

QT QT Il

QTe DI E AW CHIIES N QT 86 (QT interval corrected for heart rate)

QTcF Fridericia i iE{EZ W THIE 7= QT Mg (QT interval corrected by Fridericia’s method)

RA B Y 7 ~F (Rheumatoid Arthritis)

Ret Rearranged during transfection 2% AJFiE s

SD AR (standard deviation)

SD Sprague Dawley 52 (J > b)

SK-N-SH b MEREEHIANE (human neuroblastoma)

Syk T o > > %) —F¥ (Spleen tyrosine kinase)

ti/ KR DOV (Terminal elimination half-life)

ti/e, ss EFIRBE TOTE I (Terminal elimination half-life at steady state)

tid 1 B 3[E#E5 (ter in die)

Tnax B R LIFE B 20 (Time to reach maximum plasma concentration)

¢ TE IR AE TR MR FE R R (Time to reach maximum plasma concentration at steady

s state)

TNF JEEESE IR+ (Tumor necrosis factor)

TT Hfm FEOR R AERERRE AN (Medullary thyroid cancer cells)

TPO Fa U ARARxTF o (Thrombopoietin)

UGT UDP 7' )V 7 v liptinii%s: (UDP-glucuronosyltransferase)

ULN EuAE FBR (Upper limit of normal)

VEGF & N EEFEIK+ (Vascular endothelial growth factor)

Ves EEARBED S (Volume of distribution at steady state)

A, FERM DOV I E E# (Terminal phase rate constant)
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FFEDRER

XY ROEE (— 4 RARAZ~F =T F MY v AR, LT, REIXIIARAZ~F=7) X, KE Rigel
Pharmaceuticals £t (Rigel ) AR L 7= DB SR EOFTF o o FF—FBHERATHY., Yu KT v 7
WETH D, AFNL DBEOT AV HRAT 72— (ALP) 12X - TV UEEENGIMr &, IEMEAKTEH 5 R406
RS D Z LT a3 —E8 (Syk) ZAET D,

G M MRS AE (ITP) 13% RO B QR ATH Y /MR G122 A CPiRARE L, i/
WRPERZERICHE ST AR, & L TMIROMENRHIIZIZIS 1 5 /MR OB TTHE LT/ Mk % k3, 95
RUT AR CTHURPE AR T O TIZ WA, TREOHERIENE L LTINS~ 2 1 7 7 — U3t/ MR B S ik
WL O AT Y = AL SN T/ ME REICERT 72D B IS T MEATEEL S, B fMias S oF)s
WEEHEREEZAM L, ~7 a7y —v, T M@k O B MRz L AWAL— 72350 LC, fuf/MRE bl
OEF R BEADPHERF SND EBEZ DN TNS V2,

AFNOTEMEA R106 D 1TP 125t AIEFIREEIL, Syk DIEMAEIRE L, ~ 27 07 7 —JICRHT 5 Foy SR
MUy TP MeEea T2 2 & T, PlUivMRB EFiR L fEE LMo~ 27 a7 7 — I X 5 &R K UMK
EEIHT S Y,

ITP ORBWIHEE % \Z1L, Helicobacter pylori (H. pylori) JEYHIED LA ZBRETRI A4 L. FREVREIC M/
BIEIB R DI NBE RN A, pylori JEYEMERE O 5 HLHM Y A 7 OEWEBEF I L CRBIRR M THOND,
ITP (259 21EWIE, 77— A b T4 VIRRICRIERE AT v A REEPHIT S, RA 0601 & O3l
MLTED S RTAEEE LT harRRTF L (TP0) ZRMIETEE, U Y%~ 7 HE T & 31T
END, WFNOREIES ITP ST 2HMZ =T 6 DD, KBIREIEIEA ORIWERIEER L AR5 65—
EIFET 5 2 L0, HEROIBHE L TR D EAET 2 B oW - 2 AN S h Tz,

FRgetE/ 180 TTP BB Z X5 & L 2 DO 111 MHERRRER (C788-047 75k, C788-048 7RER) H3FEHE S 4.
KENCBWT (BEERE THERAR 0 Th o 12180 TP DR ABE TR 5 /MU E DGR DRIRE T
#hF, 1100 mg 1 A 2\ (150 mg 1 A 2 [FIIIEEFA]) | OFEKOHET, 2018 4 5 A ICIRENIG S -, £ D
%, B E2EGLEETHRTESN TN D,

HARTIE, BARANITP BEEZXGE Lz 24 W (E1TH) KOIEERICEID2EMESL G5 1T HILOE 111 #)
THER SN D TTTHEIRBR (R788-1301 3liR) M FEM STz, T OREE., AFIOFRER LN S -2
ES . MEMERRFEME ML MR P ERBER ) &2 0B TR & L CHRLUEHGTRRERE 21TV, 2022 4F 12 ATk
REEE LT,

72E. ARANL 2020 4 2 A ITIEMERE MM MRBESRBERIRRIE S L O AEIRMLICEE BEE 5
(R2 #8) #5455 %) &N T 5,

ZD%., A THET A 1 BATERIERSR 0701 5 2 5. EHELH 0701 5 1 5 [EELOEKRFHEKOE LI
MBI SCEZ BT D TRERN/IBE] OZFROBIRCONT] ORI AT, 2026 4 2 HIZARFO
THRE ST % TR PERE R M MRS PR SRBESR | 0D TREREME & OVIB Sy e i MBS E | 2B LTz,

K1 LIRS THARIRPTFLNRNGE . UIRRMEICMER H D LEZX LN HE. b L IR/,
BRAEIR > D THIIL Y 27 BEn e B2 b5 E8IENT 5,



D AEFHRIE

D) Mgy X F—tE2HETLHI LT, v 7/ r 7y — VI X DI IMROMEE A 64 5,
M/ OBEERTTHET 2 Z LI X0 /B 2332 LA, 1TP O ERIFELE B X b TV 5,
« RFNTAERN TIEHEARKTH 5 R406 IZR# s D,
- R406 1% Fe v SRS 7 L OIGHALIC B 72 GR SR 7 Ch H T = o v ¥ F—B A2 HET 5, 2R
F B/ M E ERUERFEA Lz MRO~ 7 a7 7 — I L DB AL OREE I 5,
(TVL 2. (1) {EAENL - 1EAME) OESR)
2) [EWNE T1T FEGHRFER (R788-1301 #BR) (ZHB\\C, EHIHIEH TH 5 Stable platelet response & Ak L
THREEEIITTEREEB L TELS RAIRE : 36.4%, 77 REE:0.0%) . AEZ (p=0.030 : Fisher s
Exact 7€) MO b,
Stable platelet response %, 5 14~24 M ETO 6 RIOKFED I H, L AFX 2 —J5EEZITHOTIC 4 B
T/ MRS 50, 000/ul L EZ R LI BEE VAR X —LER LT,
(TV. 5. (1) WEERIEER) DEHSH)
3) BREOFMICERR S RATERZROFITH S,
(T'v. 3. HELKOHE], TV, 5. (4) BiERER] DIESR)
4) LLFOLAET, BFETA NI A VEORFOERESHZIZ, AFOFRGDHEE LU SN EBEIBETHZ
L,
CMMOTERIC THIRDRPE LN WGEE . IIEAREICHER S D LEX LN H5H
< MR, BRREER N S A THIIL Y 27 BEWEEZ BN L BEE
(TV. 2. eI BRI BI#E T 2R OHEBMR)
5) BRZEMEM L LT, BEOTH., ®iME, GHEED, BYVE, FEEEERS DN Z b D,
EREWEAR GEBEIS 10%LLE) & LT, T, ELAHEINTWD,
FEHE, BT SN IRA SCEORWERA R OEERBEEOZEMEORRE ST HZ &,
(TVI. 8. (1) FERZREMWEM & PIHER] DOHEZH)

i D RFIF AR S

RAZ<F=TF NI ULKETa K77 ThHY ., MEENIZT ALP (2 X 2K X 0 IEHEARIKRTH
% R406 (2RI A S N CTHRIN &, MEEM A2 R4, (T1. 1. BIROKE 228MR)

BIEMERAICE L TERMT ~NEHE
S IR B % b

L M sA4 bv, BB
RMP A | (1. 6. RWP OBEZ] DIESR)
- EFRAEFENTER : #3) APHE 100mg, 150mg F5-(ZH 1T
DI EIH

MDY 27 BMEEBE LT | | g omsm

\ A
SHTOLHM DB 480 AT LD IRE R B~
(XL %) OHEER
CEETEE { F5 1> i
RV o E m

AFNT EMERERAE f/ MRS ESRBER ) & T SN DEEITE & LT 2020 4F 2 A 13 BICEA S @ REIC
L0 FmOPEAEEMNCEE FEEES : R23K) #4655 5) 2T Tn5D,

XM TET A1 BANTEIEIERI 0701 35 2 5, EFELFE 0701 F 1 5 [EFRHOKBFHRLNE LSk
AT SCEEICBT S TEM i MO E] OAFROEIRICHOWT] DR A2Z T, 2026 £ 2 FI2AKIO
PHRE ST BT TR ME AR M OB D PESRBEIR | 20 TREeIE K OV PR S e PR /MR BE | ICEE SR
77



5. ARBFHRUFRE - ERALOFHIREE

(1) RFEEH
1. EIRE Y R B

ERED b, WYNIFET D &,

2. ENTORBIEBI P D TROENATND Z &b, BERER, —EROERD T — 2 P EMINDET
DONE, REHZ M RIEARERE L E T2 2 LIk AROEAEZOEREREIEET D L LI
AN DL EMER CAIMEICET 27 — 2 2 RENTIE L, AFOBEMETICHEREELZH#H LD 2 &,

Q)mﬁ FRLDOHIREE
Y LR

6. RMP O#IZE
A U A7 AN (RUP) o

MR S IH

[EEFrESNY Z27]

[EZRBEN Y 2 7]

(@ECA N R

- EHED N
- IfE

- i RERE
- [ BRI

BHLERIE B
B RR D B

FIBEICRB TS | - %480

R LN AT TR

CREEIR L

3 i 22 e PERG AR A I

U 27 g/ MEwt

W DOEHS u%éfﬁ%ﬁ’fﬁ/ﬁ%ﬁ
CEIVERL. SCHR - A& OO R
0

WH O YU A7 /M8
- BRI K D IE R

ANPEICBE 9 2 A - ABR O R

YL

FEOUE - E% IHTIC LS S B AR D - BERER LT A NI & D Ei it
BEr (R OEAT)
BN 0D [ 48 ity 22 e P R AT BIMD Y 27 F/METEE)
+ R AE i R A A CEREEE T EM (Z 83U A%E 100mg |

150mg #&EITBIT HIEEEE) OIER L O
BFETEM (XY Z®EEIC L B IBREE ST
BDI~) OVER K OMRAE

BRTOMERIT, JSATBOEN AR PR S S HEHE O A T R R — U THERR L T< 12 &0,




0. 29 5IEH

1. BR5E4

(1) 4
A 3 AHE 100 mg
23 25 150 mg

(2) *4%

TAVALISSE Tablets

(3) BFMDHEE
B/ L

2. —he#&

(1) #M& (8%i%)
FAL<F=TF Y LA (JAN)

(2) *2 (8%

Fostamatinib Sodium Hydrate (JAN)
fostamatinib (INN)

@) RT L
~tinib: Fr I ¥ F—PRHEIK

3. WEAXILRMER
Lo,

li() Na,

IQII;rTﬁ
Z . 6HO

4, HFHARUVHDF=E
452 ¢ CosHasFNeNas0oP + 6H,0
Sy 732,51

5. tF& (@%iF) XIEFE

b54 : Disodium (6—{[5-Fluoro—2-(3, 4, 5-trimethoxyanilino)pyrimidin—-4-yl]amino}—2, 2-dimethyl-3—-oxo—-
2, 3—dihydro—4#pyrido[3, 2-h] [1, 4]oxazin—4-yl)methyl phosphate hexahydrate (IUPAC)



6.

BRAA. B4, BS.

BH¥E = — | : R788, R935788



M. BMRDICEYT HEE

1. YELEFHEE

(1) 981 - IR
PR BEOREEMIEOM KR TH D, pH 1.2 OKRMEEEIRIZIZE A EETT, KITETIZILK AF 7= IoR
BT,
(2) A&
R (37+£2°C)
- & (pH9.3) : 9.4 mg/mL
- NLH#& (pH1.2) : 0.095 mg/mL
- WEMEHREE (pH 4.5) : 0. 30 mg/mL
- NIIB#E (pH6.8) : 10.9 mg/mL

(3) RIEME
KBS L 0 FME L7z & &, FESHEEEAS 10%2> 5 90% D FaPH TR ERMNEM 1% R CTH o 72720, BintEix
o)=Y (AN
4) @mm (DR, BR. BES
RS : 213°C ORZEERBENEIE TR 2 BfRBHARIEE)
(5) BRIEEfRBETE S
pKa=1.7 (VU )
pKp=4.2 (U I TV=0 L)
pPKs=6.5 (U FERHL)

(6) STEFREL
1= 8 ) =N/ KIZE T By 8EH (log D) =—0.6 (pll 1)

() 200 FE 0 RMEE
gk L

2. AR DERFHTICETARE.

- IR i . e .
uﬁ%ﬁ% (Oc) (%RH) 716 17%??%’% FEﬁ 1%7?%’/ e \=] %
KBER) =F L
Ejg;%? 25 60 i 36 » H VIR REEAR Y HFEN
A TF LR
BEERY = F L
TN AR e 40 75 JENE 6 % H VAR EEER Y BN
s i
§Y BEgEERY) = F L
R 50 o N 6 % H VIR EERER Y HIREN
e TT% N o an
S TF LR
MR . . Hfawto 7 EINEYE N B i R
e fjjf:g *fjf:g | 26) 120 75 1x-hr ”
! 7 ARG LT | LR et SR
X1 ERE MR, BE. BRWE. Ky
X2 EEA MR, SR EBRWE. WK XBR. K. RLEAN, AEYIIREE
X3 HIETER MRk, BE. EEmly

4 RITERAM S = % L — 1 200 W-h/m? LAk



B OEEHERZE. BES
TeRRaRBRIE -

FROMIUL 2~ N AE T
E &k

Wik o~ 797 40—



IV. 2EICEH 9 518 H

1. FIf

(1) Fifz D7

T4 a—T 4 T EE

(2) HHONERUHER

fR5E44 &/\)xf“ummg Z N AEE 150 mg

i AU HOERE

o (R) o= (RO(BooE=

R 14.5mm

X .
Kx & Lgtgf?% A% 1 7.25mm
S JEX : #95.5mm
B #9343 mg #7515 mg
(3) #Aa—F

AR ZEE 100 mg : $EAIFRMIC Ry FEHIZ 100 & FoR
KN AEE 150 mg : SERIFZIEIC R, EHIZ 150 & FoR

(4) &EIOYMHE
MU ER e L

(5) Znith
AR

2. HF\DHER

() By CEMERS) DEES K THRMH

fR5E44 &30 ZHE 100 mg Z N ZEE 150 mg
Y 1BEPERAX~F =7 F U sk 1$ERRA A ~F=7F U o LKFY
AT 196, 9mg (RAZ~F =7 L LT 100 ng) 189.3mg (hAZ~F =74 LT 150 mg)

D-wr = hr—)b, REEKFZTT NV TLEP, T Va—iufiEr ) oL, RERY, A
Wl FT I U~ IR TN, RYE= LT a—L GBS T . BlbF&, v/ ad—
JL 4000, ZV7 | G = R bsk, = bk

2) BREFORE
A LR

() &=
AR

3. /?1:51Tlﬁﬁ¢lﬁo)£fﬁﬁk& %

LR

4. A

AR



BAY DEBEIED & 5 Y

AR

HHDEBEEFHTICEITHAREN

1) #/3U Z§E 100 mg & ONA] 150 mg DRFESA: T2 I1T D& E M
- R T
Sty >, JHE i
R4 ) (%RID bin PRI HARE PRI AR
BEHIRAF . PTP > — h+
ﬁ%%% 25 60 S 36 4 1 s s | PP
. LT L/l
mERBE | 40 75 S 6 1 PIP bt o | omm
TV %@/IZEDDX
(HREP)
Y Lt Ll
— TR 50 x JHEE 65 A HDPE 78 bk L/aL3E 5, DN
%é GREEMN)
" . BREN: ‘Sl s TARREE
*2
P 25 %g a0 120 77 1x-hr ik il
B EEANET 7| s W R

X1 WET
%2 HIED
%3 : PTP ¥

%4

B MR, MEsRRBR, . WM, S

HH MR, ERE. W, S8

— DTV LS A I AN TR
KOTERAM IS = L ¥ — 1 200 W-h/m? BL |

A

Koy,

2) ZNY ZEE 100 mg M VA 150 mg O MEIHE K OV )L X ASEHEH % O e
[6EAI « B 7B H|OEOBIREE COREMRBIEICONT (KH) (AARREAINS) CFEk 1148 A 20 A
1) | OFHRGEICHE U 2RISR E DL FIORT, 2B, AFNIRIBIC X D IRHEEICEEE RIFT 2 En"b 572

O, THAIa—HERIIPTP — FORETRET 2 L, (IX. 4. BV EOEE) OHBR)

M=R5: N=lid
o @5 g%i * (A7 RAFIE g
EDOKT GREEN)
X 25 75 N 1 JEfH Bk Koy OB A4S
L Z oA L
30 75 FENE 6 % H PTP o — F*2 | 272 L
3 25 0iTE | D65 T 1%@?&&“ B ik i L

HEEH MR OB . S8, BE, W, BEmE (EEER . Ko EEER)
1 TSRS = R LK — £ 200 W-h/m? LA
X2 TV I REER B Lo

RBEERVBREROREL

LR

ftuFl & DEESZELE (MEILEFHEL)

AR

] i

30 Sy DVE I ERIT 80%LL LT~ 7= (H RE LB Fvik),




10.

(1)

(2)

)

(4)

11.

12.

== F
TENRDELRSR - AR, NENERLTRS - ARICET S1ER
EERRAN

2k
(&)Y ZEE 100 mg)
60 £ [10 £ (PTP) X6]
(#/3U ZAHE 150 mg)
60 &2 [10 §2 (PTP) X6]

FHER
EERRAN

BRIEOME
PTP : RV b =)L/KRY 7o N Z)FtuxcF L7 )b, TIVI = LE
TFTAIE TAI=TL - BYZFLLUFTIR— T VA

AR SN S EMEE
gk L

Z Dt
LR L

10



V. JREIZEAY 5IEH

1. ZhREXIITZhE

4. hEER [ZZHER

Bt & US4 fa & 14 mn /MR B A AE
(fiRz)

AFIOREUTZN TN, 2 DOUEIEE 11T FREGIR B} O Ok 5385k & ENE 11 FEFRARBRIC L VRE L

7

WS 11T AR5

<7 L 1 DORESF ITP IRRIEIC THHRA T+ UTABHEICHBEO b - 7= Fifete /1B 1TP a2 xR L L
2 OOWEHE 111 MERRRBR CTH 5 C788-047 3B ¥ %N C788-048 3l ¥ Cid, FHFHMIEH TH 5 Stable
platelet response (F¢5-BAth 14~24 WD 6 EIDOKEED S H, LV AF 2 —{REEITHOTIZ 4 BILLE Tl Mk
72550,000/ u L LA EAZER LTCBEE VAR X —LER) BT TERLDOHKT, AR X —O MR
UEENR SN,

- VRSN TTT Ffkie s 5308k (C788-049 3Bk 9°7) TILRIMABR SR DL 2K O R OFHRIEDSHER Sz,
WENE 111 R RS

<7 L 1 DOBETF 1TP IEFRIC TR A T3 U BEMEICRIE D & - 72 Figitt /181 1TP B 2 %f4c. EN
55 111 MRERIRABR (R788-1301 3BR V) % ik L7-fb R, FEFHKIEH o Stable platelet response (X177 %
R LA DRI RENT (BEMZE © 36.4% [95% CT : 3.1, 59.3] p=0.030 : Fisher’s Exact #iE), F£7-.
AREBRICTREMEZES (F—2 By NAZICX 2 52 B ROFM) 1K 2 REMKOBREOFRMELRO B,
WYERE T 0 7 7 A VTR NEBE LRI CTh o7z, ZROHOKEICL Y., AAN ITP BHEICBIT E2RAIOH
IE R OV EMEDHERE STz,

LlbEE Y o ARFNTEEAAR RIS TR 5 X BBV O & > T FifgefE /18 TP A IR L TrRnA AvED
RSN, MREIIR R [t R B REEM/MUBRDE ) ERE LT,

2. MEEXIEHRICEET HEE

5 ShEEX (IS RICEET 5FE
LTFOEET, BRIA K74 VEORBFOERESEZIC, RAOELSNHEE LS 2 BEICEET5
&,
DI THIRRPT LN WG, UIBBMEICHERH D EEZX D56
A EER, BEERIER S A THIIMY 27 REnEEz o554
(fi70)
[ ORI CHORIEBPELNRNGE, IRABEICHER S D L EBEX N E ] IT oW TIE, KA
DERRAINLE S R OENAMGERRBR OXI GRE 2B E X CRE Lz,
[/, BRRIER 2N D A THMLY 27 BREWEEZ BNDLEA] IZOW T, B TP OVRF BAZX f/)
Wk EHICRT 2 & Tk <, mEARHMEZ T LD MM E#FFT 222 THDH (RA ITP IREOBR
A K 2019 FFUGTIR D) 2 &Enb ., REN, M/ Mk ORISR 72 &2 E B -, i) 27 OmmVBE IS
LT ENIREERTHD L LTRELE,

3. RERUHAE

(1) BERUVEAEDHEDR

6. BiERUAE
Wi, AL, AR ZwF =T L LIRS ERE 100mg 2 1 H 20, RORE5T5, PIEEEGES 4 8-
DLERELTYH EIE LT 2 MM/ OBMABFRD T, ZeMEICHER R WGAIL 150 mg 2 1 B 2 [I2HY
B125, 2k, M/, ERICE U CETEET 2, kE&GEIZ1E 150 g% 1 H 2@ L5,

11



(2) BERUVRAEDHRERRE - B

- HEIGYE ITP BB 18 il &2 b BT AR 76, 100, 125 i 150mg 1 H 2 & BAMG A i & U CH AW L= st
IT AHEGRRBR (D4300-022 3BR 1) IZF W CEREICM/IMRELOHINAGES vz B L O EIE 100, 125 XX
150mg 1 B 2[@TH-Z LD, HESES 11T FEERARRER (C788-047 3BR ¥ K T C788-048 3klR ©) Tix [BHAS
H&E% 100mg 1 H 2 [Bl, #5026 4 WLl MREDS 50,000/ w L K Toh D35E1C 150mg 1 H 2 BT
BEAHE] L LTARIXIE T 7R % 24 MHES L, MABRoO EEFMEE TH 5 Stable platelet
response DERLENI 1L, T ENAFIBETI7.6% (9/5141) KN18.0% (9/5041) . 7T REET0% (0/2541)
KO 4.2% (1/24 ) TH Y, C788-047 R TIIAKFE CTHREICHE <, C788-048 R T AAIFED ML EI A H
Ei/o 7z (Fisher’s Exact fRAE : ZALE4L p=0. 0261, p=0.1519), —F T, EEZHMBEEAERRII, Fh
FHAAIBET 5. 9% KN4, 0%, 7T BARRET 12. 00K T 8. 3%, TEEREM & & o Hil Bhd A EHL 1T, ThTh
AFHIET 11. 8% TN 8. 0%, 7T BAREET 20. 0K N 12.5%TH Y, WP AFIE TEK) >, UEDX I
FretE/ 181 TTP A ISR 3 2 A% 100~150mg, 1 B 2 RO AEK CAERIC T, /MO ER & BZ i
£ 95 HMER O BT BTz,

c BARNE BAOREENERE xS & Lo T MERARRER (D4300-007 3BR) VG, R406 DI ENREIZ Tk
MAFEITRD N N7 b, T, T e X —BORBUCRIEENH D L OoFET RSN T
NI END, ENE T FEERRE (R788-1301 35k YO MAEL A EIL, WBAVE 11T AHERRER & FRkC

(BAS &% 100mg 1 B 2 [\, H5EHD 4 WU M MREAS 50, 000/ u L AR D BRMEN BIFCTh 55
AL 150mg 1 H 2 ENZHEERTRE] & Uiz, TOREE, FEFAMEE O Stable platelet response O EERKEIG X
AFIRE 36. 4% (8/22 ) RO ZEAHE0.0% (0/12 41) THV ., KAFETT 7B AREEL R L THEIZHE >
7~ (Fisher’s Exact %€ : p=0.030), Stable platelet response ZERKMF] 8 D 24 WD HVE K O &I1X
150mg 1 H 2 B 5 341, 100mg 1 B 2045 36, 150mg 1 H 1[E2FTHY, WBHE 111 AHERKRR & H#%
OREROCHEIZT, WTFNORGEREIZRD Z LR AL R Uiz, ZRMEICOWTH RE IR <,
B2 AR AR LT,

PLE&o, ZliﬁlJODFHﬁE}SZU“FH% DEE., RAICIE, mAZ~F=7 L LTHRFS R 100mg 2 1 H 2[E], #&0O
BHT 5, YIREGEE 43 Fﬁuii&fr LT BHE &7 2 M/ MO INASEED ST, LeMEICHEN 2V
BT 150mg & 1 H 2 BN ET 5, Zed, M/MRER, SERICE U TEEMEHT 525, &E&b5 R 1B 150 mg %
1A2MEET D) & LT

1. FHERUVAZICEEYT 538

11 AR OB G AT, MR, AR K OV E 2 E WIS =M L, AFIOHEZ i+ 52 &,
AFNE, MR E R CERITIGE T, TREZZBIZEE 1 BT SWET 5, (7.5, 8.2-8.5, 11.1.1-
11.1.3, 11. 1.5, 12. M)

1 H G & HE

300 mg/ H 150mg 2 1 H 2[A]
200 mg/ H 100mg 2 1 H 2[A]
150 mg/ H 150mg 2 1 H 11A]
100 mg/ H ¥ 100mg # 1 H 114

a) 1 H2EEECIE8MEZ BLICHBE LT CRETHZ L,

b) 100 mg/ H AR ~DWEPLERGEIL, FEELHILTHZ L,

(fiRz5)
7.1
HCK O FRATSCE R ERNAOF 11T AR AR CE L BRI R 2 25 C80E Lic, AARR S8R F1x
MEFHRE, MEROIESEREL EANICE=2 Y 7 L, REBBICAERG TS L,
KFHP5-BlhA#% 4 8 F TIN5 TR BAF 2541213 1 B 300mg % FIRICHEE L,
TERDHBLL . MEEPLE LW ENDEAICIE | BEREE, HDOWIRE - hik+25 28, 22k, BIEHIC
L BAK O AEREERET, KEEBRTHZ L,

2 AANIIER LB R/ NROMETHEMT D 2 &
i/ REC50, 000/ p LA B2 B2 & L, M IMREAZ 0 E TRISGEICITEEEZZET 5 2 &, /N
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1.4 KAz 12 BEHEEG L THEKRAICEZ 2 i 2 [\ 25 OIS+ 7 LoyL £ THUMEE SN L 72208

250, 000/ u L #BIZHEIN L7288 100E, EXI3kETH 2 L, [8.2 &/E]

o AAoBRGHIEEBETD I L,

(i)

7.2

AFNEEAT K D RIER B OBLA L0 | IR ELEE/NROMBEZHHNT 2 Z PRI LN ENEREL

7=
7.3

EIPES TIT FRERRFRBRIC IS W TR L7z, /M B % & i/ MA@ RN L 72356 O 55 Bl i o JiE 2

SHBIHRE LTz,

7.4

ENAMRARERERE &L W . AFORIT 12 ETIZTHHON D Z EIVRSNIZZ & BRRANCRIE & 72 % H e

M OWERFRD HNRWEEIT, AR ZEBRICEGT NI TRV ENORE L,

1.5 AFOREIZLY . TR, milE, 4 PERED R OSSR E SRR T 2820525, T bDHERN

BB LTGEE, U TOEEZSEIC, AR 2R, KRESOIPIEd5 2L,

HEEZ

*ALT5tE (H%)

Tl (7.1, 11. 1.1 ZBR]

JL— R 3 ¥4
PLFOWFNNCEE YT 2 8A%

- BEBMBRTE LT 1 B 7 B EodEEE
HoHgm

- ABE&EET 5

- BHEAFBEOHIRNSLIE L 22 51T E D T
DRI LT-5HE

AHN RIS B,

T — R 1LUTICTRNEGE LTS E, 7.1
DOREZHRLT 1 BH5EE 1 BT,
FloF 5% HRT 5,

I/

ZS

/A

miE [7.1, 8.3, 11.1.2 &)

US4 B0 1 E 140 mmHg LA b 1345 98 8 1 J£
90 mmHg LL ki FR L7354

VENS U CRIEROBE 55 21T,

WH 2B ERIEIC L b b3, mMEEZ =2 b
02—/ L CERWEA L, ARH & R SUIRIE S
%

WIRIZ IV MER = ho— L SRS,
1 HOEXREZRL T 1 AR5 EE 1 BT
T, KHO¥EZ2HHRT 5,

IS H6 ) £ 160 mmHg BA b X 1345 98 # ofn £
100 mmHg LA FIC 5 LI=856

BRERDOBEEEZ1TH,

WY R BEREC L b LT, MEEZ 3> b
0 —/L TERWEAIR, ARIEKREST D,
IV IMER Y b — L ENTEHEAI,
7.1 HOFEZZMLT1 ARG ELY 1 BETT
T, AAloBEEZHRT D,

IFE A E 180 mmHg LA X IZPLIESIME 110
mmHg UL BIC FR- L2384

AR 2RI TR L, BEEOB 5% 21T
9o

RIEIZ LV IMEN = Fr— L ENTHEIL.
7.1 HOREZZBRLT 1 HE5EEL 1 BT
T, REIO®EGZHET 5,

MFHERP (7.1, 8.4, 11.1.3 &HR]

I ERE AN 1, 000/ 1 L R Lz 58

IFFRERE 2B CHE L, 1,000/ u L RiliCTH
STEEIE. AR ERIEST L,

IRFRIZ & 0 I ERES 1,500/ u L B E THEIE L
b, TIHOEREZZR LTl ARG EL 1 B
TFC, AFloELE2HRT 5,

FregnefE= [7.1, 8.5, 11.1.5, 12. ZMH]

UUTFOWEFnndimz L, El, EH, G5
DIERDFRD BN DHGE

= AST X% ALT 23 FEHEE RRD 3 f5LL | 5 5k
i

- e YL RN EIRO 2 5

AH RIS 5,
REIZ I AST, ALT K OVRE U LB A3 LU
FERD 1.5 ARG IZEIE L2 Ga1E, 7.1 HDOEK
LT 1 BRSEZ 1 BT T, &&lo
BH 2T 5,
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M

o

UF DWW aiiiz L, JERARD Hiian

— AST X% ALT 23U EFR D 3 5 LA E 5 fER

AST UZ ALT O LSRR 285613, K2
B XIRET D,
REIZ LD AST, ALT RO E U LB o S HUEE

— AST XI& ALT 2N EEHEME EBR o 5 5104 1

it RO 1.5 fERFHCEE Li25E81E, 7. 1HOR

- RV A E U IEEE ERO 2 58 ZHMLT 1 ARE5EL | BETT T, KO
P 5% HRT 5,

LUF &= 3456 AHN RIS 5,

RIRIZ LD AST, ALT RUNRE U LB o 3 i fi
RO 1.5 fERFHCEE Li25E81E, 7. 1HOR
EZRLC1 BHRGEEEZ 1 BETIFT, AFlo
B5Z2HET 5,

AST X ALT 23 E¥EfE EFR D 5 5 LL E TR 95
e, AREFIET 5,

LFowFn b 456
= AST XU ALT 73 JEHEE R o> 3 f5L) 1
— Y LB LN EAEE FIRO 2 f58

Al Tk %,

) 7' L— RIX CTCAE ver 5.012k %,

(fEan)
7.5

EING T ARBRRRBRICIS W TR Lz, FrEOFEFSR (MR, @ilE, ek, ITREERE) 25 H L
T BR DB G- BRI Ei O S K OWCK D IRATSCE OHELRE L B 2 2812, AR OPRE - IR - Pikpsys s
D ORILTTIED B L 2 IFEBIC S B M e LTiRIE L, VA7 R/MEZKD Z LIZTHEE L BEARE LT,

BRERT—R/\yHor—o
<FHmE k>
i RO TEE RERT VA Xt - A/ Behg, 5%, &5
(PR =) EOHK BRI (T TROES)
WS 1R “HER, B{EAL, |BARANBAD| - KA 50mg bid, 100mg bid (% 6 i),
(D4300-007 3 7T ARk 2 | RS 56 | 150mg qd (24 ), 200 mg bid (6 )
L) H « HARAN 40 ]| -« 7*Z &K bid (14 #I)
;i et AAEME. PK| - AN 166 | HEREGH%, 7T ARKERS (k&B 1E)
I (HARANEAAD K
GiE! ()
WS 1R FEEH HARNBERES M | « A% 100 mg bid (12 )
(D4300-032 3 HARANIZEBIT DEA]| 244 « A% 200 mg bid (12 1)
%) P, A, PK HEk 5%, 7 ARRERES G&A 1)
i WS 11 4R FEMR, AR S EEAYE TTP| - #IEH & « AH] 75, 100, 125, 150 mg
1T (D4300-022 3 | AhE, otk BE 184 bid
e 1) < K& - AHI 100, 125, 150, 175 mg
bid, 275mg ad. 3 » H (HkiimTRE
WES 55 111 4R TEEKR., EEA, | HEtE/ &M TTP| - AH 100 mg XX 150 mg bid (51 )
(C788-047 3 WATEHER . 77 &R x| BE 76 4] « IR bid (25 )
) iy 24 A5G-
Aohik, 4Pk, PK
WEs 55 111 4R TEEH., EEA., | HgtE/ &M TTP| - AF 100 mg XX 150 mg bid (50 i)
(C788-048 7 WATEER . 77 &R BE 74 4] « IR bid (24 )

% | B

M
Ak, etk PK

24 JEEH# G-

F | WAL 45 111 4R

FEER, HHE

Fifett/ 124k 1TP

AF 100 mg X% 150 mg bid

)

Aok, LAEVE, PK

(€788-049 2= etk RH oA 2| BE 1234 5 AR ST RLE IR T AGR £ T
5 ML PK Rk e 8 53R
5
ENEE 111 48 BT CEEM. | B/ 8N ITP | - A 100 mg X1E 150 mg bid (22 i)
(R788-1301 7  |1E&Mk. 7T AR |BFE : 34 6 - 7S8R bid (12 #)

24 WG
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i HEROFEIH R TV A x5 - A/ b, Bh k. B5HE
(FRE ) K OVEHI HERE I (F_TROES)
I FEEM. HEE |30 4 AF) 100 mg XX 150 mg bid
EMorett, 5t 28 MG B L& o&EHT 52 HH)
B OII1 H: IEEmMR. H |22 4 AF) 100 mg XX 150 mg bid
iz (IRIERH - 12|28 11 Wi T#., IREI 2 <, RUEIRE
EMor e, Gt | #) KRET
bid: 1 H 2[E#G ITP : S PEf/ MEISAE, PK @ SEYBITE, od @ 1 B 1 [EES
SEGE >
i HER ORI RERT YA x5 - A/ b, BhHk B5
(FREE ) K OHI HERE I (BRICREE 2 VIR D BN 5
WESNEE 1 AR CEEW. BEEA, [ GREBM 59 F| - oS— A (H[EHS) : R406 & 80~
(C406-001 3% 7T AR, HEW |X—FA:356]| 600mg (% 5~6%)) XiZ7T7ER (8
[59) i sS— L B:24f | f)
e, BAEME, PK «/N— LB (7T HMREHEG) : R406 %

BEAENDT —®

100, 200, 300mg bid X7 FEHR (&
6 141)

HESNEE TR - 3

—HER, BEXL,

BERE B ME « 34

SRS R A (ARG, AR  AA

FMAEER (=K | 7T 2R oX— R A 18| 80, 250, 400mg (%564, 7&K
C) BREME, PK, EWFEAE | /S— B 8Hl (3 f51)
(€788-001 2 ER (& hary— SN—=hC:8%] | +/3— kB (7 HEXEESE) : AH 160 mg
73] 2] 6F) TFIER Q@) bid 1, 7
HE qd)
e X—KC: AHI8mMg 1 HBHIZ qd, 7 b
o) —1200mg, 7T A1 HEIZ od
+1~3 HHIZbid BH) QI v AF
— =)
RSN 1 FH TEEW. BERb, | RREEREEERE 10 | AAI250mg (8 ) X T EAR (2 H4I)
(C788-003 3 77 ¥ R il % 20 AR bid (1 }0020 HH qd)
) ek, AR, PK
HEIN A AT A | HEERH fRERE M 10 61 | AA 150 mg 2R AHKSE L, 1.75 BREIC
SEVTF 3l |PK Gty A7 ['C] R406 (270 nCi (10 kBq) i)
(D4300-027 & A7V T 1) 100 g % siifiiE (16 29f) L7z (H[E

L)

#5)

{5+ QT/QTc 7F 4
(C788-013
)

“EER. BEAL,
Btk [ 7 nm
X4 MFLX)]. 7
Z%HR (PBO) XxtPH, &
THAH I —

QT/QTc kg~ 52

208 151

«/X— kA5l
al

« X— Pk~ B:52
al

« X— Pk C: 52
al

«/X— Pk D:53
&l

« 73—k A : KAl 100 mg+MFLX PBO
« 73— |k B : Z#Al 300 mg+MFLX PBO
« 73— |k C: AHAl PBO+MFLX PBO
+ /%— |k D:1~3 H BHIZAH| PBO+
MFLX PBO. 4 H HIZA%#I PBO+MFLX
400 mg qd
4 HRIERS (R%I/PBO : 1~3 H H bid
+4 HH qd. MFLX/PBO : 1~4 H H qd)

W~ AT A
(C788-014 3

FEMR
PK (= AT R)

fERESE - 6

[UC] 7R AKX ~F =7 150mg (100 1 Ci)
H Al 5.

)
WMV FRSE | FEER. BIEAL R BRE 88 | + »X— K A: 50mgX2 HE, 100mg X 1 $E,
I PK Q FEEOEEAIOA | B 50mg X3 BE, 150mgX 168 (4Bt o AF
(D4300-020 W R EEE) TR — )
B - = b A RS | «/3— b B:50mgX3 #E, 150mg X1 HE (2
«N— B BE%EEG |- X—FB:44 M7 AL —,3—)
il HE S
WOV FNASE | FEE R, S0 IR | RSN« 42 6] | 2 FEXE O 150 mg $E & 22 JERFIC LA 5
P L. 3, M/EZL, 43 [ G (2 [[XFE CEEH)
(C788-054 3 s aAF—s3—_ PK (2
) FEEH D SEA| D W1
[RSEME)
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i HEROFEIH HRERT A x5 - A/ b, Bh k. B5HE
(FRE ) K OVEHI HERE I G AN R YR 3D)
WSS 148 FEEH BB IER & | A 150 mg HLEHE 5
(D4300-009 3X | &4, BAME, PK KR 2445 | - BERREER & - 8 4l
) s A - BHRE K T - 8 Bl
< REIERAeBE 8
WSS 148 FEEH JEREREIER &/ | AF 150 mg HiEI# 5
(D4300-010 3 | &4, AAME, PK KR 3241 | - IFERREIER &« 8 4
) JFRSREIR 550 - IFHSRERRE(K T3 : 8 1
- ISR SR T - 8 Bl
- SRR EEIK T 8 6l
WBAIEMMRELER |IEER fEFE M 16| I XY 5L 7.5mg: 1 HOR8 HEIZ od

(C788-018 3t
)

PK (XY T L&D
AAEM)

AF 100 mg : 2~7 H HIZ bid+8 HHIZ qd
(8 HMIERS)

WA B AEH
(D4300-011 3
%)

IFEHR
PK (XF 331 D
HAER)

TR RERERE © 15
1l

c B EHAM 1 0 AAI 150 mg & HA &5
R EH 2 XTI 80mg : 1~4 H
HIZ tid+ %A 150 mg2 A BHIZ qd

WAV AR B AEH
(D4300-012 3
5%

HER, 77 2R3
PK (& PBEAESE © —F
ZNVTARNT VAL
30 ug/ LRI NVTA B
LV 150 ng & O AAE
)

AR Aotk < 33

cBeH A AKT T AR bid 21 HEIX1
[B]) 4% O BETHE qd 2 21 ARIIE®RS

< PE5.B: Al 100mg bid (21 HHIX 1
[B]) -+ ARHTEE qd 2 21 B XE#RS

WSV R EAER | FEE M TR 15 |77 ) 25mg: 1 HH & 14 HEIZ od
(D4300-013 3t PK. PD (U757 V> |4 ZAH 100 mg : 8~20 H HIZ bid
%) L OMHEAER) (20 AFHIIERS)
WS EFE BAEN | IEE M fREEEME 156 |- 181 : B4 27U &Z Y 30 mg WA E
(D4300-014 3%  |PK (VA7 V&V & <552 8 0 AHKI 100 mg bid & 8 HMER
B) DI HEAEH) H+7 HEIZE AT U XV 30 mg HiAlf
5
WM EFE BAEN | IEE M e 15 61| - 55 T3 - AHAl 150 mg & B[Rl 5
(D4300-0153 |PK (V77 v & oM U7 7B 600mg qd & 8
73] DOFHAEM) HIERAE R G- +6 B BIZAHK] 150 mg HAR]
w5
WA EFEOEER | FFEM R 28 | « /S— M A QEEE : 7 HL LD wash
O BAEH PK 151 out)

(D4300-019 7
)

N —=hA: BEOE

BT =FTU DM
HAEH

« %= | B : HIRH S A

AT FEY T4

BWERET : AFN 150 mg SEX B, KUK
#1150 mg 8+ 7 =F 2> 150 mg % Z2fEHE
IZHRHE G (14 B1)
PeGRE T« A 50mg 82 3 e A%, &
OVZERERFIC BRI 5 (14 f1)

« R—= KB (3= b A DEYWRE NS
) 2 ARHN 150 mg FEOSFRFLHK] (— b
ATHER) vy MEWO 2 UHKIE B
5

s AR AR
(D4300-026 7
)

EEMH
PK (X &Dff
HAEH)

BEREH M - 23 Al

DA% 0.25mg qd: 1~15HE (1 H
B2 [E#E) +A%]100 mg bid : 9~
15 A H

s AR AR
(D4300-039 7
%)

HEMHR

PK (@ ANRZREF UK
WU NAEF D
FEAEH)

R « 42
i

TI—TA: B ANZEZF L 20mg (21
%)

TN—TB: U NAEF L 40mg (21
%)

G A LBBRICRRARRETFY v
INARF % a5

< $¢5.B . &K 100mg 2 1~7 H EIZ bid
+6 HRBlICuEANRZRAF L N AH
T ERHEERE
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(2) B
1)

" HEROFEIH W7 A v kt4 - B/ hE, &L, BEHM
(FrES) EOHBY R (FFICRE N2V R O &E)

WV EAER | —EHEMR., B{EAL,  |[MIX £5H O RA [MTX (5~25 mg/i) $&5-H D BFEIZAA
(C788-004 7 77 &R xR B 16 4 100mg (124)) XIT7Fk&HR 4H) %3

) PK [A F hLFH—1 ~9 HBIZKEHRES 3 K9 HEIZ qd

(MTX) & OFEHEAEH] 4~8 H HIZ bid)

ERSILFEEE [T/ | “EER, BEA, 7 |MIX THERA+ | A% 100mg (31 #1)), 100mg (43EfH) —
(727) SRR, WATEER], |4 D RAEBZE : |150mg (33 5]). 75mg (33 ffl). 50mg (33
(D4300-008 FH R E AR 1634 (AARN [f), 7&K 3341 % bid T 12 #HH

L) Aohitk, etk 66 i) B
IT |EBRFLFRSE 1 | FEEM D4300-008 #ER | A4 100 mg qd MTX & ffH)
| (7o7) 224tk (D4300-008 3% | Z & T L7Z RA (BAFEPIEIC L v AR T)
(D4300-029 B> b Ok 55k B 115 4
) 5 (BAAN 47
%)
bid: 1 H 2 [EI¥eS, ITP @ o PEf/ OB ME, PK - SKMENRE, od : 1 H 1 [EIEES. RA: BIfIY U~F, tid: 1
H 3 [\l 5
BRI ER
B

O Hm, xS GHEAT—5)

2)

S E AR 1 5 51l & R SRICAA] 400 mg & HEIRR O 8% 5 L7353 T ARRRER (C788-001 #ER)
WZHRBLL @@m
RAREIT

G403 4/5 5l (80.0%) |

TP B TRAMEIS

13, 4004, 360 ng-h/mL'éxb<>f:1”o

HME R BR A 52 Bl & 6 BT AR 300mg &2 1 H 2 [T 4 HRRKERS 4 BRI 1 [E#&E)
WCHRBL L, HEBICIEL L oG EE g
HI R O ERIR AN 2/52 B (3.9%) Thotz, F5E
BREMIIBIFTH-T-, 2B, 4 HAIKE

SEAMhEAER  (C788-013 4BR)
=0 3/52 1 (5
FRIIWTNLBRENSFEETHY

¥ 6/52 51 (11.5%)

WZBWTC, FEFZIT16/52 5] (30. 8%)

. 8%) .

FFEIPED F 0,

3,020%1, 180 ng/mlL. AUC. %3 46,600%18, 000 ng-h/mL T -7z 9,
A, KEHS (AARANT—%)
B AR S 6 1 2 %f G2 ARA) 200 mg ZHEIFEO#&SE5 L, 4 HES 111 200mg 2 1 B 2 [8] 7 H FHEGERE 0 #&

5 (FEBE 1 EEE) LizshE 1 FEERER (D4300-007 #ER) |

B W THERS

IZBWT, AEF

IR LT B EFGITERA D F N 3/5 5] (60.0%) Thotl-, HERS
LN ST, 7035, RI06 DIEFEEIT Cue 28 1,220+317 ng/mL. AUC, w23

L 7=##5k QT/QTe
X, A

T % R406 DERFEEIT Cux

IRO LN -T2, TR,

R406 DIEFE DO &IELME (GCV) 1. HAEIHEE G-I T Cone 73 395 (38.8) ng/mL & TNAUC)- 234, 430 (32.1) ng-h/mL,
KEHEH (7T HH) T Cuxss 25 1,730 (20.4) ng/mL & TN AUC 75 14, 100 (19. 4) ng+h/ml T - 7= 1V,

GCV=100 x [exp (s"2)-1]"1/2 T. s

S FHIRB. DHEA T —

Z)

137 — % OIEHER =% A o —v

\ZZE M U730, GOV D HALIEY

SENERPBRE 25 L LT, Syk 7 TVRERKOMEEMOBEL 25, MEHRAEFT O D63 itk

(CD63

(TR 1,

17

) AHEFEEROBNG ERF LI RER, VA R B BT M X DFNFENZNRE S0%E T & 2 Mg
R406 YR DOHEE M - HEHERR ST 496142, 2 ng/mL. (F9 1. 06 umol/L) Th -7,
THJ 12,000 ng-h/mL (59 496 ng/mL X 24h)

L, 1 BHEV D AIC &L




BEFERL AT BT 5 M+ R406 JEEE & CD63T AT IR (R L 0 WHEAT—F)

(%)
160 —

140 —

120

100 —

80 -

60 —

EEFFTH

40 —

20

O

O e
— Tl

T T B
10 100 1,000 10,000 (ng/mL)

M AT RA06%1E

IFHEFEERIT Syk (RAFARREE OTEMEACIZ Ko THERI L, 2428 CD63 HBLE DI L R Z 5 2 &b, &

SHiOFE 2 ZERE L LT, RA06 £ 5121245 O ALz MR I 0> CD63 T it FLER D EIA 2 ET 5 Z & TSyk v 7

FIAGTERR IR 95 R406 DILEMET DOIRIE L 225, Z DOIESIFANFIL. RS DS TO R406 O i i

FELEIE L CEY. V7 FA FEumETF /A% HANT, RI06 DI EE L 3125 0RT B ET LRS-,

CD : L PUREE, B : IKRZIR. Syk : BT o> ¥ F—8

JiiE  AANE BB A g & LT, R406 (80~600mg) XX T ARZHEREAOKE (FnFh 27 fil, 8
#). KTUR406 (100~300mg) XiZ7 TR % 1 H2[E 7 HEKERA®KS (1 L7 B EIZ 1 [EEE,
TnEhn 184, 64 Lz (C“EEWH., 77 RR, EEAL, WiEEERER),

3) QT/QTcFEAMiERER (FMEANT—#)
S E NFERERER 208 (5% KRR A ¥~ F =7 OREHR AR K ORR A R % KIFICE 2 2 AREICE T 5 QT R
NDOEBIZONT, KF|, TX V70XV ROT T RFEEICL D EELL EBEHRT T AR5 R TR
U7z, BREEWRERE 2 ARIERRHERE (%) 100mg 1 B 2 BAl+EF7uXd o 7FIvR), AFEEHEHF
(AK#300mg 1 H2E+FF7nx4 0 7F58R), FI9vRE (KFFIER+EFOT7uxH o0 75%
), BxXTT7aRY UM I~3 BRIAAIZ IR 1A 2E+EF7axY o 07 IR, 4 HBICAHS
FER+EFTTrRY T 400mg HHERE) OWTIVNTEESIZEID 1, 4 RRERES LT,
AR A B L QW B BBV T, 7T 2R THIE L7z QTcF TR DR KE(LET 5.83ns, EHEKMN IR
DEHREIL 8. 72ms TH Y. WIFN L 300 mg #5144 23.5 K Th o 7=, IHWIEE-QTe AT Tk, R406 EE L7
T B AR THIE LT QTcF 22 (EE) OfEX13-0.830 (p=0.51 : KEHEEF) Th-oT,
PLEDNS | ARANL QT/QTe SEEER 2 RS20 Ll &z 19,

HE  ABIOEGR SN TWD HEROHE T, AR, ARZ~vF=7 L LCHIEEEG & 100 mg 2 1 H
2 [\, OG5, PiREGEZ 4 BHED EES L TH BZE LT 5 0/MUEOENNRD bhd, Zaettich
BNV 150 mg 2 1 B 2 BICHET 5, 28, Mk, ERICE CCEERT 22, mkbaiT 1
W 150 mgZ= 1 H2MET S, THD,

(3) HERIIERFALR
<¥EHE 11 A BRERBR (D4300-022 FABR) 0>

HRBRT A | FEHR. HEEE A 2y MR

PO 3 o A RIf#EeE L Cifi/ Mg 30, 000/ w L ARi T, 6~12 M O FH BRI A 7o 18 S
PG I MR ISAE  (ITP) FBF 18 fi

E7pERIEUE | - 18 LA L 75 LA 0 Bk R Ok

- 3 o AU ERNICIEMEEEAYE ITP L2k - A%, BIEENE ITP XU T XS ICEEL
7=

- 3 # ALLEIZDT= Y f/ERAS 30,000/ w L R0 BE (Flix OIRBIZKT 2 —#ED K
nEBRL), ZOMEICBWT, Dl Eb 3 BOMN LAEREIS X B/ E D
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30,000/ u L Rl T, 7p &b 1 ENIEBRSMD 3 » HU ERiTHD Z &,
— PR R OWERRRA > HIVIEYWAE, U o BaMR R, BBRIER. &gtz 5T~
b= A FEFIE X FRE G M f MRBUE . B e T ) VIEA R ETE D ERE
— 2FEELL oo TTP 1YL (s 7 a7 ) v o AAE I b)) 2317 LI BE
- 85 6 p ALINOEERN 22 G FMRA T, HIV, BRI OV CRUFR U A L A D [atEo B3

e BRob L

UToORRREERS 2HT 588 ;
- HMERH 2,500/ p L AN, AFHRERER 1, 800/ 1 L R, U 2 8EkEK 750/ 1 L K, ~ES R
B 10 g/dl R, XX FT 27 I F—E(E (ALT 3UF AST) HYEE FFRO 1.5 {FiR

RERTT 5

ARBRIT, FRF~F =7 OBMBARESL 75~200mg Bk 226mg $T) T1H 2 ERAZKE
T 5 HAEEHERBR TH o=, FAEIIZSFILL EoBRFENEE SN, 4 BREOEIEE THIC
ML Z MRS ORENGLNZEAI, ROBEHABOSGEMMGE S Lz, 26180k
DERENELG SN H B THENRRG 2R L2 BE, 3610 B & SRR B eI
fee Lz, 72, 40ILL EOBE DN MG E R LGS, KSR OBEE 2T 57
B, YRR 6 Bl 2B Lz,
AiEar—1 0 FOH%) B4R &

1 (3~6 f) 75mg 1 A 2 =]
(3~6 i) 100mg 1 A 2 [=]
(3~6 i) 125mg 1 A 2 [A]
(3~6 fi) 150mg 1 H 2 [A]
(3~6 i) 175mg 1 A 2 [A]
(3~6 i) 200mg 1 A 2 A

WFNOBETHRME &2 28FRIMEM [EFMELRO 3 fF2B2 2% ALT, 1,000/ u L KD
ZIRAF IR, KO/ SUTKEE L AWFIERT O A F Gkl fFEHLME (NCI-CTC) 2B %
Grade2 ([ZARY 92 3ME] A ONRTIUE, FIEOHEIC L 2%5-0 2 HFEKIZ, 25mg 1 H
2 [ OHERREE LIz, 26mg | H 2 ML EOWELFRETH 528, 2 BHL LORMRZ 22
ATV, BGRAG 4 R LU ICH B9 2 55 3N L eRHEE ORES L L Shiz,

FehBM 6 WRFE TIZWTNOMET OISR SR> BF X, &G TIRE Lz,
BBk 12 WEFE TOURDFRGE LB, R WVIRY WRP R L2 HETE 512 9
~21 » AOEEkg 2 fTRE L Uiz, M/ IMREOBEIBISS 24 » AREHE L, LEEICRED
2 EIRERE Y A K D Il ST BE ISRk ek B e b T L L LT,

Gl

)]

BRI

< EMEFEEE >

« FEEFEE - /RS 30,000/ p L LA EDDONR—RF A nE 20,000/ w L LA EIEAIL
7BE (VAR E—LER) OFE

< BIREEMMIE E : /MR A 50, 000/ 1 L LA & 2R L 7= BE OGO 150,000/ w L UL E%
Rk L BEORE

<ZEMEFHMEER >

BEFS. BEH. BARE, HERE. XA ZV A0 125F80EK

UGBS

<IREBE>

AR 18 BBk S du, 6 BIERERZE T L, 12F03H 1L L7, #IiEEEIX, T5mg 1
H2[RED 150mg 1 H2ETHY, #iZORREGREIT, 2F8E2 100mg 1 H 2 [EE L
T, 2056 8| (44.4%) 23 175mg 1 H 2 ENZHEZE L7z,

VHEREGERUCRAESE (n=18)

RAL<F =T oEERE, n %) ARG, n %)
75mg 1 H 2 3 (16.7) —
100mg 1 H 2 [ 5 (27.8) 1 (5.6)
125mg 1 H 2 A 6 (33.3) 2 (11.1)
275mg 1 H 1[a] — 1 (5.6)
150mg 1 H 2] 4 (22.2) 6 (33.3)
175mg 1 H 2 [ — 8 (44.4)
<BEHE>
FEFLE B

M/ REL 30, 000/ w L BAEDNSD_R—2F A v 20,000/ u L L EBINLT-8BE (LARF
—) OFEEIX, 5 12 T50.0% (5/10 ), $5 24 HT57.1% (4/7 %)) Th-otz,

AMEOEEFMEE (VAR F—DEE)

HIERE AR VAR —DEIE (%) (n=18)
BeH-BAAE 2 WERE, n (%) 8/17 (47.1)
BeH-BAAE 6 WKE, n (%) 5/15 (33.3)
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BeEBRAA 12 B, n (%) 5/10 (50.0)

BeE-BRAA 24 K, n (%) 4/7 (57.1)

BeHBRA 12 » A, n (%) 5/10 (50.0)

BeHBARA 24 » A, n (%) 2/7 (28.6)
BV EHTIR B

M/ EDS 50,000/ w L LA B A FERR L7 BEOEIG L, $5-504G 12 T 50. 0% (5/10 #1) .
5 BRtE 24 WHE T 57.1% 4/7H1) THotz, M/AMEEDS 150,000/ 1 L LA %k L= B
DOEIGIE, ®504 12 T 30.0% (3/10 1)), BeH-BAAA 24 WHIKFT 14.3% (1/7 ) Tho
72

<ZeME>

EIVER I 18 il 18 ] (100%) 278 LTz, FBUAEE A 50%LL EOREIWER X, 1~ Kok
AN, ME RS R OBER AN 66. 7% (12/18 f5) . AST H4HN, UM Hm & OVFHI2 4% 61. 1%
(11/18 §51) . WM~ K HERD 55. 6% (10/18 f5il) ThH o7z,

FETHNE 1/18 4] (5.6%) T. MELHEMEMIE (75mg 1 B 2 [A¥5) Z3EH L, H5HIA% 426
HEICHLE Lz, IR L ORSEEFRIT BEE2 L) SHE S, SEEH %< BE 2
ERIZ11.1% (2/1861) TH Y, ZTOWNFRITEL « W& - FHIS 1 F], GRS 1 451
ThoT-,

ARBRIC BT DGR E D IEICE > - HERELRIT 27.8% (5/18 #i) IZRDH BN, m%%%
W 4/18 Bl (22.2%) K OGRS 2/13 B (15.4%) TIILL, 25 » HLUKIITRD 5
Noot, RPIEEGHIHICES>TEHERZORIL, WInb 1FITH-7,

R AFIOAB SN T HEROCHER B, RAIZIE, mRAZ~F=7 L LTS ®E 100mg % 1 H
2 B, BOBETS, PIEERSEEE 4 BRI EHRS L TH BEE T2 M/MEOHEMNRD S, Zaethici
ENWEEIX 150 mg 2 1 H 2 BNIHET 5, 7ok, M/VRE, ERICE U CGEEHEBT 208, kEmE5sEid 1
W 150mg # 1 B2 ET5,] THD,

(4) HREEAIEAER

1) ARG

<VEHEE 111 FAERER (C788-047 3B V. C788-048 3Bk O K UNESEMT 19016) >

BT A

Lk LE, EERA, CEHEBR, WATHR., 77 BB k. BN, A=A FF Y
7)

ISES

FrigetE /@ oo e i MRS E  (TTP) F&FF 150 45
(C788-047 3X5R 76 ], C788-048 7k 74 1))

Ep UL e

- 18 LA LD B R O et O FrfgitE /18 14 1TP /B

WEWE 3 » AUNIZ 3 EILLERE (2095 2 BILLEIIAZ U —=2 Z#EHICHE) Sz
M/ NRFLDSEEIE DS 30,000/ w L Kl (L A ¥ 2 —3ROEEA R X 35,000/ u L 2R R)
DEE

WEIZ ITP DIRFEO DA77 &b | B O iRk 252 T - B

- Karnofsky Performance Status A4~ —/ L2 70 UL F D BE

- PFAFTEE ITP a9 3EIE, RIBIREAT rA K (L k= //%%Txmyaﬂﬁ THF A
TV I FF Y=l U, BB bk ST A58, AL ARER—RX T4 v
ﬁ@mﬁukﬁﬁ%ﬁﬁﬁf\ﬁﬁ%ﬁ%ﬁbfﬁﬁbﬁw:kﬁ%ﬁéht$%

- FOMO TTP JEEIEEBL LTV D 5A1E, IRBREMFHEEICRE S o REYIMICE > T
ik T B EE

e bR UE

- E(EAEISHTRT 2 SELINIC IR O i A A 5 S s B, TR OB R Y TIB N AT
b= BE

RERTT 5

27 == 7 (1~4 B8 « ARBRITHE AN D EAEPE s LTz,

CHEEMRHIM (24 M) ;o (15,000/ 1 L AW, 15,000/ L BLE) R OVEAE O Sad 7IE
(B, |) Z2@EHIKRTL LT, RAZTF =T IS 7 2R 2:1 QLR CTHIESLIZE
OAP, 24 MRS U, RSBt Mk - FEIT 100mg 1 H 2EIE L, #5844
T DL L R R VIR AEE LT 150mg 1 H 2 [ENCHE LT, 5 BiRmkiis
YT HLAEFEPBO GNTHEIT, I TIRERIKZ 100mg 1 H 1 FIETHEL
7

F7-. OFHTATRE ITP iR Ak rTRE & L. M/ MRELAS 50, 000/ p L R0 T L A % 2 — AR
DB BE I, VAT 2 —EAHHARE L Lz,

Be 5844 12 BEELARE, /KBS 50, 000/ 1 L RO BE . UIN—R2 T A O /MK
15, 000/ 1 L ZRiii T 20, 000/ u L LA_LEOHEMMNERD SN o IL ) VL AR A —L
L, ¥BEOFRBRPIEEZFREE L, TNOHD ) UV VAR X —RHR AL ~F =7 150 mg
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X7 7R 1 H2EOEEE 4 BB EZ T T RS (150 mg OBRMEN BAF TR0

A%@O\M%&ﬁﬁ%(m%O@ﬁ%)Amﬁﬁﬂh%T%kL\#EﬁTffx&v
F=TOEMEELEZ T, ARRAET LIZHEE S C788-049 ER~D A A % Al HE
L7z,
- RS (2 D)
RBRAF Y a—)b
A7)—
=M CIEBN

(1~ 4341)
FAFTF=T B n=101 (CT88-0475RER51 B, CT88-0483LE50 1) i

L)
(231])

772 n=49(C788-047iAKa2541, C788-0483A 24 f3)
A

PN i:l é ; (IS EIS lIO 1I2 1I4 1'6 1|8 EIU ZIZ
MEVEZE O A f RS (15,000/ o L AT E) RO OMITRE (., ) ZE5H
+E L TYTo7,

TEERIEDOFX 5803 100mg 1 H 2 [\ TEAME L. 4 BELIEI T MR E R OB A% %8 L T 150mg
1 H2EICHE LT,

24 (M)

FFmIE H <BFPMFGEE >
1) EFEFHMHEIER : Stable platelet response DK EE
Stable platelet response %, #5-BHIR 14~24 T/ E TD 6 [BDOKEED H H 4 [BILL T/
g3 60,000/ p LA R EEFR L, R LILEZE L LV AR F—L LT,
2) BIVKEHMME R - #5512 1 KO8 24 FEE S oo i/ MR O @R B (MR 50, 000/ w L VL k.
NR—2F A O 15,000/ 1 L R DBEIZIIT S 30,000/ p L BLENDR—ZF A
NEBDOZELEN 20,000/ u L LI E) %
<ZEMFMLEE >
ﬁ*$% TRERAR L D BELPE
AT IR FRENTRE G AE © BRWVEREAT O EBAEMNIE, Intent—to-Treat (ITT) M (IE/EHEFIV fHiF S
ni=eBE) & L MEAELE D AHHCHE > THRNT L7z, E72. RRPEMITIL, C788-048 35
T T RRBCED T b 1 PR A X ~F =778 2 @RI EE Shi-zd, 2o 14l
ERAL<F = 7%*;‘ WZE D TRNT LTz, £ D7D RN GERNIL, C788-048 HEAK Y
PFERT ClE, RRAY~F=TREL 7T B REEOMATHREM N 1 BIRZR D,
TEEEME H 1L, Stable platelet response ik L7=HBE (VAR Z—) O/ IME K
QEIEZ RGNS L, TOEOEIAICxHET 5 IEMER Ml 95%CI (Clopper-Pearson
%) ZHH L, Fisher's Exact iEZ ANV THRRAL ~F =T HDO T T AR 2 ERE
ZEMM L7z (BB M OB MNT) . AEKMEIEMmM 5% Lz, 2B, $RA+HUIEE
FELOTOFRGE 24 WLIRNIHR G I L7-8E, ROFE 10 BUKIC L A% 2 —iBF %
ST ERFIE, U LARLE—E LTS T,
PR <BEHEFR> (T H£H)

C788-047 #Bh (788-048 R WA AT
A Soppe | BAXY TIRR | ARE< | TTER | AKX~
7(7;‘22;;% F=THE T F =T R T F=THE
n (n=51) (n=24) (n=50) (n=49) (n=101)
" N 57 57 50 50 53 54
il () [26-77] [20-88] [20-78] [21-82] [20-78] [20-88]
PRI 2k, n (%) 17 (68) 30 (59) 13 (54) 31 (62) 30 (61) 61 (60)
Hlg, n (%)
ek 8 (32) 17 (33) 0 0 8 (16) 17 (17)
RN 13 (52) 25 (49) |24 (100) 50 (100) 37 (76) 75 (74)
A=A T UT 4 (16) 9 (18) 0 0 4 (8) 9 (9)
- N 5.5 7.5 10.8 8.8 7.8 8.7
TP I ) 1o 4745, 01| [0, 6-53. 03] [0.9-29.11 | [0.3-50.2] [0.4-45] | [0.3-53]
i;f$§ﬁ%ﬁﬁﬁﬁ;i3fﬁ’ " 17 68) | 38 (75) | 18 (75) 38 (76) | 35 (71) | 76 (75)
. v ) ) ) ) 3.0 [1- 3.0 [1- 3.0 [1-
ITP RiVER OFEEE 5.0 [1-10] | 3.0 [1-9] [3.0 [1-10] 13] 10] 13]
ITP HAER DR, n
%)
BRI EEAT A K | 25 (100) 46 (90) | 22 (92) 48 (96) 47 (96) 94 (93)
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IVIg XJZ IV Anti-D | 17 (68) 33 (65) | 10 (42) 19 (38) 27 (55) 52 (51)
TPO AT %E 15 (60) 27 (63) | 10 (42) 20 (40) 25 (51) 47 (47)
Sz i 12 (48) 22 (43) | 10 (42) 22 (44) 22 (45) 44 (44)
il 10 (40) 20 (39) 9 (38) 14 (28) 19 (39) 34 (34)
e 11 (44) 26 (51) 3 (13) 8 (16) 14 (29) 34 (34)
B =L 4 (16) 7 (14) 5 (21) 13 (26) 9 (18) 20 (20)
[Ae= 37 2 (8) 4 (8) 4 (17) 5 (10) 6 (12) 9 (9)
ZDfh (Dapsone®) 3 (12) 10 (20) 0 0 3 (6) 10 (10)
NS g 15, 844 16, 202 23, 958 15, 900 19, 818 16, 052
T (/pL) [1,000- [1,000- | [1,000- [1, 000- [1, 000- [1, 000-
48, 000] 51,000] | 156, 000] 33,000] | 156,000] | 51,000]

a) O [&GPA]. b) FfE  [&EPH]. c) Dapsone |L USP OEKFL T, AKRO—AILFRIET T
Tz VANKR L THD (AROBEIGE : N> ' ),

ITP : Sy B E,. ITT : intent to treat, IVIg: #HyFfaE 2/ a7V IV Anti-D:
EEHLD-fE a7y v TPO: hr v RARTTF

<EzhtE>

FEFBGIEE (Stable platelet response DEERKEIS)

Stable platelet response ZIERK L7-HE (L AR Z—) OEIEIL, C788-047 #kEr, C788-
048 B L O AT C, WIN b 7 TR L L TR A Y ~F = TR TRV EREIS 2R
L. C788-047 #BE K OB CIIABZEZNRD b (BERIZIX, C788-047 7Bk @ 17. 6%
[95% CI : 7.2, 28.1], p=0.0261, C788-048 3k : 13.8% [95%CI : 0.5, 27.1]. p=0.1519, #T
BfEAT 2 15.8% [95%CI : 7.3, 24.2]). p=0.0072) (MEHFEZT WS Fisher’'s Exact
) o

Stable platelet response FERREIS

. Stable platelet response ZERCEIS
B C788-047 R C788-048 #BR BEA AT
RAL<F =T R 17.6% (9/51 i) 18. 0% (9/50 1) 17.8% (18/101 i)
P 0.0% (0/25 ) 4.2% (1/24 1) 2.0% (1/49 1)
B2 17.6% (7.2, 28.1) 13.8% (0.5, 27.1) 15.8% (7.3, 24.2)
p fiEl 0. 0261 0. 1519 0.0072

a) RAA~F =TT 7 vREE (%) KO 95%CI
b) p f#i% Fisher’s Exact HiEZ W THEH L7,

FEFMER OV T I — TR

C788-047 #BR K O C788-048 REA DK AT — & #HW T, #WHEM T &1 Stable platelet
response DEMRENAZHE Li-, B0EMEZEL T, RAX~~F=THED Stable platelet
response DEKEIAG R OIT T2 REEL OB ZET B LIZBRITR SN,

N PEEIAE wip95% s B i
TRTORGH —e—i 150 158 (7.3, 24.2)
=254 DM <15,000/ 1L e 68 128 (32, 223)
N— 274 YOI MRE=15,000/ 411 —e—i 82 187 (56, 31.7)
AR <65)% —e—I 11 192 (10.1, 28.2)
AERTZ655E N 39 52 (-16.2, 26.6)
TPk et 59 147 (-1.2, 30.7)
E8i3 —e—I 91 164 (1257
[LECEY) e 53 176 (4.8 305)
[t R L —a— 97 146 (34, 25.8)
TPOZF Ml DM RIEDY e 71 152 (4.8, 25.6)
TPOSZFH A ETh 3D T A L 1 79 158 (26, 29.1)
VYEITTOMHIEDY e 48 118 (0.9, 22.6)
UIF 2 T OMHIRERL e 102 180 (6.8, 29.2)
TTPHE i I =345 —e— 11 197 (108, 28.7)
IT P U1 ) <34 »——o% . J 39 49 (-137, 234)
L 1 1 1 1
-40 =30 -20 -10 0 10 20 30 40 B 2
FFEREETHE AR FTHRTHRIS (9515 #IX )

) 9%/ HE X TR X IE AT EC DWW THEH L7z,
ITP : $ayMEIf/ MRIBZDE, TPO : b Rz F o
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B B
1) /A 50, 000/ 1w L LA LD BE OEE
¥ EBR G 12 R K O 24 38 IR fi MRS 50, 000/ w L LA EDBE OEISIT, TREOLEBY T

HoT,

B

/RS 50, 000/ 1 L A 3R EI&

C788-047 R

C788-048 R Ex

A AT

RAK~F =T/

21.6% (11/51 i)

24.0% (12/50 )

22.8% (23/101 )

. AN 2 0.0% (0/25 f5) 12.5% (3/24 #i) 6.1% (3/49 5]
1230005 BER @ 11.5% (6.3
5 21.6% (10.3, 32.9) O 16.6% (6.1, 27.2)
29. 3)
RAL~F =T 15. 7% (8/51 1) 16. 0% (8/50 #1) 15.8% (16/101 f4))
. 75 REE 0.0% (0/25 f41]) 4.2% (1/24 1) 2.0% (1/49 )
24 BERE 2 @ 11.8% (-1.1
h 15.7% (5.7, 25.7) ’ 2°4 8)' ’ 13.8% (5.7, 21.9)

a) RAZF =TT T BREE %) KO 95%CI

2) M/RER 30,000/ 1 L LA EDNDR—A T A b D4 LA 20,000/ u L LL LD EREIS
NR—=RF A OM/IMEEDS 15,000/ 1 L AR O HEE W T, F5-5044 12 B A O 24 B IC
M/ RELAS 30,000/ w L LA EDDR—ZF A 735 20,000/ p L LA IO BE OBEEIE, T
FDLBY THoT,

B bR

1R E 30, 000/ w L LA E2xD
R—=R T A B DO bR 20,000/ n L LLE

C788-047 R

C788-048 xR

A AT

RAM~F =T

16.0% (4/25 f31))

27.3% (6/22 f51])

21.3% (10/47 f41)

. 7T AR 0.0% (0/12 51) 11. 1% (1/9 %) 4.8% (1/21 f51)
12 0 FEfZE @ 16.0% (1.6
h D 16.2% (-11.5, 43.9) | 16.5% (1.7, 31.3)
30. 4)
RAL~F =T #E 16. 0% (4/25 1) 13.6% (3/22 1) 14.9% (7/47 #1)
o4 RS ;;;Tﬁ 0.1(;%0;0/(112;%) 0.0% (0/9 1)) 0.0% (0/21 f31)
§ '3(‘; 4)' ’ 13.6% (0.7, 28.0) | 14.9% (4.7, 25.1)

a) RAZF =TI vREE (%) KO 95%CI

(%]

1) it B A 5
ARBOZENET — & 2 L CHEEZRHMEEAERFRORESEE 27 Lz, PEEK
OEEOHMBIEA RS L, FRAZ~F =BT 9.9% (10/101 ), 7FEREET 16. 3%

(8/49 ) . HIMBHEDEELGEFRITHRAX~F =T HETE.0% (5/101 F) . 7T Rt
T10.2% (5/49 ) T o7,

2) L AF o —IKOMHE AR
MAMHTICB T, VAF 2 —HKEHH LIZREOEAIL, RAX~F =T 29. W N
SRR 44. 9% Th>7- (p=0.0711 : Fisher’s Exact &), F7-. LA X a—HFHFETO
HEUE, RAZ~F =T HELH LT I REETEL (p=0.0274 : log—rank Hi7E) . 2L
FHEALBERHGIIRAY T =78 4. KO T 7 BHREE28.6%5Th o7z,
HH TIRREE | RREF=TRE
(n=49) (n=101)
EH® Y 22 (44.9) 30 (29.7)
;;i?wﬁ%ﬁmbt W7 L 27 (55.1) 71 (70.3)
B pfE (Fisher’s Exact Fa7E) 0.0711
0 27 (55.1) 71 (70.3)
1 8 (16.3) 15 (14.9)
LA RO ey T e
¥, n (%) - -
’ 6 0 (0.0) 1 (1.0)
7 0 (0.0) 1 (1.0)
9 1 (2.0) 0 (0.0)
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R L7 BE 22 29
HeE iMoo Rig (7) @ 109. 0 —
p fE (log-rank #iE) 0. 0274
L A% o2 —3KfEH 0~23, n (%) 4 (18.2) 6 (20.7)
* TOHIR 2~4 3, n (%) 3 (13.6) 5 (17.2)
4~63, n (%) 5 (22.7) 4 (13.8)
6~8 1, n (%) 5 (22.7) 4 (13.8)
8 WLIKE, n (%) 5 (22.7) 10 (34.5)
e s sars ) v 13 (26.5) 21 (20.8)
;jjl;ﬁ? RIBEE AT 0 A R 12 (24.5) 11 (10.9)
’ I/ AR g L 2 (4.1) 2 (2.0)
a) Kaplan-Meier i5& AVWTHERE LTz, VAT 2 —AEMHA Lo BE L, B A T
LU &L,
<BREMHE>

MEMITICBWT, BIMEAIZ. RAZF =T LRSI ERETENLEN 60/102 4
(68.8%) KT 13/48 il (27.1%) @O BNTZ, EREWEH FHAMBITORA S ~F =TT
FEHBEEMN 10920 F) 13, RAX~F =T HEOT 7 v REETENEI T 26.5% (27 #]) KO
12.5% (6 f), Hols 14. 7% (15 f) JOr6.3% (3 f)., mifJE 15. 7% (16 ) KO 4.2% (2 i)
ThoT=,

FHUBIE, RAF~F=TFET 1/102 ] [1. 0%, FEMIEMEEHIE (C788-048 iBR) ] KL UVTZ
BARRET 1/48 1] [2. 1%, BUMAE (C788-047 &BR)] THY . WIN bIREREFRIT B2 5B
Hi2L)] Thotz,

HERBEMIL, RAZ~F=TET 4 6] 3.9%) KMOFTHREET 1] (2.1%) ThH-ol-,
RAZ~F =T ROBEERBNEHONTIT, FEWVELG R ERBAE, TR, Mgk (UL, c788-
047 HBR) L OEMTEZ U —=E (C788-048 BR) 234 1 i (1.0%) Th o7,

BRI DOF G IRTE - - FEFHLIT, C788-047 3BR. C788-048 R K OB MRINTIZH T,
RAZ<F =T ONT TR TENZE ., 8/561 il (15.7%) KO 2/25 5l (8.0%). 2/51 {4
(3.9%) KN 2/23 f5l (8.7%) . 11/102 f5 (10.8%) KON 4/48 ] (8.3%) Th-olz, "AX~<F
=TRET 2 BILLERRD BN IRBRE OB G IRICE » o B EHLIL, HFPEREAE [RAZ~
F=THE20] (2.0%) MOTTEREOHF] THolz,

W) I ERBEICHEVHTONTZ 1 FICBW TR TR ~TF =T REE SR, 4
PERRAT R R TR G SN TRBRERICE VR A Y~ T =T L L TR LT,

BIfER—ER (WFhio&5H THRESERD 552 EORITER)

P C788-047 *:t%ﬁ&v C788-048 %ﬁ%ﬁ@iﬁf‘fé\ﬁi’ﬁﬁ
- RAZ~F =Tt 7T R
FEARFE

(n=102) (n=48)

T T OFENWER @ 60 (58.8) 13 (27.1)
H e 38 (37.3) 9 (18.8)
THI 27 (26.5) 6 (12.5)
B 15 (14.7) 3 (6.3)
AR R A 19 (18.6) 1 (2.1)
ALT #4701 10 (9.8) 0 (0.0)
AST #40 7 (6.9 0 (0.0)
PR TR B 14 (13.7) 2 (4.2)
FEENE D F 9 (8.8) 2 (4.2)
15 17 (16.7) 2 (4.2)
& I 16 (15.7) 2 (4.2)

n (%) MedDRA ver. 18.1

a) AEFRRO D LRI L ORREBERES BEOEEH ) T TB#EH 00 LA
CHrE o mEES, AL IIRERBRESARIB LIEAERSEZRER L L,

AT : 77=VT I/ FFV AT 27 —B MST: TARIF VBT I ) NIV AT T7—F

<EHWNE 111 1838 (R788-1301 RBR) DE I H® >
FEINGE TTT #H3R5 (R788-1301 &ER) 1L B AR ANOFperE/ 18 1TP BE 2 XIRIZ, RAX~F =7 100~150mg % 1
A 2 [EREOFE Lz L & 0FMR V223 M2 BRI CTER SN ZRBRTH V. BMEERRBRIZITEY L2
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Uy,

BT YA

Zfinxdtlnl, BAERIL, “EER, WATHH, 77 tAxHRR

w5

H AN OFpgetE /B ME S Ml Mg AE (TTP) B 34 41

TR

C AR 20 LA B (FIEBURRD) O AARANEE (CHEUNOMEE DT THARN)

- RIEBASRED 6 » A LA RN E A R E R B E M ST RIS L D 1TP WiEuE

(1990 4E247E) ITHEWV ITP L Bkr SN B

R V== A, B RO H O 3 [E O/ MIE D) 30,000/ LR THY . Fh
ZFo /RIS 35,000/ 1 L R0 B

-uT®1@%uL@W§%rwﬁﬁ%’ﬂbfﬂ%#?+ YT AEMEICHER S D EEZD
NIeBE S RIBREATeA R, brrARA=F o (TP0) ZREEEHE (=L hr Ry
*5 3 ¥ itl THRRAFL), VXU~ T, BERE T A

- ATV —= 7 AROEEBIAE 1 H BT, ECOG Performance Status 230 XX 1 O HBE

- ITP R A L Qe WEBE, H L P TRERE (TRBR5E 228) % 1 FHO A
HLTRY, HEHET BB 2@ LR HE - HEAEEET, B IHPICLER
WFITHkRE L T T& 2 HRE

* H pylori BYEXIE A pylori DBREFIENE T LTV BE

e BRob L

C RAZ V== A A7 Y =07 B ARG RIZ, DITO 95 1 DLk R g R A fE
N SR  BMERE 2,500/ 1 L AR, A EREL 1,500/ w L AT, U LoSEREL 750/
ul K, ~EZ a2 10 g/dL K

CRZ V== AT, TS 5 1 DL EOBKRREMLE DR LB ALT XX AST
JEUEE FFROD 1.5 {58, M E VU /L E L 2.0mg/dL 8. eGFR30 mL/min AV

BRI 15

COEEIERE (AR : RERER, 27V —=V TR QEIORAT Y —=  TREOIBLAT Y
—=U 7N ROBEEBM 1 B BICHEASMEZ R LT,
LW (CEERE 24 E0) ¢

RAZ<F =TI T T BRI 2:1 ORTEIELIZEIY 1), 24 BREROKES L,
B GBAtARE O Ak - A&IT 100mg 1 H 2 EIE L, &5B1A 5 4 HRELIRR I MIER O
AMEEZRE LT 150mg 1 H 2 BN R L7z, 7235, [AlH OEEIE 8 REMLL LR % 2217
BEOFEIZEAD O AEERRY [F URRHICEET 228 & LT,

[ 5 R ILNE ) 1SS T2 AEESRBRO SNTHAE, EECHE > TEBRIEZ 100 mg
1 B 1[EFECEELE,

BEFARTRE ITP AR L L C, RIBREAT oA K (FL R=Y o U B T 1omg/HLLTF), 7
PWFATFV L UIE T =D 56 1 FEEFEHAREE U, GRG0 2 MRG58 1
IR - HBEEFARTE Li-, £72.0 i/ MMREDS 50, 000/ 1 L R T L A % 2 — 15BN
VERIGEIIVAF 2 —FAMHATREE Lz, 5 1 MZ 5% T L2 BHE KOS 11 H1R BT 5
WA 5 BT T IS T LT,

<511 HIERATH

D UTOWTNNZEY L, FILEED S & THMEO XM GhRAR+43) 1 ICL0E T H)
Pk L7- B

- N T A RO IMRED 15,000/ w L LA EDOBE

a) 150mg 1 H 2 BNZEEE LT 4B ERE LCH 12 L f/MEL 50, 000/ 1 L A4

b) AFEMEORENS 150mg 1 H 2 [FIIHETE T, 12 WL O /M EL 50, 000/ 1 L A
— 1 HH oI/ M 15,000/ 1 L ARiE D HBE

a) 150mg 1 A 2 [BENIHEHE L T4 MM ERE L TH 12 LR M/ MRE O EEIN 20, 000/ 1 L K

it
b) AEMORMENS 150mg 1 H 2 FNHETE T, 12 BEEFFEO i/ MIE O 20, 000/ 1 L 4
i

2) MIEROFEROFEIC X 67, BHIBIT 1 B BICBHEAIMEA 140 mmHg A2 D HE5R
ME2DS 90 mmHg i D s

3) BHIAT 1 H BORKRMRAE T, LIS T 2BARRAEMEET DR bNeh oo BE

— B EREAS 2,000/ 1 L K

—  GFHRERES 1,000/ 1 L A

— U2 RERES 750/ n L A

- ANEZBEUR10 g/dl Kb

4) BT 1 H B OB OBRKKRAE T, DITFICHY T AR RAERE RO ooz
B

— ALT XX AST 23EEHERE PR 1.5 54

- RE VLB URNEYEM RO 1.5 &8

—  eGFR 2% 30 mL/min i

5) BHIAT 1 H BICHERZREGL., A > 7 o7 Eomatmds iE gt o SIEVERG A3
B BN B

6) FHIRIT 1 A HORT 2 W E LIS SO mE A 2 LA naE (272, LA
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Fo—IKE UTEAISNAHESE 7 77 U 2 BH) K O Mg 15 <)
IV, TV, 5. (4) 2) Zetibi) oHESMR
11 20 LY (R R SR FT B P A (I Fi B
4581 24341 28:8 1 IsE T w2aph | R A B kEHET
uw&gl\mﬁmm«o

RAYTF =T EE(220)

femnes AT LR
At a2 B e
sty 123805 B RE ol i)

FAYTF =TI

22

10/

TTRR R (1261)

BRIEEE

< BRHEFMGEE >
1) EEFMEIEE : Stable platelet response DEAEIS
Stable platelet response %, #5BHIAE 14~24 £ TP 6 [HDOKFED H H 4 [BILL E T/
B3 50,000/ p L LA EE EFR L, BRLICBAFEZ L AR F—L L,
2) BIREHmE A
< F T IS B Overall response (G5 2~12HE TO 6 RIOBPIED H B, 1 [AILLETIM
INRERDS 50, 000/ w L LL R & ERR) E Rk L7- B OEIE
« I/ RERAS 50, 000/ w L LA R % Rk L7 A OFIE
« R—=2F A ORI 15, 000/ p L RO BE ExF4e L LT, /M 30,000/ w L
PLEMNDOR—=RF A b O bRIN 20,000/ 1 L UL BRSO ZRcE A
s MR O ER R R %
< ZE2MFMEE >
HEFES, RBRIEE OB, ERE, SA 2T 2 12FELER &

fibT 51k

AN IE H OfENT 52451, Full Analysis Set (FAS) & L. #E/EAENTITITHE - THENT
L7z, FEEEIE H X, Stable platelet response ZIEK L7-ZHBFE (LARNZ—) OEIGL
FOREMZEIZ DWW TIER 72T 95%EE XM (C1) ZHM (FhFh Clopper—Pearson {EK& T
Chan and Zhang E% /=) L. Fisher's Exact MiEZ W TCHRA X~ F =T DT T B REE
WZXFT DM Z R L7, 72, AEFRUTADEDO RN L0 H ik Uz B R O G-BillA
10~24 ETICVAF 2 —3AEH LI BFIL ) VL AR F—L& LTz,

<BEYER> (FAS4£H)

I H 77 v AREE RAR~TF =T
= (N=12) (N=22)
PER . &Mk, n (%) 8 (67) 18 (82)
FEiln %) Y 64 [31, 76] 61 [25, 81]
& (kg) @ 62.4 [40.1, 116.6] 56.3 [41.2, 77.1]
N—2 54 MM (Jul) @ 18,000 [1,000, 27,000] | 19,000 [3,000, 28,000]
ITP Wi (4F) @ 12 [1, 38] 12 [1, 41]
JAEOREITIE, n (%) 2 (17) 5 (23)
ITP miyafeE i) Y 3.3 [2.6] 2.5 [1.6]
ITP BIAEEROMNR, n () ©
BIRREAT oA K 12 (100) 21 (95)
I 4 (33) 1 ()
TPO =& RVEB)3E 7 (58) 11 (50)
HEsE sy v 4 (33) 8 (36)
S H 55 1 (8) 3 (14)
D 3 (25) 2 (9)

a) POfE [HEH]

b) ~FEIME AR YE(RE]

c) —HBOEFIT 2 FEU LD ITP IR L. (&FIIHREDH V),

FAS : e ROFENTRIGER, 1TP @ e Ml MRIBAE, TPO @ b r s AR =T

<EzhtE>

FEFGIEH (Stable platelet response DEERKEIS)

Stable platelet response DEKEIGIX. mAZ~F=7#£36.4% (8/22 ). 7 F & HREE0.0%
(0/12 f) EL7ev ., 7T BARBICHASTE WM/ MBI R LR bz (FEFZE @ 36. 4%
[95%CI : 3.1, 59.3] p=0.030 : Fisher’ s Exact ¥i/E),

Stable platelet response R EIS (EEFHMEEH)

RAS~F =T (n=22) 75 REE (n=12)
R 95% CI JERK 95% CI

n n
#e | TR | ER wE | FR | R
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R LB 8 | 36.4% 17. 2% 59. 3% 0 0. 0% 0. 0% 26. 5%

TT AL D — | 36.4% 3.1% 59. 3% — — - -
Fisher’s Exact FiE p=0. 030 —
BIRFHEE E

1) Overall response DEERKEIH
Overall response DERKEIAIL., RAZ~F =T FET45.5% (10/22 ). 77 BREET 0. 0%
(0/12 ) Th o7~ (BERIFE : 45.5%, 95%CI : 13.3, 67.8),

2) Mf/ME 50, 000/ 1 L LA EOEERREIS
I/ RE 50,000/ w L BA B &R L7 BE OEIGIL, BEHIGEE 12 AR CHRAZ~vF =78t
27.3% (6/22 f5l) KO 5 BREE0.0% (0/12 #), 24 WMEFTZENZEN 36.4% (8/22 i) J ¥
0.0% (0/12 #I) THH ., HME (KRRE~F=TH-TFREE) TTNZH 27.3%
(95%CI: —2.5, 50.2) MUr36.4% (95%CI:3.1, 59.3) Tih -7,

/g% 50, 000/ 1 L LL_EDERRBIE

RAN<F =T (n=22) 75 AEE (n=12)

TR 95% CT TR 95% CI
A Y "lee | Fm | em | " [ we | vm| em
12 W AR L1 BE 6 [27.3%| 10.7% | 50.2% | O | 0.0% | 0.0% |26.5%
TR AL D — |27.3%| -2.5% | 50.2% | — | — — -
24 W |3ERR LT BE 8 [36.4%| 17.2% | 59.3% | 0 | 0.0% | 0.0% |26.6%
TR AL D3 — [36.4%| 3.1% | 59.3% | — | — — —

3) Ii/NREL 30, 000/ u L LA x> _R— 25 A b D2 E 20, 000/ w L LA EHIIN O EREIA
R— 25 A DM 15, 000/ p L KT BRE 15 H0 5 5. i/ RE 30, 000/ 1 L LLED
DR—R T A D DEALE 20,000/ u L UL L& ER LIZBEOEIE T, BEHGHE 12 #E
KO 24 BEFCOTNHHRAX~F =T RE30.0% (3/10 ) KOTZ7®HREE0.0% (0/5%) T
HoT,

4) M/ R D BRI E &
J]']l(/J\ﬂx;%I@?E*%’?biuT@iE D Thoi,
/uL

160,000
= FAYvF =7
— TSR
1400009 spgepuirqr, qu

120,000 4

100,000 4

8
VAL
. 80,000 -
B 60,000

40,000 +

20,000 +

04

T T
-4 -2 0 2 4 6 8 10 12 14 16 18 20 22 24(H)
P12 U
RRFCFSTM 22 2 22 2 2 20 18 18 18 15 10 10 01
FoeAM 12 12 12 11 9 9 10 9 8 3 4 4 44

10

3
12 UMD RIMZ Z 0 Ik L-BED S b, Ltk I HE L-Sma T Bl
FHILMH~BITT DL A2RELE LT,

FHGHIEH (Stable platelet response MEFEAKES) DL AR ¥ —BID M/ MR DOHER
LT O Thotz,
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(/uL)

160,000
- L AR —

O VAR —
140000 " S5
TfiE[Ql, Q3]

120,000

100,000

|
N
i 80,000 -
®

60,000
10,000 T
é 0y
r .' o Ny
20,000 E g -~ o e g N U e it
@y ¢| ¢ ____ 1 . Q - Q
0_

T T T T
8 10 12 14 16 18 20 22 24(H)
451 1 1]

LARYY— 8 8 8 8 8 7 7 7 8 8 8 8 8 8
JVVARY— 14 14 14 14 14 13 11 11 10 7 2 2 2 2

FoeRRE 12 12 12 11 9 9 10 9 8 3 4 4 3 4

8
2
4
VARV A —DES « FTHFMEIEE TH D Stable platelet response &k L7-HEHE

5) /MR E O EBIHER
RA Y < F =T EECIIRE R 6 M/ MrER S 50,000/ w L DL EICEIIN L7=8ERBD 5N
oo EEFHEAO VAR Z— (8 fi) X, £H5EREM IV /M OMNEZED, 55
6 24 WG E T/ MER 50, 000/ w L UL EAHERE U 7o, BG-FH (12 HLLN) i/ Mg 28
H LA 35 © 50, 000/ u L LA &R L7 BE X 6 fl CThH -7z, —FH T, 77 BARBETIRM
FEEAS 50,000/ L L EICHEIIN U7z B IR Do 7z,

==

-4 -2 0 2 4
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(/uL)
300,000
280,000 4
260,000
240,000
220,000
200,000
130,000 -
160,000 —
140,000 —
120,000
100,000

80,000 —

60,000 —

40000 _

20,000+ =

. =

FFHSE

i/ B 2 (50,000 L)

FASF =TI

(/uL)
300,000

280,000
260,000 4
240,000 4
220,000 4
200,000
180,000 —
160,000 —
140,000
120,000
100,000

80,000 —

EFCE

60,000 MR (50.000/ kL)

40,000 —
20,0004 ==

0 —

68 10 12
B 5 B

TR

(n=12)

<gzet>

Eli ].IO 1‘2
B B I

o -

#I1HIZENT, BWERIZ. AR Z~F=7FE 22 B 17 6 (77.3%) . 75 REE 12 FlF 1 4]
(8.3%) THRIEL., EREIEA CGEBUEE 5%l L) 13, "AX~F =7 TTH 31.8% (7/22
), ELE 27.3% (6/22 ) . 4FHERBOED 13. 6% (3/22 ). NTFEERESRE 9.1% (2/22 ). 7
T2 ARHEETHEIE L OBERENA 8. 3% (1/124]) Thol,

FBHNIRD SN hoTz, BEELBRWEMIZ. mRAZ<F =78 2/22 I (9.1%) T, TOWNR
VIR QML MR IRAER S 1 F] (4.5%) . 77 B REETIIRO b oiz, IEREO#K5-F
B STRIERIE, RAZ~F =78 3/22 5l (13.6%) T, FFHERERE 2 1 (9.1%). @it
ETHIN 1B (4.5%) ., I ERBETIIRO LN, TRLORIERIZ. WFhbEIES
DN TERR LT,

EREWERA—RK (T O TREHES 55CL EOBIER : ZetEHi REH)

FRERIRHA RAB~F =T 75 v AREE
FEARGE (N=22) (N=12)
2 CORIER ¥ 17 (77.3) 1 (8.3)
PR TR 0 (0.0) 1 (8.3)
SR 0 (0.0) 1 (8.3)
1 R 6 (27.3) 1 (8.3)
e Ifn. 6 (27.3) 1 (8.3
Gl 9 (40.9) 0 (0.0)
I 7 (31.8) 0 (0.0)
JH B E R B 2 (9.1) 0 (0.0)
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Frklepe 2 (9.1) 0 (0.0)
ER IR R A 8 (36.4) 0 (0.0)
I BRSO 3 (13.6) 0 (0.0)
n (%) MedDRA ver.23.0
a) BEFSORPEERIT A E TE] o 2 BEECHEL, WERER M) LHEn-g
HEGERIER & L,

2) REMHER
<¥BHE TT1 FERbEE R 5305 (C788-049 AR : RHIkGHRERR 7 >

RRTY A | Sk, IFERERER Q SOWIE 111 FEER Ok 535R)

PO ootk /18 ME oo Vel s (ITP) B3 123 4]

TN EYE | - SefTERBR (C788-047 ERER. C788-048 FER) T\ THE GBS 24 WM A OFE A 52T L

TR, ULEATRERT 12 B Lo (150mg 1 B 2 [\ 4 8RB EORE 25

Te) %S, ERATSOZORMFIEL-EE LGSR E Lz TR ORI AL

i TV 6. (@) 1) ARhERGERER OHEBM)

FpBRA AL UEATRBROBRSN EMET, TV, 5. () 1) AZMERGERE) OHESMH)
m%ouﬁ%i%im%o&ﬁ%~®%m%&5m HRTE 72 13 RA+ 5 LIS OB
THEER L=

- C788-047 FERE 7-1% C788-048 REpIC oy Fu— L RBOEIE (EEBERZITT
NWDE D CBIERA < IREIIIILE 140 mmg SA_F 3 72 1 3ARIE ML 90 mmHg LA EASKE
MEELIIRET D) DRD LN EBH

C R=RT A VIR T OMAEERE 203 58K 0 AilEkEk 2,000/ 1 L K, 47 EREK
1,000/ p LA, U > ERBUT50/ p LR, ~F 27 1 B 10 g/dL K, ALT E 721X AST
MNIEHR FRMED 1.5 500 F. UL EURNER FIREO 1.5 {520 . eGFR 30 mL/min

S
¢ R RT A URFICERARYIE. A I W POAVERYSE . £ KNSR
HLTW-BE

© N2 T A O 2EMLRNC K F 72 3 g A FFEsE /a7 ) VKR LA 2
—HEE LTEET 2565 #&FEIh T\ aE

RER 5B CGEATRBroRB ik, TV. 5. (1) 1) ARG OESR)

- SATREBR M O AR A~OBATHIC L ZA R & — (/LAY 50,000/ 1L LLE & EZE)
RS N B, TRBOMRE - AREMEL. UL AR Y X — (I MRE
50,000/ u L A & EF) LU I EBEIE, FAX~F =7 100mg 1 B 2 BFFEOH
GIZk VB LT, EATRBRAKR T T 5 E TERMEZHER Lz, RRAZ~F =713, 1
H 1N ET A 0ERZR2WRY 1 H 2 %S & Lz,

- SEATRBR TR STV O ETRE ITP {59 3E [(RIBIREAT vA K (L R=y M
FT20mg/ HARNE) ., 7HFATV L UIFF Y =] iFfkRE LTz, /RS 50, 000/
ul LETZEEL T D EBHET, FEENLRZIRICHEOOEH ATEE 1TP 15530 H & % Wi
L7,

c RAFwF =7 100mg 1 H 2 BIELGO/BEZ, 1 5 ABROM/IME L BB IS
%\ﬁX&V%:fummlazﬁmﬁébto&5%%%%@K%%#éﬁ%$%ﬁ
BOOLNEEAIE, HELZ 100mg 1 H 1 [AIE TRE L,

~md&ﬁ#50%WuLﬁﬁfvxka~%%#z%&$% I, ITP ISR T DR E DR
WITEOH A ZRE L LTz,

- WEHIMIL., KE 5 FMXIIARRZ v F =T OHREOI G NAREL R 5 ETOWVTHR
IMRVERS & LT,

FFmIE H < BXhEFFMEE >

AT, RBRIFEP OME N 7= REaUHIE S MREIC &0 FEM L7, JE R
W, e TR (CEERE) T E/2 8, kGBI o 18 » ARINC 1 [El/
AL LB 1E/2 5 AICEHE L7z, EZEFHIE H X ORIRGHGE B 12 [T 515 2508,
<REMFTMER >

AEHFL, RBRIE L OBEME, ML OMEE RO EERE, ME, FEAERE L O HERO X
—ATA D OEE, HLERIERORIE HE2 7N L,

fiRHT 71 <HBzhE>

AT OFT—2 > b4 7 HIZ 202046 H 1 HE LT,

EEFMEE -

- Version 1: ZefTRBRAR O/ VIARR CHRAZ v F =T 2B EENTET X TOBRE LR
Gl LT, BE LM/ IMERORR L OHER (TRROOKUO®) ZiHbi L7z,

O AR ~F =7 F 5, G 12 BRI/ MREL 50, 000/ 1 L LA E % 2K
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@ LLFIZEFT 5 Sustained stable platelet response MiERK : O TR L7- BHAE M/
MR DOWIEERK DS 12 5 H LI, 4 B LA R Z 2200 72 2[5 0 KBE T/ M
50,000/ p L K TRWNZ & (2 EORFEDOHIC, LA F 2 —3K7p L Tiln/hiEK
50,000/ p L LA L& 72 2 3kBE 2 & 2 &)

- Version 2: BATRBRCT 7 RFEHCHI VT o BEE G L LT, LF Lzl
WEDZERR K OHER; (FRROOKRV@) 1225V T, BERN (FT R GH LR R L~
F=THRERORBRM) TH# LT,

O ARAY~F =7 EEGRE» G 12 WL M E 50, 000/ w L UL B4k (GefTak
BCIX7 7 RELEROARRBTIIHRAY T =T EE)

@ LLFIZEF% T 5 Sustained stable platelet response MiERL : O TR L7- BAE M/
WEOWNEER S 12 BN, 4 BFLL BB Z 22072 2 [B100 kB C i M
50,000/ u L RIETHRNWI & (2 EOREEORBIZ, L AFX 2 —3AR L i/
50,000/ L L E & 72 53kBEaE £ L)

FIRFHmEE -
BIREHMIE A & U<, /MBS ORI % Kaplan-Meier 5% FVWCRENT L 72,
fr s <BEER>

AREBROEEE 123 HICHK T 2FEMmMO P RALIL 52.0 k. &M 60.2%. HA 91.9%ThH -
7=,

<EzhtE>

1) Version 1

« TEFMEE  AA Y~ F =T ERGHE S 12 BN/ MRS (/MR $k 50, 000/
uL VL E) 23R L. X512 Sustained stable platelet response Z R L7-HEHE (L
AR HE—) 1L 123 fFlF 19 1] (15.4%) TdH-o7= (95%CI: 9.6%, 23.1%),

c BIREHMEE R « ARBROGEMED FEFHMAEE (Version 1) IZ-»TL AR Z—L
N 1VFO B, FATRRCTERA Y~ T =7 2R 5 iz 13 BB D /M < )G
OFFEMEIER/NT 427 B (14.0 » ) THH, —HOBRBFIIREBEHRLTHD
1,661 H (54.6 » H) F TGS FRGE LT, £, BTy 7 R4 5
Nz 6 BT 2 MRS ORHGEIRNIL, &/ T1,340 H 44. 1% H) THH, —
DBFITREBIZERRTHD 1,743 H (57.3 » A) F TlvIMIIS 3 Rk L7,

2) Version 2

 FEFMEEE  BITRBR T IR R RE SN, ARBRTHAA v F =T R I
44 B0 5L, FEFMEB (Version 2) &AL L7-DIX 10 #i (22.7%) Th-oiz, =
D 10 FIZIFATRER T 7 AR R TRBR D Stable platelet response % FERK
L7216 (2.3%) MEENTEY ., H4FIZBT 2 TR EARRBRO L AR X —DE|
ADFET 20.5% (95%CT : 8.5%, 32.4%) L7220, FATRBR T 7 bR &5 Shi-BE
WCBWT, AREF =T REILT T AR L THEBICEEFHMEE A 235k LT

(p=0. 0039 : [#i{fl] Exact McNemar Mi7E),

EITRRCTT I RAPREINT-REFICBIT S LV AR F— (Version 2)

AR TR A X ~F =7 % # 5
HeA TR T Logg| T P ARS Y Bt | VARUF | LARL T —0
T v RE s - — n %) |— 95%CT Y| FEHKT95%CTY
n %)
n (%)
L AR A —
(75 LRy 1 (2.3) 0 (0.0) 123 [(0.1, 12.0)[20.5 (8.5, 32.4)
)
SIVARET g 0.5) 34 (77.3) |43 @.7)|  — -
Lt 10 (22.7) 34 (717.3) @4 (100.0))  — -
aRF ) o _ _ _ = o
oI (11.5, 37.8) p=0. 0039

a) __IEHIEROD Clopper—Pearson 1FHE(EHE X [H

b) IEBLEENZ S < FHEXHE

c) MOV AR X —HROZED p EIL, Wil Exact McNemar f#7E % HWCHEH L
7=

T e TRRBR T C788-047 FABR M (N C788-048 #ABR, AGABAIL C788-049 3R

- BIRFEMIEE : LTy IRk ESh, KRBROAMEDO FEITMIEE
(Version 2) TL ARV Z—d 10 HlZI1F 2 /MUK IS OFRHEIRIIX, &/ T194 H
6.4 mA) THY, —HMOBEFIIRMEBLEFLRTHD 1,743 B (57.3 » A) F T,

RS A3 e L 7=,
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<ZE2M>

ARBRIZIBIT DHRA S~ F =TGR O PR EiX 180 H (K 26 M@, HiPH : 4~253 1@
). PG5 EOHREIT 270.97mg/ H ThHh -7,

BIEFAZEIL, 123 fild 67 ] (54.5%) TV, FAerWER (GEBMEE %20 ) 1T, T
24.4% (30/123 ) M ONEILE 10. 6% (13/123 ffil) TohoTl-, HEBELIZ L HETHIL 4
B (BfE, Jde, AEME DR R OVDIEIEAE 1 F) THY, wins BE5<
B L) EHIESI, EERBEMIL 6/123 F (4.9%) (2380 b, BuifiE. T,
FEMEALEE & fik%, P TV AT IS —B EH, LEME), BEALE ERGERENS 1 fF
(0.8%) Thot, BBEOEEHILICE -7 HEHGIL 18/123 5] (14.6%) 1ZZD 5
Fuo EpES (2 HILIE) 13X, THIS B (4.1%) . AFEESE RE- 2 4] (1.6%) . AP ERIEAE
24 (1.6%) ThHolz,

TREIER B (EBHEL 5hLl 1)

FRERIR A RAS~F =T HE
FEAGE (N=123)

£ TORIER 67 (54.5)

H R 36 (29.3)
TR 30 (24.4)

18 f s 14 (11.4)
& I 13 (10.6)

n (%) MedDRA ver. 18.1

a) BEFEZGO D LIRRIE L ORI EBMRS TBZLEESH Y | Xk TB#EH L1 H L
V) I ENT-AEFS, AL BRREBEEAREBLEEESRERER L L
72

<[EMNE IT1 FARB (R788-1301 RBR) DF I HI~F 111 # : EHINKGEHREHIR ® >

BT A ZhugxILFE, EEmEER (ENE 111 RS [R788-1301 #Bh] DOk 5-1)
ES B A N O FfgetE /18P E i MR E  (TTP) B3
RER T IE AFRERIT, LML OB ILH IREEH, B 11 Hi o S T,
FIW V. 5. (4) 1) ARMEMGERER] OHEBM,
WEITH  F T HEET LB, ULH T a2 L2BECTF 1T H~0B 7L T
e L7 G 11 IR IBATAEE) 235 11 BT Lo, 6 11 8 GESRKRY : 28 M)
X, T~ T, AR ~TF =7 % 28 WO EH Lz ;
O ITMIESET LIARE - AR 24 B (55 1 BIE TR OXRBERTE TH 1 HlOTRRIEL &
H-L. 24 HWRFORFE# D HH 1T HloRBREOHR G- 2 BMh LT,
ST HIRHIBATRE  BUIRBITO 1 HEORBEENSE 1T MOBBREDB G2 Bib L=,
BEREZORBICL D [R5 EREARE] ROGHAHE ITP BRI Vit V. 5. (4)
1) AEWEMEERER) OEBR, M/ 50,000/ p L YA ETERE L TWAERFIL, GHHT
HE ITP /R R DWW EATHE & Lz, F72. If/IMREDY 50, 000/ u L ARH T L A ¥ o —{REN LI
RBFAIT VAR 2 — A HRES LTz,
REEH (K 4 R - BT ME2RET LEEEO O B, KEHROE 11T H~0B Mo RE N
BN BEEMRIC, RBEEARE L & & o/MOEOHER Z B Lz,
FHIILH GEERY) : "AF~F =7 ORIEIRGEAR A F ORAKG 2k L=,
i {0 it [y 9] ST F F 50 ) ST JE )
A 2414 2834 1) m&%f %ﬁéi'f ;; vy e ] BEWERENET
E [
RAZTF =T B (2200) L
21e [ BN TEBG kel RRITF =T
o 2
- T ]
FA R (126) :
P E A < BRHEFMGEE >
/L 50, 000/ w L LA EDERCEIE . BRI G-RICI1T D i/ MREBGHERF IR &
<REMFTMER >

AEFEZR, BB L OB %
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fEAIT 71k

AFEHTIZ I 2 RPAT D56 G213 UToEdsh Ll (B SRR R R B &R T)
'$15?%#7E%&5ﬁ®%ﬁ W IHTTRRAZ~F =T RCE Y T b

11 %% 0] LRt = 1) ;ﬁlll"l(ii‘i;ﬁ) (330 A (I 17 ) iz
4 245411 34 ) e A PG ARRINET 2341

' B =T E - 1061

LU RAYF=TIY of 12
CLET W -7y~ F =T 220
IR RAFLF =TI TH #e5kl)

FAFTF =T AH

55 1T IO < 85 TR X 2 ~F =7 O RIBATE, % 177 v BEEOH 11 T4

11 i %% 0] LR LG = ) A5 I 5 ) TR AU (I 7 ) i
45 24541 2858 i R4 B ARRNET 218

RAYTF TR 2261 RAF2F =T 106

BN FAZ=F =T oW
RAY 2 F =TI 2201
W R TR FAYF =T TH

KA F =T AF

- IR DR : 55 11 2 SRS RAT LI B

11 %% 0] B0 TR A0 I 4 330 A Gl v ) A0kl
45 2451 2854 [ fie k45 B RENET 218

FAY=F =Tt 2261 FARY=F=TH G 1061

B RS KRy F=THG of

FAYeF =T 220

ER RS2 | RAYRF =TG- TH

2 RARFRF =T AF

CIRAZF =T EREH O F I MTTRAZ v F T RCE DT SR, BT
TR REETHE 1L BT LI BE

11 %% 0] LRt = 1) AT (I 5 #2) R3] SHIY) (I 7 82 iz
4 245411 2854 [ i K4 PG ARRINET 2341

RAFTF =T 106

SRR FARYF =TI of

ER R | FAF=F=TH G T

KA F =T AP

fERTIE, T—Z Ay FAT7 (202245 H 25 H) BERETOT—X L L, FAZ~vF =T EH
BHEE22 6] GBI WIARRZ~F =T 226, F 1T H 20 6] B 1HFRAZ~F=THTH
ITHNCREMBAT L= 961, B I 7 REECH 1T HNCEAT Lz 116D, R3EH 126 (5511
W HREIIZBIT L 12 B), SAX~TF =758 33 #il (55 1 iR A& ~F =74k 22
B, 1T REECHE ITHNIBIT L 1LB) Zxige UCRpliLiz,

(TS

<BEhE>
BEHZRGREEOFE (55 I HTHRRA X ~F =T RUCE 0 1 Bz 22 #)
1) if/R#EL 50, 000/ w L BL B0 EREIS
P 5.5 4G 52 BEFOD I/ MREDS 50, 000/ 1 L UL EOEERREIS X, 31.8% (7/22 ) Th o7,

2) I/ 30, 000/ 1 L LA EDsD_R—2 T A it D2 LA 20, 000/ u L LL_EDFERREIS
R—RF A OIM/IMEEEA 15,000/ u L Ko HE (10 F) Tk, BG4 52 BRFZ M/
E 30, 000/ w L LA B D _R—A T A b ORI 20,000/ w L L BB L 72 B3 D
FEIEE 30. 0% (3/10 ) TH o7z,
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3) /N E 21

M NREGERF IR O P Je %, 309 H (P : 113~358 H) Th o7,

W 1T oM GF THIAAZ~F =78 9 B, 5177 AR 11 6)
< B T IR OV 11 o0 i MREHERF O 3R &

FBIMT 7R EENOE TTHNCEAT L7z 11612351 % Sustained stable platelet response
(RS 5B As 12 LA f/ MDY 50, 000/ w L LA E& =R L TG 12 HEHER) o
ERREIA L, BT HROE 1T MTZnei0.0% (0/11 f) KOV18.2% (2/11#) TH Y,

FEIT 18.2% (95% C1:=4.6, 41.0) Tdh -7z (p=0.500 : McNemar fi7E).,
B 1 HROE 1T Hof/MrERFOZREIS (8 1877 v RHOBE)

FHBIITHTRAE~TF =T R 5
Sustained Stable Platelet Response AR H— U VAR A — a1
BIHT 7 AR N % N % N %
VAR H— 0 0.0 0 0.0 0 0.0
J UV VAR H— 2 18.2 9 81.8 11 100.0
&t 2 18.2 9 81.8 11 100.0
VAR K —

Sustained Stable Platelet Response \ % MR 95% CI McNenar K5
REH) TR BB

FBIHET TR 0 0.0 0.0 28.5 -
B THERAS~T=THE 2 18.2 2.3 51.8 —

= 2 18.2 4.6 41.0 p=0. 500

BRI ORHl (RIEHNCBAT L7 12 1)
D) i M O BRI R

2)

1fil 180,000
7]v 160,000
BT 140,000
B 120,000

REEHNZ F1F B f/MEE O gl (35 1, 5 3 WU4r) 1%, 1 HE T 70,000/ L (50,000,
118, 000) . {AZEH] 2 W H T 34,000/ L (20,000, 72,000). RIKH 4 @E T 61,000/ L
(44,000, 165, 000) ., REEOFEIEAREFT 29, 000/ 1L (19,000, 46,000) T o7,
MAREDN—=ZF A inb OO RAE (55 1, % 3 A0 1T, RS 2 BT
12,000/ u L (=4,000, 55,000), {AZEH] 4 i H T 44, 000/ u L (25,000, 145, 000), {RIEHID
EREEEmIG T 15,000/ u L (=7, 000, 34,000) T&H -7z,

M/ IMRER DIRFEIABRAERED H O 2 BO Sl (55 1, 25 3 WD) 1%, K3EHI 2 BT
—26, 000/ 1 L (=58, 000, —10,000), R 4 B T-25,000/ u L (=38,000, 19,000), K
] D B A& G AT ©—29, 000/ 1 L (=57, 000, —16,000) TH 7=,

M/ RE OEBIHER

4R ORER 22T LIZBFIT4AHITH o7z, THHOBEFITBOL L, KREEZ 2 B
WL IR B S U DA S 38 DTz, M/ MRER ORIk D etk EoBlsRic &
0 A BELIANZE 11T HICBATLI2BE L 8 flTh o7z, & 111 HICRMBIT LIz 8 fld S
H, REIZL D VAR 2 —KOBEERVIE L 7p o7 BEIL 25 TH o7,

(/uL) RN

300,000 —
280,000
260,000
240,000
220,000
200,000

® [/
® LRFa— RO MM

100,000
80.000
60,000
10,000
20,000 -

O -

15 29 (H)

P& 4512 01 1

22
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3) REE o i/ MR A
PRSI R 2 i MRS 10, 000/ 1 L RS Dy — 2 T A L5 10, 000/ 1 L LA LB
TR BN T,
e, IRIEHIRT Iz i/ MRS 6,000/ n L, N—RAF A )5 13,000/ w L B Uiz 1 BlIEAR
T YT 508, LAF 22— M L W oEFRRIITEEn TR, Y%
BEIIREICBNTR—R T A iz TRl 00, 8 1 877 R EGRHT AR
W L FREDOM/IMREEZRD TR Y, @F OM/ MM OZEEB#HE TH 5 e, 227V
—= ULV BEHLTWET L Ry a8 11T B L2 LB L= TREE
EZBND,

WEAY T =T REMOFE CEIMARZ~TF=T78E22 6], 5B I 7 vHREE 11 H)

1) /RS HEREA
M/ RBGERF AR O P REIL, RAZ~F =T H-RAS~F =T B 1R ~F=
TRE2240) T334 B (FPH : 113~701 H), YT RH-RAZ~F =7 FEI1HST7¥
AEELLBI) T 148 H (#iiPH : 85~288 H) Th o7z,

2) BT A Z & OIIMIER DR (Y7 7 — T i)
FBIHROE I TRAZTF =T BEE N33 6] G T HIRAX~F =78 22 fil+
BIHMT T RBRETH IIHITBITLZ 116 IS8T, HEMMGH% 2N B I1H) £
TIZ 1 ETHIM/MIE 50,000/ u L VL EZFER L7-BEEZRABE Lizs &, 1BIFET A 5
FHERIL, 2nd line T78.6% (11/14 ) KU 3rd line LI T 36.8% (7/19 ffl) TH -7z,

WBESAVZLOEHER BIHRVCEITHTIREZF =T 2HE5 L= 33 #)

RET A v ERS
2nd line (n=14) 78.6% (11/14 1))
3rd line LI (n=19) 36. 8% (7/19 1)
At (n=33) 54.5% (18/33 f41)
ZENE) - BEEBIAAEL 52 TR GEITH) FTI01 EETh M/ IMRE 50, 000/ 1 L BLEZ 3Rk L7 i3
<ZeMH>

WE R GRFEOFE (36 1 I THRRA X ~F =7 RUCE Y 1T Hiiz 22 #)
RAZ~wF =7 BRI GR (BRMOPIE : 99 AR (2R DEIERREEE T 22 Fi4
17 5 (77.3%) ToHY ., EREIEH GEBUBEE 5%L ) 1, TH 31.8% (7/22 f). &+t
27.3% (6/22 B), MFHEREQRD 13.6% (3/22 ), IME LF K OFFHERERE N4 9. 1% (2/22
) THoiz,

RRAZF =7 RYPKREROELREER & (EIEE 5% 1)

FEERIRSHE RAL ~F =T R 5
FEARGE (N=22)
2 TORIER 17 (77.3)
A5 B 6 (27.3)
e 1fn 6 (27.3)
H R 9 (40.9)
TR 7 (31.8)
JHFRH S R e 2 (9.1)
FERSRE 2L 5 2 (9.1)
H RS 8 (36.4)
MmE F5 2 (9.1)
I R ER O 3 (13.6)

n (%) MedDRA ver. 23.0
a) AEFRORRERIT TF) 30T T o 2 BFEFCHEL, KRB M) SHlsnx
AERRZRIER L LTz,

W T HOFE (5 1A AZ~F =789 B, 177 8RR 11 4)
B I #WlicksWT, CH, BEERAEN. RRIEORGH LICE S TZRIEAITHRBEL L 2o
7=

BRI O (KSR BAT L 7= 12 f)
WEHIZB N T, HlBEAEFEFROIEIUIZRO bheinoT,
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®)

(6)
D)

2)

(7

WEARY~F =T HGHOFE (B 1A RZ~F =T824, F1H7 T R 1L H)
RAZ<F =T HEHORBEHM O RfEIL 365 A (&P : 42~785 H) Thot,

RAZ~F =TGN T 2EIWEAFBBEE T 33 Fld 24 #] (72.7%) THY ., EREIEMH
CREBUBEE 5%LA 1) 1%, T 30. 3% (10/33 f5l) . i )E 27. 3% (9/33 f) . FFEkaemaia b5
K OF R ER B 345 9. 1% (3/33 f5i)) . FFREREELE . ALT SN, AST BEINK OVLE E&F-23%
6.1% (2/33 %) ThH-oTz,

RRAZF =7 REMOEREIER (RIFE5%IUL)

FRERIR A RAL < F =T He 5
FEARGE (N=33)
ETORIWER 24 (72.7)
A5 B 9 (27.3)
15 I 9 (27.3)
H R 11 (33.3)
TR 10 (30.3)
JHREE R PR 2 (6.1)
fFpkne 2w 2 (6.1)
R R AR A 12 (36.4)
ALT B0 2 (6.1)
AST #n 2 (6.1)
)£ 5 2 (6.1)
SRR A E -5 3 (9.1)
i HRERER D 3 (9.1)

n (%) MedDRA ver. 23.0
a) HEFLORRESRIT TH) XX M) o 2 BEEcHE L., REER ) SaErsns

AEFLRZREIEM L LT,

BE - mERIGER
MU ER e L

AERNER

ERARERE (—REARERE. RECARERE. FARBLRAR) . HERTRT —I~N—XAE. ®iE
T REERABRDOAE

BUE IR Te % BRI RRBR « Rrfoet /R M o M il MRS E B 2 k52 & L72[EINES 111 AHABR  (R788-1301 #BR)
DN, BENTEARE A LA IS A e R BRRARBR (T U] 0 B 2 Tllkise 320t 3 2

AREHELTERFEDABRRITERE LIRAE - HBROBE

ARREM BN TORBYEGI D TRONATWD 2 Enn, BERIEH, —EROEMNHRDL T — 2 PERES
NoETORIT, BIEGIZ MG AMABEAE Z E 25 Z L2k AROFEHEEOERIEREZ LRSS &
i, AANOLREMER ORI 27 — 2 2 RINIE L, AROBEFMICLEREEZH LD Z &,
FEHTE O - KM RRGRE (EPRRAT ) 5 Rt/ @ VESe vk i MR E RS 2 x5 & LT, AH
DO ERE T2 2 R GO LR I Z MR 5.

Z Dt
DRI L
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M

ENEEICEHT SHE

EEZHICEESHHELEYMRITLEYEE

ForxF—PlEER (MET 2> F ) —EHEH)
HE  BEO S LB ORI RFT, OB LSRN SCEESZRT 2 L

KEER

YEFRERML - /EFRERF

S MR MR E  (ITP) 1, /MR Bt 2 B PR35 EL L, /M ERZERICRE AT DR,
2331 B MV A T oD I IR B D TTHE & BB T o0 i MR EEZE NI 2N 2 0 L /RIS E B AR
BThHD,

/SR A [GPIIb/Ma (CD41/CD61) BTN GP Ib/ 1X (CD42) 72 &) ZEEA &4 AHiM/ MR A SHRIZ LY
A7 = AL SR _E OFUI MR E CHUERD Fe #5534 Fey ZRIFRICHEET D L. ZO TRICH D IRiET
I —E (Syk) VI FANERLIh, RICEBO~v v Ty —VICL o THRE - BEINDHZ &ITED
/MR  5,

FTo, WRROMREE L LT, MNE~27 n 7 7y — UMM CHRIZ LD 37 Y = b S 7z i M & R
BICERT A28 OBUSME T MR TEMHAL S4v, BMIE2 5 Ofti/ MR B ChtiREAZ L, ~7 a7 7
— I M/MRESYE T #IRR R OBl MEFUARFEAE B AIEIC X 2 9RA/L— 7 A3 pkSE L C, P/ M A Shi ik o]
REANEFRI SR EEZBRLTND Y,

RAZ 2 F =T IIAEEN TIEEARETH D R4106 IR E 4L, Syk 2N LTy VP ARKBAHET 22 LT, 47
V= AL ENT MR IR O~ 7 a7 7 — VI Lo TER - BRSNS Z L &ME L, ITP OFiELX ET D

17-19)
o

NivJvBi
O livphoFTI=ik -
BT Hi " @ ATV=ELRIUMED iRk
i 'l‘lilll.‘ﬁl.ﬁi Fey B H~ofidy (hikd)
! FeyR g
b
sk T2 2 F 2T | Rkt
O bl b E . (Syk) ZRIEL.
2r7a77—JIlkb
MO e -k RiE
O wpho Wilg %,
e nkhl :
NP BES T R
Bl
\% ‘ ( © NIRRT F R T DHLAZ 5 AT o 2
‘ O THIRZHFHICES
*ra7y—3 AL
COIBE ¥ oy MBI F R 02

Thill Thilf
@ EHEICE AL S ST

Bl AR BRI IR b Vo= 7 BIEWIEE Bk B KR L
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(2) ENZEEFFTHRERRAE
1) In vitroiRBR
Ot MifgTF > ¥ —E (Syk) (237 HHEEE
b b Syk (2% L C R406 1 ATP BEANZRHEER 2/ L, ZOMEEH (Ki) 181X 30 nmol/L TH -7 17,

@Fcy ZHK FeyR) ¥ 7 Ficxtd 2EER
R406 1L, B b IgG il LDt MIREE~I a7 7 —UNE0 TNFa EEAZINHI L, O 5008 HEIRE (ECs) fi
13 111 nmol/L ToH -7 17,

@B L9 5 VEH]
i) BAIBSZZAIR (BCR) v 7 Fizxtd 2 FEER
R406 1%, #iIgMBLIRIC L B b FUIRESEE B ZR1E O CD69 DIEEL & FF- 24 L. % D ECsfll% 216 nmol/L
ThHho7- 17,

ii) BRI % Syk OTEMEAKIT T3 % L& 1R
R406 1Z, b MiEH O B MMIZE VT, Pik b 1g6/Igh FURIZ L D Syk D U Uk GRME(L) Z4mdl L.
ICsofEiX 3.5 umol/L TH o717,

2) In vivoiRBR
OFL CDAL FLEFHT~ v R 1TP & F Izt 2 1EH
L ODAL HUE GAC L VFHEIE LIm~ U R TP BT MIBT DR R X~ F = 7 A G580 /MR o /e
AEBRE Uz, BREERE, AAZ~F =7 20, 40 XX 80mg/kg HGREZIT B i/ CE¥IE - iE R
) X, FALEHL 14.112.0, 23.0F4.4, 42.5+8.0 BUN46.1+4.6 (X10'/ L) &720  BKEGSREL Hlk
LTAHRRY v F =7 40 KO 80 mg/kg &5-H T/ ML DA 5T 2 B B2 IEHER 238D b7z (Steel
ﬁ::) 17)O

Hi CD41 Hilk3FR~ T R ITP ETNAVCEIT B3 F R Z <~ F =T HERR Q#5127 & 3 [/ NMEER O s 1

(x10%/ ul.)
140
PR R
(n=12)

120

100 —

H

80

60 —

BB

40 —

204 *

IEFERE < AITPEF IR
SN FAPRF =T RAYTF=T FAYTF=T w9 RIeG
20 mg/kg 40 mg/'kg 80 mg/'kg 200 mg/kg

* : p<0.001. Aspin-Welch®thii i (vs 1EH )
T 1 p<0.05, Steel HiE (vs BEAAE)

T F 1 p<0.01, Steelli g (vs BEARTE)

¥ 1 p<0.001, Aspin-Welchdthi i (vs BEAEE)
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@t (D42 FilEFHEF~ 7 2 ITP BF M5 S 1EMH
PLODA2 LA GAC LV FHEIE L=~ U A TTP BT MBS DR R X~ F = 7 B[R 580 1l MR o 38 m /e
HEBRE Uz, AR GRE, SAZ~F =7 20, 40 XiT 80 mg/kg HGREZIT 2 /ML CP#IE S IZEHERR
) 1k, ThFh 27.7+3.0, 36.6%3.9, 50.0%5.8 KN 56.3+3.6 (X10Y/ uL) 720 BURLERE L g

LT, BA S~ F=7 40 BUR80 ng/kg #5HEC MUK OBA 23T 5 HERIBIEADRD Dt (574
b v 2 Dunnett B % BECERME) 1,

Hi CD42 Hilk3HR~ T R ITP ETNVCEIT B3 H R Z <~ F =T HER O#512 & 3 [/ MEER O s 1

(x10/ )
140
TR+
(n=12)
120 H T
100 —
i 80
gj{ ¥
T
¥ 60- t i1
40 —
*
20
0
EH B < ZITPEFILEE

Ik RAYRF =T RAP=F=T FA¥TF=7 <UAlG
20 mg/'kg 40 mg/'kg 80 mg/kg 200 mg/'kg
* 1 p<0.001. Student® s (vs IEF )
T 1 p<0.01, 27%5 AM)wZDunnett 1 % T ILERE (vs BAREE)
T 1 1 p<0.001, 735 AN Dunnettl % & REHE (vs BAREE)
% 1 p<0.001, Aspin-Welch® i (vs BEAREE)

Q) 1ERFRIERR - Friuhef]
gk L
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EYEREICRET SEE

1. mPREOHS
() eRLEMTOLPIRE
AR L

(2) nt%ﬁfﬁgnm\éhflmqjdﬁr_
1)$@&§(@%&A)

H A AR R & St GUIAA 100 X3 150 mg & ZEfEIRFICHBIR O % 5 L7 & & ISR TH 5 R406 DIEYE)

HE T A —H R OUMSEFREHEBIILITO LB THhoe 1Y,
AARNBERRAIZE1T 5 R406 DIRPENRR/ T A —F (D4300-007 3RBR : BRI & E56F)

a)
Uik Pk k) (ghL) (e bl S
100 mg 6 3 (1.5-6) 338 (39.8) 4150 (33.0) 15.9 (40.3)
150 mg 12 1.5 (1-4) 626 (39.0) 5870 (27.6) 12.6 (34.9)
B EHME R CVe) a) WU (B/IME—F K
(ng/mL)
1,000+ S B

EETEE

—{~ 100mg (6%1])
—— 150mg (12f41)

0 m— —
32 36 40 44 48 52 56 60 64 68 72 (hr)
I 1]
ik 20 LA 1 45 JRULF O BIEREERE 56 flE 7 2k — b (AARANS adk—h, BA2 3Fm—h) ([THAEA

., Fadk— b 8 FlORERE (ZAHK
HE»G 7 HEERORS 4~9 HE
s, IPATRERI LR, 55 1 FRRRER) .

1 H2EEE, 10 HHE

2) &S (RN
HAS A EE SR 2 82 A K] 150mg 2 1 H 1 [EI XX 100mg & 1 H 2 [A]Z2jE T
RiE#%5- 7 H B 0 R406 DIMENAE T A —Z I ZUT D LBV Tho7= 1Y,

50~200mg (6 ffl) XII7 7K Q2H) % 1 AAICHRBEROKS, 4
1 EEEE) L (&

HER, 77K

T HMKER ARG Lz L =,

AFNI100mg &2 1 H 2 [E#HG- L& XD AUC, 7B EH L7~ miET R406 JEE D BFERIT 2. 225 Th 72"V, HAA

fREREB R 23 BT, ARHK) 100 mg X1E 200 mg % 1 H 2 [A1ZEfFIRFIC

®D R406 D Cpoy CRITEHE) 1TFNZH 615~709 KT 1, 730~2, 360 ng/mL. AUC.

THMEER AR L&, EEE T HH
CRMEME) 3Th

4,610~5, 040 £ TN 14, 100~17,100 ng * hr/mL. TH YV | AKlZ 1 B 2 [E#E 5 Lz & 2 OBRZEIIHELZ LR 2800

AR LT,
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3)

@)

(4)
D)

HANERER AT 5 R406 OIRYENE /T A —F (D4300-007 AR : KERS5H)

N S =N N tmax, ssa) Cmax,ss AUC’C t1/2, ss
JHIE K OV il (hr) (ng/nL) (ng- hr/nL) (hr)
100mg 1 H 2 1A 6 2 (1.5-4) 615 (31.1) 4610 (31.0) 16 (35.1)
150mg 1 H 11 11 4 (1-6) 643 (37.0) 5900 (33.5) 14.3 (30.6)
BATEHME GRATCVE) a) HRfE (R/IME—HKAE)
JiiE IVIL 1.0 (2) 1) HES (EEERA) | 258,
EFIRRBIZIIT B R406 DA EHIPE (B A NBFEEBRE)
= =, =N Cmax, Sss AUCSS
R4 feh& N = Coax DL (ng- hr/nL) AUC DL
50mg 1 H 2 [H] — 340 — 2570 —
D4300-007 5k 100mg 1 A 2= 2.0 615 1.8 4610 1.8
200mg 1 H 2[5 4.0 1730 5.1 14100 5.5
. 100mg 1 H 2[H] — 709 — 5040 —
D4300-032 PR 200mg 1 H 2 =] 2.0 2360 3.3 17100 3.4

S fn S

J71% 0 D4300-032 FERIL, 20 Lk 45 FLL T O BERERE 24 Hi1% 100 mg X 200 mg BEEHE (KHE 12 #1)
WEIV AT, T HBICHRBRO&ZS, 4~10 HBIZ1 H 2 (10 HEX1E) #HERo&s Lz GEEM.
5T FEERBR), D4300-007 EIE [VIL. 1. (2) 1) HMEELE (FRERAN) | 238,

HEE  AFOARINTWD AELOHEIT HEE, RAICIE, mAZ~F=7 L LTHEEE R 100 mg 2 1 H
2 B, BO¥ET 5, YIRS REEZ 4 BRI LRSS L TH BE L35 f/MRER O NN 5@%%1@“ LAMEIZ R
NV 150 mg 2 1 B 2 BNIHET 5, 7ok, M/VRE, ERICE U CGEEHEBT 208, kEmE58EiE 1
B 150mg # 1 H2mET5,] THD,

KiE#HeE (SEA 1TP B3#H)
SN BB YL TTP B % 6t G AA 150 mg 2 1 H 2 [AIRER A5 Lz & & | EHIRIED R406 DI BNE
R A—HFUTDEBY Thotz ¥,

SAE AN ITP BREFIZRIT 5 R406 DIRMENTE /T A — & (C788-049 B : EHINEE)

N N =N Ho tmax, ss Cmax,ss AUCTH)
ﬁﬁ(f&oﬁﬁi ﬁ'J;ﬁ (hr) (ng/mL) (ng. hr/mL)
150mg 1 H 2 [H] 12 2.17 (2.33) 810 (289) 5450 (2210)

EE (YRR )

a) n=10, BHMMEIE 0~12 KFfi

AUC. : #5-MRRICI T D MAE IR A — R P HEAS, Cra s @ EFIRECTOREMITHIRE . th, o @ EFIRE

T O fe v AT HA 8 ) e R

J7¥E 1 C788-049 FRERIZIS\NT 2 » H B O MBI i R 9 RFf & CEEFAEEINCITE L7z 12 1 L 0 MAEMRIE 28I L
77o C788-049 FABRICHWTIE V. 5. (4) 2) &R OHEBMR,

s
MU ER L
BE - ftRAFEDOEE

BEOXE GMEANT—)
S E N fEFER RS 28 B & RfZRIz, AAl 150mg 2@/ G v U —REBRGICHBRRORE L- & &, gL
FE~RT R406 D AUC) oo L TR Cpax 12, FHEHL 123 5N 1L 15 {5 T o 72 2V,

TR I AE (BIENR/EAn ) —&) #BEIZEIT % R406 DIYBEE RS A —F (D4300-019 &R : AEAT—
)

5 A e N %i%m%d\ 95% CI MEED LR (/22 HE )
) %) 90% CI
AUCy 150 mg ZEjEmE | 13 6561 (5483, 7850)
(ng-hr/mL) 150 mg 7% 13 8087 (6749, 9690) 123. 26 (102.13, 148.77)
Coax 150 mg ZEfEmE | 13 594. 3 (450. 3, 784.3)
(ng/mL)® 150 mg B 13 680. 6 (546.0, 848.5) 114.53 (88.68, 147.91)

a) MG 2T L7 2t L7c, O @ (BiXH
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2) DFASEOFE GEANT—4)
O7 baFy—n (@EOAl: ENRER)
SME N EFEPE RS 8 7 & X RUCAFK] 80 mg (HEIFEH) L\ 3 b7 1 A P450 (CYP) 3AHEAITHD 7 ot
V=)L 200mg (1 H 2 BIREHRE) Z20AHRE LzE &, ARIZEMPEE Lz L & LT, RI06 D AUC)- %
O Con b, TN 2. 02 5K .37 TH o722,

@YV 7y
SE NIRRT 15 B2 BRI AK] 150 mg (H[EIHE ) LRV CYP3A 8K CTHH U 77 B2 600mg (1
H1EXERE) 20FHEE Lzl &, RRIEZEMBES Lz L & LT, RI06 D AUC) o TN Cx 1. ENLE
NO0.25 R0 41 5 ThH-712%2, (VI 7. (2) HAEE L TOHH] OHEBM)

@ nNARF
HAE R BR T 21 il & RTRICARK 100mg (1 B 2 BEIREHRS) LANRAMMESAE (BCRP) MUt CYP3A HE
THDHYVUNAZT L 40mg (HEEE) Z0FA®EG LIz &, VU R"\RAFF UM Lz L& LT,
UNRAZF D AUCo o KR Coax 1, EANEIN L 6AER DN 2. 135 TH Y, 2 NRAFZF UEED AUCyoo L T Cra
1T, FREN 166 ERN1.83FTH-7=?, (V. 7. (2) HHFHEELZOHE] OESMR)

@vaxs v
SAE MR ERE 23 5l 2 ) RICAAK] 100mg (1 A 2 RIKE®RYS) & P-HEAHE (P-gp) HETHHLYIXT
0.25mg (1 H 1 [EEHRE) ZHHKREL-LE, PaF 02 HMEE L LT, Pa3F2 0D
AUC e TR Cpag ss 1. FNFN LT RER L T0f5TH -2, (IVIL 7. (2) PEAIEE &L ZDHA] OEBR)

GuANRZRHEF
SME RS 21 B2 PRICAH] 100mg (1 H 2 [\IKEES) & BCRP ERE THDEaANRZF L 20mg (B
FHE5) ARG Ll &, e ARNRYFURRMEEL LTl & LT, BANRZZF 10D AUCh o0 TR Cra
. ZRER L6 (LR 885 Th o7, (IVIL 7. (2) PHHES L Z0mE | OESMK)

®F DK WEANT—H., In vitro)
© RINIL  SNENEEREERE 16 B & KGR 1560 mg (HLEIRES) & R D CYP3A BREAITH 5T
I080mg (1 H 3EIXKERE) ZOFHKL Lz L&, RAZBEMEL Lz & & LT, R406 D AUC) oK
W Cpx 1T, FNEN L39fEKN.06 5 TIH o722,

© XXV T L SMNEREERGERE 16 B S AK] 100 mg (1 H 2 MIEHE) & CYPRARBETHLIFX Y T
A T7.5mg (HEHEE) Z0FHEE L&, IV TLARHMEL Lz L& LT, 34V T L0 AC «
KO Cpy 1F. TN L25ER .09 f5TH -T2 P,

© RROREER - AME A EREERE 33 Bl 2R ICARK] 100mg (1 A 2 BIERE) LROBHEER (mF=1xT R
RNZ P4 —10.03mg/ LA /LA A ML 0. 15mg, 1 B 1 EIRKERY) 20iH%E Lz s & & OBHTE%Es
BB LTo L & LR T, ZF 2T R b T DA =D AUCe KR oy, o 1. ZILEHL 1. 28 f5 KOV 1. 34 %
THO, LRI VT AR LD AUC, KN Cray, s V. ZALEI 105 (F KRN0, 97 5 CTH o722,

© T=F UV A E NIRRT 28 B & KT GUCAK] 1560 mg (HEIRE) & BB EERAITHL T =F T
150 mg (H[EHE) ZO0FAEE Lol & RAZHEMEE Uiz & & L I_T, R406 D AUC)oo L T Cax 1X,
NZEIN0.97 5K N0.98 5 ThH o722,

* AbMbUFY— b AEABEEY U TFBE 12 0 E2RGICARH 100mg (1 B 2 BIKERE) LA#7 =4
hZ U AR—=Z— (0AT) 1/3 DIETHDHA M MLSH— |k 5~25mg/il (HEE) ZOFHEKRS LiZL
L AMPLFYP—FERMBEE L LT, A B b LFP— D AUC s KT Cuax 1F, THEIL 1. 12
BEPLOLETHY, T-E FrF A N LFH— hOD AUCHis LT CuxlF, EHEHL 1. 06 5L T 1. 06 15T
bote®,

C UNT 7 U SNE R 16 § A RIS AA] 100mg (1 B 2 [BIREHRS) & U7 7 U 25mg (HE
Beh) BOAEG L&, UL 7 VU ZHEMBELG L& LT RRUALT 7 U D AUChow T Cuax
I, ENENLIBFEETL02ETHY, SSUALT 7 U D AUChwM O Crax 1, EALEAL 1. 13 5K TY0. 99 15
Thol- P,

AT S E R 15 Bl A XU ARA] 100mg (1 A 2 [IKEREL) & P28 B THDH Y
F7YEY30mg (HERS) Z20HAKREG L&, ©A 7V Y U EHMPEE Lz L& LT, v 4
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2.

(1

(2)

@)

(4)

®)

(6)

(1

(2)

VA UD Ao Coy 1E. ZTNFN 1L ISERLTN0.83fFTHY ., B Rax B4 7Y XY D AUC K
O Coa 1E. FNFN0.90 {51 TN0. 9L fETH T2 2,
* In vitro: FRROUSNORYIEAER O ARENE E LT, R406 1X in vitro {2\ T UDP 7V b o BRtinfs i
# (UGT) 1AL, gﬁ&oﬁ%ﬁm(mm)1ﬁowmmK’ﬂLfm£¢%%rLt%L(Mm6.ﬁ%J
VI 8. FT U AR—F =TT AEH] VI 9. FBEBEREICKITIEE] OEEBR)

HE  ABOFGE SN T HELOCHEIT W, AR, ARAZ~F=7 L L THIREEL & 100 mg % 1
H 2\, o545, gEEGEEY 4 B EEE L TH BEE L T2 /MO AR b%ﬂ# gl
WCRIVEMR 2 WGAIT 150 mg & 1 H 2 BN ET 5, Zef, M/ Mgk, ERICE U CHEEEET 228, keSS
BT 1\ 150mg 2 1 H2EETH,] THD,

REYEERAI/NT A —F

Rt A
fifl 2 DEEIRFRBUZ 31T 2 IMBIRE ST A — 21T, T/ vravS— b Ay ML Y R L7,

IR U 328 JEE E 3K
YR L

HRBREEH

SAE B E 6 B2 kB L Lz~ AT U 2R B ([MClARAZ~F =7 150 mg % ZEE I C AR 0% 5) (2
BT, RROMBEBEER (1,) OFHE (SD) 1. MiEhaFUEREIEE T 0.0487 b (0.00989) . i

R406 #2J% T 0. 0574 h™' (0.0160) T -7 %% FEATFT—%),

9073 R

SRENBERRWBRE 10 BB s Lz "4 A7 XS F U7 ¢ 57k (270 nCi (10 kBq) il o> [“CIR406
100 ug % 15 /3R CHRIEERE) 2R8I 2 27 V7 7 0 AOKMEEME (CV%) 1% 15.7 L/h (25.3%) Tho7= ™ (4t
EAT—4),

AMER
SME N EHERBRE 10 Bl )05 & Lo 3o AT =4 7 © ) 7 4 FFliEER (270 nCi (10 kBa) Ao [*CIR406 100

g % 15 [ CHRIREE) ICB T 2 EFIREBTONMAER (Vo) ORMFEEIE (CVh) (X 256 L (37.4%) Th-o7-
W ONEAT—4),

Z D
MU ER R L

B&EH (REaL—23Y) &

fRHT 7%
WRINARAE, 1 R B OY 0 IRURIN, MEONT 1 IR A ED 2 22 /8= b A RET LS

NS A—ZEBHER

TREEBRE L OB Y ¥~ T BE 2413 iz k5 & U RHEMSYEREMATICRB W C, 7 U T I v AR OHuba
PR=bF A2 FNOBIERE (Vo) 1TEEL (70 kg JE4E) 0. 662 H V. 23 TICIHGI+ 2 LHEESNT-, F7-. R406
DORXHINA FT XA Z VT 0%, RHREE IR L TREHAED 300mg T 32%E < 7eo7, oA EixER
BN bR A B TR o7 CLEME, ZBEINE AEKEE 0.01, Dk AEKYE :0.001)
D GEAT—Z EED),

sk 1TP B3 113 fl e xige & Uiz RHERIEEhefeir Cix, BETY v~ T HRE & 1P BE OEYERENFEHETH
L L EMERLE Y,

MR UR
SAE BRI 10 Bl 2 BUTHRAF v F =7 150mg 2 OHFLG L, 20 1.75 Bk~ 7 b —9h—L L
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M

(2)

©))

(4)

(®)

(6)

M

T270nCi (10kBg) Aili> [MCIR406 100 p g % 15 53 [ THUMHHE L7 & & OHEFHIANA AT A T )T 1 (&
FHIME) 1% 54. 6% (90%CI : 42.48, 70.29) Th -7 GEAT—%),

5%

1M ;% — A B8 P @@ 14

AR L

<BE: Ty k>

HWoOTNAE )Ty NEOFBT v MZ[UCIRAZ~F =7 (20mg/keg) #RAOKELG L, ERNEGA— T UF
777 4 =KV BT OMB DA ARt LT & 2 A, PHXARCRAHM P O IL, 5% 1 R ABRE ERET
FRERTE (<0.107 ugequiv./g) ThHhoTl=™,

% — ke B R P9 @ @

MR L

<£E: Ty b, UHF>

Zy MR FXFOR « BIRFBAEICET 2H BICB W T, MIREEMICARA Y ~TF =7 (F v b : 5~25mg/kg/H,
W 10~50mg/kg/ H) EREHRG Li-E &, R406 OREM/ IR IR TEELIZ, ZhEH 4.9~10.5 KX
0.9~14.8 Th-o7= Y,

Fir~D T

MBI L

<BE: Ty b>

7 MEEMIC AR A X ~F =7 2.5~25mg/kg/ H & ERM ORI FE CER G L& &, R406 O/ MAEH R
FEHIE 5.5~9.9 TH V. BEILATHI O HA IR DT ROBIN K OBEFLE I 28 U7z HARORKENRD 5
oo LIRS T, BIICE W ALUCEERERZ RIETAEEREZZ N, (VL 6. (6) &Il 0ER
)

BRA~DBITIE
gk L

Z DDA~ DT

D WER~O54 GMEANT—4)
HIE NEHEBMEPBR S 6 Bl R ~F =7 150mg & 1 H 1 EIRERS L, %55 H B O®REG% 3 R
L 72 FEIRHIZ 46. 6~105 ng/mL 0 R406 23FFE L7= GREFHT- D OFRELT 107~525 ng) . FERTIZIFET DK
BH2.4 pgl3ARRZ~F =7 OEKMHE 100mg 1 B 2 [\ 5.0 80,000 55D 1 L FTh-o7- 1Y,

2) FHFA~OBAT (T v 1)
EBNEEF— N7 V777 4 —BRICBNT, HEEORTALE ) Ty MI[MCIFRAZ~F =7 20mg/kg
ERROKL Lol EOBURREIL, 3L A EOMMCRE% | RMICEERELA R Lz, E2, BHRITR 5%
4 BE FE CITPHRARESR B RO T MRS < oA U, #5154 24 BRI ER FIRIRERME IR F L, AR
v NCIE, B5% 168 BFEICIR (7 KO | Pl OVINE PN A ARIR B OB RES R Sz 3,

3) IMmERFEITER
[MCIR406 1Z & MARIMEBRIZ /A U, e/ i3 fp e B L 13RI S (50 &L TV500 ng/mL) (238WNT 2.6 TH o748,
BEIEFE (2000 ng/mL) (ZFRWW T/ MAFEFIRELIT 1.9 TH o7z #),

mBFEOFEEER
In vitroRBRIZIIT 5 R406 Db MIERE AESHRIZ 98.3% Th o717, Kt Mg T V7 I v R OKEHRL o iRk
PR QVE ISR T DA RITZNEI 96. 3% K N T5. 5% T - 7= 2,

e

FHERAL B DM B IR BR
RAX<F =7 13/NET ALP 12 L 0 BB OBV RA06 1AL S HL, FICRA06 & LTRINEIND 29,
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SAEAEEERRRE 6 B2 RIC[MCIAR A v F =7 1650 mg ZZEEHHCHEROHE L L X, migh cixEc
R406 & L TIRIE L=, FNENOREMW DUEEE 813 R406 DFRRIEFE B O %R TH 0 . P OMRH & L TR406
@Mﬁwﬁm/&ﬂéw\%%(M%GWVF&%%?NW)®7W7DV@EQW&UW@9®%@ﬂé¢ﬁﬁ
E S, B HICHEHEOBOEHITEED Hiieho iz 20,

?&Eréﬂf:ﬁ@ﬁ“ﬁ@ 80. 0% TN =41, 2 DO FEZHM & LT RA06 L XR567 (R406 D 3, 5—X B
F—K) DFR® i, R667 1%, R529 IHNABEICRI S D Z LIC KV AERT 2 & B2 b, R106 DR
PEHEERIT 0. 1% KM & DT 03 TH o 7=, CYP3AM IZ X B /8T -0 A F /AL K TN UGTIAY (2 L B N-2 /v v U ERF A
R406 D LB R RBHRIE & & 2 HiLT-, RA06 OHEEIRHHILK 2 FRITRT %,

E MZBITEHRRZ=F =T OHEENR SR

HC

anmﬁ

‘? RAYTF=T
P H

l TUINEFRAT7 55—

HC_

qnmﬁ

R406

/ \CYP-’ISG
HC HC,
0
He 0 N Far . ol
0 Ji @ SO0Ne
/L [ ;1 N7y \N/LH'N o’ul

Gie RAOGDN-Z N 20 B & i R529

(M647) \

HC_

H, Joh g 0 Gluc 0 Sulfate
s uwNMqumﬁ
: C/j: Ij\ I\ 'Rs200 1 B ik R520DHRREA {1k

oy (M633) / (M537)

R406 l
¢ i /
8]

HBC 0 X F e "

SOeRe

[8) N N/ HN \N/LHN U“H

H
RA06D3,5-X ¥ F— Ak

(M413)

J735 18 R LA R 45 BELA T OFME A (R BAERERE 6 HlIC [MCI AR A X ~F =7 150mg (100 . Ci) ZHEREAOES
L7 GESH. ~ AT 2RB. C788-014 3RBR),

(2) REICBEET 5EFR CYPFH) OnFiE. F5F
R406 (F=aF o7 I N7 T =0 UX 7 LAF N U (NADPH) fFEF T, & MFIZ7 vy —2I2 0 REF x4,
CYP A L= OB 50" ST s, EREHTHDLR291F, U XA FFX 7 2= VEBROD/NT-0-il A F L
TThHH., Z ORI Eéﬂ%ﬁ‘éE%f&t I\ CYP 4y 7HE L LT CYP3M M[RIE STz, £7o, in vitro BRIZE N T
R406 D N-Z /L7 v VS ROARITITEIC E N UDP 42 v UERiEBREdE (UGT) 1A9 RG34 = L ElE X
iz,
tRFI 78 Y =285 RI06 (1 pmol/L) DORFHIIIF T HINE) CYP FHEA|DFBEOMFHI BT, CYP3A
FHEAID A0S RA06 ORHHIBAE R EEMZ R LT, o, BBRE b VP 27 v Y — A& AWKt ik
CYP3A4 J TR CYP2C9 DA C R406 ORFHINFED Bz (FNFN 102 KTV 18 pmol/mg protein),
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)

(4)

b MFI 7 vy — A8 5 R406 DR RITT A CYP [HERIOEE (in vitro)

.75 74 B (umol/L) av b —L b i UG (%)
7774 Y (CYP1A2) 10 112
2A)NT 7 7 =) —)L (CYP2C9) 10 122
3N-RU D)= )LR ) — )L 5 92
(CYP2C19)
= (CYP2D6) 10 100
r b=} —)L (CYP3A) 1 20
fev 7y R<A 3> (CYP3A) 100 41

E MFI 7 e Y —=bz Wi in vitroBRICEW T, RAZ <F =713 CYP3A (TR L TRl EE 27 & 72
/o7, R406 |E CYP1A2, CYP2C9, CYP2C19, CYP2D6 (R CYP3A (Zxf L CHWAI R EEM 2R & oo iz, —
77, R406 1% CYP3A (Zxh L CHREMR IO EEA 278 LTz,

R406 ZFMIlE A v FaX— 3 Ltk 2 A, R406 (X CYP2CY9 TN CYP3A VEMEIZEEEE RIT X o 7203,
CYP1A2, CYP2B6, CYP2C8 J TF CYP2C19 JfH: & HEMN S 4, CYP2C8 1Tkt L CO RGO 40% % #8 % 2 758 (EH %
RLTE®,

VELEBAMEDEERUVZDEE
RAZ T =T 13/NMGO ALP 12X D, 18 A EH RA06 (ZET SN D,

REMOFHEOEERVEEL., FELE

RAZ<F =T V3/MGFD ALP 12 LD @ NTIRIE BRI A F U VERIES KSR %520 D728, RA06 LIS
BT ER SN e o Tz, NAEABESM 6 flazxtgl Lo A7 23 Bk (C788-014 ER) Oz A
FRFENCEBWT, MET D R106 O ERREBIT. N-2 17 v U FEHA IR, RE29 DOREEHA KK TN R529 D /L
oA R THY . TOMOBELRCHYITIKEE GRIFHED 5%AKm) Tho7 ),

b MZBT OARBMERUCEERREMORBERL OEAT—5)

N R529 D7)V a v R529 DIfifE R406 O N-7 )L
ﬂ i T AN = 1y 1y
SR B AASVF =T RA06 WLk P S
AUCo-24 (ng+h/mL) ND 7476. 5 30.2 216.0 44. 7
BB T
AUC H (%) ND 96. 3 0.4 2.8 0.6
MmAEY 7 id 6 e CHER L7 (C788-014 BB T L 7~k % v 7)., ND : M

Bt

SME RS 6 B2 M RIZ[MCI R AL ~TF =7 150mg ZZERERFICHER O G Ui & & BB 5%
192 BT E TR RO PR S v, BEIRIT 99. 3% Th o 72, G SN T-HERED 19. 3% R TIPS h,
FUIT R406 D N-Z V7 1 AR L UTHEAE L, R406 DRFHEMIZ DTN TH o7, 70 OIETHE (80.0%) 1%
P S, TEIT R406 R TR RA06 D 3, 5-_ P A — LR (R567) & L TTE(E L Tz, FEHRHEIDS ik
RED EF R PHILRIE TH D L E X Hiiz 2%,

[“ClARRZ<F =7 150 mg (100 Ci) W[EIREOEEROKIREREIE (SMEARRFS M)

WIS RE
IRTRA—H . - FRH1 D R406
it P R ’
PRt (%) 99.3 (1.93) 80.0 (4.70) 19.3 (3.50) 0.015 (0. 005)
0. 00309
EX 1 = — - ’
B UVT TR 3.09 (0.900) (0. 000496)

PRIl (FEYER )
Fik o 18 7% LA L 45 AT O A E AfEHE BB 6 Bl [MC] AR A X ~F =7 150mg (100 pCi) ZH[EEEAHKE
L. 0~192 Iffl £ THUIRREZ B L7z GEEMR. ~ AT A3 Bk, C788-014 iRER) ,
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8.

10.

1)

2)

11

b3S U RR—2—IZBT S1EH

In vitro #BRIZISVNT R406 1% BCRP, OAT1, OAT3, AN F A4 b7 U AR —4— (0CT) 2. AT =4 »fik
AU RFF R (0ATP) 1Bl K TROATPIB3 D EE Cix7e< . P-gp. ZAIMMER#E HE (MRP) 2. OAT1, OAT3. OCT2.
OATP1B1 % Uf OATP1B3 O FZlis ok LBHE R IR EER 2R & e h o 7=,

R406 13 P-gp DIE TH 5723, Caco—2 MMLIZISIT D P-gp #40 L= [PH] o A% o kot L CREBEER 2 /R &
MoTe, RAZ<F =713 P-gp 2N LEPH P % vk ioxt UCHEERAEZ R L, 10 i 3.2 ypmol/L T
Hol,

HRAH<F =T KO RA06 (X BCRP 24 L7 PH] =R b -3-H /L7 = — M@akloxt U CBEEREZ R L, 1Cs0 fE
1TFNZFH0.050 £T00.031 umol/L TH-o7, F72. RA06 (X MATEL K O MATE2-K Z 1 L7=[1C] A FA/L 2 Ui
T UCHHEREA 2R L, ICoEIEZn 24 2.29 L T00.195 pmol/L TH -7,

BETFIC K HRER

SEANKRYEALEE (MEENTDALE) 8 FlIlCARAZ~F =7 150mg ZHEIERAERE L& X, MEETKT
B G UT-5A OB I MENT MG 2 FEMANCEE U258 OB E & ik LK<, £ 4 R o iis
Hric X 0 fRESNT-R406 13 0.216=0. 138 mg (BEED 1% TH-o7=%, (VI 10. HEOEREHETD
BE ] DHEBMR)

BREDERZAILEE

BHRerEE GMNEAT —4)

HME BB RE R T R & T RITARA] 150 mg & ZEERFICHERR O# G Lz & & | BHEREIE R 8 5l & lb~ T, R406
D AUCo-oo 2 (R Co 1T, HEFEDOEMAERERE SH (/LT F=0 7 VT 7 A 130 LLE5B0nL/min Kif) TEN
ZI 0. T8 5K TN 0. 58 5, IMIKENT & B+ 5 KRB REEE 8 il (B E) TEREh 0. 74 £ &0 0. 62 i
Tholo, Fio, KEEARREHITAHF 150 mg ZFEHBLE 2 ReANICHER RIS Lz L & BMCLVBRES
72 R406 BT H RO 1% Rl TH o7z, FEREETE RA06 D AUCe o & O Co I LB RERE B B L BHRAE IE 7 & IR
BETH-=%,

JFHRERRE (SANEAT—%)

SME TR RE RS 5 B3 2 KT RITARA] 150 mg & ZEfERFIC R OG- L7z & & | IFEREIE R 8 5l & lb~ T, R406
O AUCo-oo S TN Crax 13, BBRSE DITHERERE E EE 8 #1] (Child-Pugh /3%HA) TEANEN 0. TLREKTN0.89 5, HEED
JIFHREREE B2 8 5] (Child-Pugh 234 B) TENFHL0.76 (5K R 0. 87 fi5, EEEDITHEREREEHFE 8 5] (Child-
Pugh 234 C) TEAZEI 1. 06 {5 N0.84 5 Th o7z, HEDHHEREREEREIZH T 2IEFHET R106 O AUCo-- K
O Coa 1E, FFHEREEEHEH LR TENEN LTELD L3IETH- 72,

Z Dt

ITP B k4 & LT-yEoh e 11T FEEGEEFRBR (C788-047 3RBR V M (N C788-048 #BR ?) DEEZFDH B 19 il (7T
TR 27 HIROVE R Z~F =7 FE 52 i, 200 X% 300mg/ H5) Zxtgl U-BRE-HMMEImIc VT, 12
WD ) VAR A —E il LT L AR A — (12 B /Mg 50,000 /uL BLE) CTHEHRENE D> T,
12 FEFZ /M BFE L 7% 50,000 /u L DL EOBEINZERT AR, EFIREICE TS 1 BbHiz o AUC
(DAUC) % 3RMpZhiR & L 728JF PK/PD &7 /b b BAFICHE A LTz,

HABMATCIL, ML EEOWTR G 12 BROBERSENEG LN DMHERICHT 2B 2 THRET T,
IR OMEICHEREEERITE R o0 (REMRE, AHOENE AEARE 0.01, £HadbiE FREAK
#E:0.001), R406 DIRTENEL 2B &, 12 FICL AR Z— LR B AREMENE L o 72 %2,
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R406 MR L #2512 WRRIC BT B M/MEK 50, 000 / u L BA k%23 2 e 0BG
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Zel (ERLOEESF) (CEAY HEE

[

EREETDHEEH

=]
EIH TR

R

N
%*

AR EZTNDER

22 (ROBHIZIIRELLENI L)
1 KEN ORI R LIBBUE DA D 5 B

.23
2.
2.2 IR SUTIEIR L T D AIBEE D 8 5 1t [9. 5 ]

2.1

IS O— B EEFHE L CHRE L,

AR ORI U TORBUE OB EED & 2 BE TlX, AEIFEIC LV IBBUESBRT 2R EmnEEX 6
B2 WEEOPAEAE L BE IS, RAlOBR G 28T L,

2.2

Fe g A TR K OV R AR A 0 D 3 SUSTIR L C W D ATREME D & B et~ DB NIBE SN D Z E DM HRIE L
7oo (IIX. 2. (5) Agizs/Edmtain OHESHR)

W EEG R AR

<ZRRRE R OWIHIIRSEAEIC BT 23R8 (T v ) >

- 25 mg/kg/ A & &5 S 2B CRIRR O T R OERBZEIE T EOH AR b,

<R - BRIRRAEICHET IR (T PERTYEX) >

< 12.5mg/kg/ AU L (T b)) 3T 22 mg/ke/ BUAL (D) 2&KE SN BB THERBRIRIE RO,
JEWRARE O T IR IR DOE R KR OFERZRD b,

W G RRR
<HHEiIY v~F RA) BEEZGRE LIRS >
- 14 BIOIEIRFEID A SN TRV | SRIFIIERZHER O HE 3 fI, B2E 1 F, JERE 1 f. BARUEEE 3 i, T

WCATLEERYPHE 6 Bl ThH oo, 1FEAENRA R R LI — N EOWRAFTEMEDWREMED & 2 3M 2 G L T
7= 36)0

<ITP BEE XS & Lo e R 3R >
< 1 BIOIREFIAIRE SN TBY ., ERITARIRETH - 1=,

PEENTHRICEET HFE LT DEH

[V. 2. HRESUIZNRICEIET DR OHEAZRT S Z &,

BERUVRH=ZICEET 5TE EZTDER
(V. 4. AELOCHEICEET 2EE] OEAZRITDHZ &,

EEGERMIE L ENER

8 EELEARMIEE

8.1 AANT, MREBOIRIFICHDRBEFoOEMObL & THEATAZ &,

8.2 M/ 72< &1 50,000/ p L LA RIZRET 2 E T, 2BM I L ICmiFMmEL2 I L, ZE L%
ITEYINC MR E 2 5 2 &, M/AMRE O, MARAE XX IMARTERRIED U R 7 A3 HE N3

HAREMER DD Z ED, BIRETOITITV, REDEO ONIZGETERLEEZTT) 2L, [1.1, 7.3%
]
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(1

8.3 AANDEHIZLVMELEARSLLLNDZ ERHDHOT, MENLET D E TIL 2\ T &z E%HE
L. & LIgixe#micilied s 2 &, [7.1, 7.5, 11. 1.2 ]

8.4 AANIOEHIZ L W IIFPEREGED N D oD Z ERNHDHDT, 2T LI PEEZNE L, ZE L%
ITEMICHET S Z &, [7.1, 7.5, 11.1. 3 ]

8.5 AHIDEEIZ X IR EN D SN D Z ENHDH DT, 2B T LIZAST, ALT KB L E R ED
[P RER A 2 50 L, ZE L% IXEMMIC TR E L2 Ed 52 &, [7.1, 7.5, 11. 1.5, 12., 16.7.6
S ]

8.6 AANDBEIZEL VEIUERH LOND Z ENH DO T, TR EZ I L, BEE2 +219ro 2
Lo [11.1. 4 PE]

(fi#70)

8.1

AEN P53 B EMICIE, BRAESICESE @R BERINEITV, BEOREBIZIS U CHYZRIBRET 5 %,
MIERBOIEFRICET 2 —EOMBCRB NV ETH D EEZ DN, WEFEAOBAN D, HEEREAN
HEELTRE L,

8.2

AANZMI A B2 AR ERETT D2 ORE Lz, M/ MREA D72 < &% 50,000/ L L EICZET D E T,
2 AW LI IIR TR A FE M L. ZE L RITEMMICME IR AE L EE T D 2 L, E7o, M/ MR
322 Lic kY, MBEIMARERIED U X7 BEE 2 RN H D 2 &b, ARG FIIBEZ 2
TV, REPNBOONTHEITERHELIT) &, (V. 4 MEAOCHERICEET 51EF] OHSHR)

8.3
AHIDOBGIZEVIIME EFANH H0ND ZEBRHDTORE Lz, MENZET D ETIE 2 B I &icmE2 Rl
EL, WELERITEHICHET S 2L, (V. 4. FELROHEICEES5EE] TIL 8. EIEM) 0EZ
)

8.4
KA DOEEGIZ LV IFFEREBD NS b ENHDHTZDORE L, 2 BE I LI PEREAIEL., ©FEL
FHRITEMMICHET S 2, (V. 4. HELOCHEICHEETEE] L 8. &WEH] DOEHR)

8.5

AHNOEEEIZ L0 SRS ER H SN A Z R HAT-HORE LT, 2 BT LI2 AST, ALT KU L7y

DIFHEREMA 2 520 L, &8 Lo IEMIIC T Em A 2 R s 5 2 &, (TV. 4. JIEROHEICEE S 57E
B OEZH)

8.6
AEIDBRGIZE O EIHERH HOND Z EBHDT2ORE LTz, (VI 8. EIfEH] 0mHBH)

BRENDEREZRITVBEICHT IR

BHHE - BERFOHLEE

9.1.1 MMEXIEMEEREOCRERE (BRRUVEHIRLEERELE) ©RA FEVEFSATUVEER. 7V
FrOYEV I REBELRKE) 259 52F

MRERIEN S LbNDBTNNH D, MRIEITMEZEREOBEABECERNEF T2 BE 28 & LIZER
FRBRIL =M L TR,

9 1.2 BEFRAVAMINAFY ) TOEEFEXIIEEEREE (HBs nlRIEME. 5D HBe HiAX (L HBs HiikiS )

BE ORAIER & BRRREEOBE L /01217, B HIFROFROBIRICEET S Z &,

)

9.1.1

M ARE 13 S S D BEEIE R % 9 % B Tl AAI ORI & 0 IR & o 2 FTHEM: A
B I DRIE LTz,

9.1.2

B RIFR T A NAX ¥ U7 OBRE OIS Tt VAV ZAOFIEHALR & 5oL b ATREMER & 5 12 D% E
L7,
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(2)

)

(4)

(®)

EHaEERE
BEIN TV

FFiaefEE 8 E
9.3 IFisaelEEESE
9.3. 1 EEDITHAEEEE (Child-Pugh 2% C)
AHNF G5O B EAHEICHIE L, #5725 I030REEREOWELZETH L L bic, BEOREL |
SICBIE LD OEEICEST A2, EESTERI06 OMFPIEEN FRTABENNH D, [16.6.2 BH]
(fi#5H)
AFNIOIE NFHEREREE B 24 & L-1ANE 1 FIRARRABR (D4300-010 3ABR) OfERICESWTEHRE L,
(TVI. 10. HEDOEFEATHRE] OESMR)

HIEREE R Y OF

9.4 H£EREEET HE

RS 5 ATBREME D b 2 Mg, ARG R ORI 5% 1 » A R CRET 3 2 2B K& OVl 8 70 8
RIZOWTHAT A Z &, b hOZIRE~OEBIZET 27T -2 3B LTy, BER (T
B BV TZBEROBEFARESINTND Z 0D, RFNTLMEOZIREEICHEEL KIF T/ RIEN D D,
[9.5 &H]

(fiRz5)

P FEBRIZB TR - JRIBETROEM, BROKEE, ZHREOMRTENHE SN TVDTORE LT,

ME SRS D4R 5.\ Z B3 2 WEE O M BEMAIC BT B A F 2 RO T (55 48 2 16 HAT3RA SR 0216

15, AR 0216 5 1 5) BREHINEZ LICESE, AREIO RIP ERMEFE AT EM O L Rfkic, B

RR BRI 2 BARE LT, AFIDTEVEARK TH D RA06 DM A HH S, W EHETH%K 3 H T R406 (T dHs

DIZIFHKRT D EHEINDD, BMEROBEENDHESIND Y AT ZH43ICBE 2T, WHEHIR & L CARA

B RO G5 1 » AMERE LTz, 2B, HOAFRICEEITRED S TR,

(TVI. 2. Z22NEFEEZOBA] VI 6. (5) i [IX. 2. (5) AJRAFEERR OESM)

| PlE S

<ZRHE R OWIHIIRSE AT 2388 (5 v ) >

- 25 mg/kg/ A & P B ST MEE) TR ARROAKNT L OGE R EIRSE - RO BINATR D H iz,

- HEBH) CIIARTERE ~ DR BT O e o T,

bE b

9.5 1Ei%
I SR L C WA AREME D B B et iciZig G- LanW 2 &, £/, HEPITHIEHIA L2581k, B
Bick G5 2HIEd 5 2 &, WA OBEKRRBRIZBW T, IR L2 BE CHE/BRREORENH 5, BinFEHR
(7 v PEOUHF) IZBWT, ERHESEHE%2 TE 288 T - [ TEOEM, IR ORKEN NS

EHE R OISR (ZREOFE) Ao bhiz, [2.2, 9.4 ]

(fi#z5)

BRARFBRIZISN T IR U 7o /838 COERE/ B ARIREEOME R & 5 2 &, B ERIZIB VTR - FRRFE TR,
JE RO EN N E# R OWIBET (BEKROHE) PRESN TV DLTORE LT,

AFNIII XATIEIR L CW D RREME D B 2 Lt EICIFEER TH Y | |5 LR &, Fio, B5PITEEHE L
AR, BEbicEEEhIET AL, (VI 2. ZBENEEZOHEMB] VI 6. (4) AHEEAT 25 TIX.
2. (6) AFEFATmMERER) OHEBM)

W AR RER

<MY w~F (RA) HE T ITP BE ZxI% & LI WIMER R 5 >

 AHN % P 5 IEAR A B U7 BB 15 Bl ofiss & U, @R A o HHEE 3 i, BpE 1 I, FEE 1Bl B
TRPE 4 B, W ONT N TARSRHHE 6 I HE ST\ D,

W EERARHER

<R - JRIERAEICET 2R (T PERTYX) >

-12.5 mg/kg/ HLLE (T v F) X% 22mg/kg/ AL E (UHF) #H 5 SN RHEY CERZIEC MM, Ik
IRABEOK T IR IEOE R L PGFERRD bz, 7> b TiE, FREFTASRD bz 12.5mg/kg/H D
AUCo- 1% 3,763 ng-h/mL (54 TH) ThHV ., ITP BEITAHKD 150mg & 1 H 2 [EIH L7z & & D AUCoa (K
11,000 ng-h/mL) % F[E-> TV /-,
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(6) &FLiw
9.6 12317
BILLARWZ EREE LW, BWER (T v M) IZBWT, LR ~OBITRRE SN TWE, £, 88

EE (7> b)) BT, a0 LBERICERT 5 &3 2 515 HAROSE T ROHMN &K ORARE DR
H BT,

(figeai)
t MIBTF LA PBATICHET 27 — 213720, BIERICH W CHITBAT R AR CROBINERRBD &

Nl ORE L, (VL 5. 3) Lt~ T TIX. 2. (5) AFEFRAERMERE OESM)
W IR AR ER

<@MmIER (Fv ) >

* R406 DFIFBATARO b TEY . O/ MBEPRELIT5.6~9. 9 5 ThH -7,

<HZERT R O AR O FEAENW NS RHAOEEEIZ BT 23R (T > ) >

-+ 12.5 mg/kg/ ALL &5 SN/ B T, BERL £ TOHIRMICIS T 2 AR T RO M K& OEERLE O WM 4@
Ce AR DIAEEDRD bz,

(N MR

9.7 NR
INREZ G L UTERIRRBRIZ I L Ty, BER (Fy b vUARVYETHF) IZBWT, &
FIIHE L TWDLE~DREL LT, KEREIEOKRE AT KERE A& ORI E B O s RAR R
e, A ONT KRERE K OB B BRI B O 3380 B LTz,

(fi#z3)

INRET KT B ARBN O RVER OFIWEIMESL LTy, BERICEBW T, IERICHKE L TV D ~DRE

DRDONTTDRE LT, 2B, /NNEEGG L LRI ER L T 67, BN R OESMNERER T 18 5%

Ki~OEEGHRBIIZV, ((IX 2. 2) RERSGHEMERER 6) A EFHERR] 0ESHR)

[P R0

<EB G EMERBOUINAFMRR (7 FEAO= T R) >
KRB O#KE T RS H 505580 b T,

<HAERZROWERR WFETHF) >

o RBRE AL B QKBRS B B ST IS B RAR D RIERE 13D BTz,

8) A

9.8 BEE
BEOREBELBELRNOHEIIRET D2 L, —RIERBEMET LTS ZERE0,
(figEai)

AT E i CIXAEEEREANET L TWD Z ENBEXOND DR E LT,

1. BEEHA

10. HEEA
AL ~F =713 PHEEAE (P-gp) MOHBSAMMEEAE (BCRP) 2K L THEEHZAET L, 2, A

FIOIEMEARETEH H RA06 1T & LT CYP3A4 1T L 0 R S 4L, BCRPIZHF L CRAFEIEH A A L. CYP3AIZXF LT
FOEERZHT 5,

(1) HEZEREZTDIER
BRE SN TWHARWN

(2) ftRZEE L ZDER

10.2 BtREE (BHRICEETHC L)
R4 RRAER - HE A W - a1
8\ CYP3A B R406 D MBEHEDN EH- L. RBOEIE|Z b OIER D58 CYP3A PR
A FafFy—n FRHER S5 /RN H 5, ERIZ L A,
VAN =0 BRI B OREE 2 B 22 L CH
U hFen % ERORBUCHSERE L, HEIZE T TR
[16.7.1 ] OB REEERTHZ L&,
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B\ CYP3A K
BN
TJrx=krA v
IR A <RI -
[16.7.2 ]

R406 D MAEHRENMET L, ARAOZHE
PIEI T D AReMED B B,

AR BEERT N S DAL A G LR
ZEMEFE L,

D DIEFI DR CYP3A FHE
TERC X B,

SR ARF
[16.7.3 ZHR]

VUNRABF U RN N AR T B L
HERREN B L, BERASERI N D A

RA K <F =7 K TNR406 | % BCRP
DORREEA %A L. R406(FCYP3A

MRS D,

PERRFIZIZREE OREAEEICEZ L TR
TEHOFRBUZ SR L, BEIZS T TY
VRABF OB EEETH L,

DIEVILEEMZHT 5,

AR UOMFEFREN ER L, BIER|AAZ ~F =7 1% P-gp OFHEE
NHFREIND AN H D, RaHT 5,
PERRHCIZ S OREE 2 B EIC B L CH
ERORBUCHHDEE L, LEITSTTY
IV OWEEEERETDH L,

vaxw
[16.7.4 ZHR]

0ANARF
[16.7.5 ]

0 RANZREF U OMBEFREN EF- L, @R R ¥ ~F =7 K TUR406 I BCRP
VEFR DB S D TREMER B B, DOEEAEZAT S,
PRI OREE 2 (B E IS B L CH
ERORBUCHSEE L, LEICSL T
ANABF U DREEBETDH L,

(i)

@ 7L CYP3A [FHEEH]

SEMHE A ARERICIBV T BRV CYP3A FREAITH 27 b2ty — b L OFFRIC X D AREIOIEMAL R106
BN E~D B Z T L2, R106 OMBEFIRED EF U, Cux & AUCo o DM HEGR SN, Lo
T, BONCYP3APRHZER] (f FFaFy—u, 75U Ra~Af T, U MFEAL) LOFHIZL Y. R406 O
BEHRREN LA TBE200HDHZ L0, BBUOEAE L OFRICO W CERERE Lz, fFAKICIZEED
RHEA I ICEIEE L CRER ORBLCH0EE L, BEICG U TARAIORBEZBET 52 L,

LN CYP3A 754

M EAEARBRICIB W T, UV CYP3A FBEAITH D Y 7 7 v B v & OPFHIC L AR OIFHEAIK R406 D
YT~ DB Z G Lo /ER. R106 O MIEHFIREIME T L, Cux & AUC) « DI BB S Tz, LTzdio
T, BROCYPSAFHEEHR] (WA EBE Y, Zx=b A0, V77 0BV 0%) EOMFAIZL Y, R406 O M fE
BEMETI2B8ZNRHDZ Enb, FYORAE L OFFRHIC OV TEERE L, AFRSHIZIZNALD
AL BEG LRV EREELL,

@ R HZF L (BCRP LN CYP3A FE)

S EAEARBRICIB VT, BCRP KON CYPARE THDH VU NAXF U EDPFRIC L DV U NAZF U RO
VRRAEF RO TR~ DEEE T LI R, VU NRRETF U R RN REZF RO MRS E
B L. Cow & AUCy o DN FER S 4T, TR A X ~F =7 J U8 RA06 (% BCRP DPHEMEA A A L. R406 1L CYP3A
DFWREEHAZ AT D7, BCRP DIEE & 720 CVP3AM TR#ENDEH L OFHICL Y. Zh b D3EH D
MIEPRENR LR 728003 HL 2 00, ZYOIER L OIFFIZOWTEERE Lz, YN RZF %
@ BCRP JTF CYP3A JEE & OOFAIEICIZEF OREAEEICHE L C, AWEAORBICHSERE L, LEITG
CTINLOEAOBWELZEET DL &,

@ Fx (P-gp ££H)

HEYMAERRBIZBONT, P HETHLYIAXF VU LOHICL 2 Y %2 ORYBIRE~DFEE R
UM, I OMmBEPREN EF L, Cu & AUCDEEMRHR SN, RAZ~<F =71 P-gp D
FEERZH T 5720, Pgp ORELRD2FEHEOIRAICEIY ., ZnboEAOMFERREN LR 28%
NRHHENnD, BEOKEA L O ONTEEMRE Lz, YIF %D P-gp HE L OOFHRKFICITE
FHOWRRELZEEICHE L CETERAORBUCHSEE L, KBS LTINS OEAOBELEET 52 L,

@ A2 HZF L (BCRP HE)

SHYFE B AERRBRICEB VT, BCRP FETH D e AR L F o L ORI L D a AR X F ooy dEhE~D
RS LMER, o AANRZF o OMPEFREN EF L, Cu & AUCDHIIIAHGR SNz, mAX ~F
=7} TOVR406 1% BCRP DFLENER A BT 57, BCRP OFE L 22 23HI &L OHEFIC LV . 26 DIEF o 14
FREN EFTABENNH D Z LD, B AN T %0 BCRP FE & OOFARFIZ W CHEEMLE L7z,
(IVIL. 1. (4) &=F - JFHEORE] OEZMH)

53



M

2R

11. 8l
WORERNH SN D Z L NHDLDT, BELTS5I1TITV.
YR IEEFT D 2 b

RENBOONLGEIITRE 2 PIET 572

EXGEMER & HER

1.1 EXLEIER
1M1.1.1 EEOTFH (1. 7%

MBS U CEMESCBEEMRE 21TV, BEOREBICL Y IEEEORE, ik & o 2u@s175 2
Lo [7.1, 7.5 &)
11.1.2 SmE

EIE (21.2%), &IEZ V—=E8 (0.6%) RdbobhdZ &ndbbd, LEIEN U THREADOEE & oY)
TAVEEITS Z &, [7.1, 7.5, 8.3 5]
11.1.3 #FchERiED

ek (5. 6%) , FEEMELFHERBAE (0.6%) NHLONDLZENHD, [7.1,
11.1. 4 BeidE

fitige (1.1%) HORBPIENHHLONDHZ EndH 5, BEOWRELZFoBIE L., BESEO NG ET,
HRIO®ZEE 2 L Oy R EE21To Z &, [8.6 BR]

11.1.5 FFHEEEREE (17.3%)

ALT (8.4%), AST (5.6%)., B U/LEY (2.2%) %0 LF &2 FEEEERHODORLIZENH D, (1.1,
7.5, 8.5, 12. &E]

7.5, 8.4 /]

E

(figeai)
IS TTT ARERRFRER TRB0 b L RIEM OFBURILIC S S BUE L7z,

11.1.1
EWNAE 11T HERRBRICBN T 7 v AR E i L TR A ¥ ~F =7 RECTRIBEORBIE R * O RBIE S 23 E
<, HERTHNBEOONTZZ ENDRRE Lz, AFIOTREIZE Y TRABE LIZSHEEE, LEIZS U CEME
RBERERAZITV, BEOREBIZE Y ILEEOKRE, #fik7s EOMRREZITS Z &,
THRIBEEDOFIERAOFBEIGIL, ENE 11 HERRBROSE T 1 (77 AR ICB8 W TARAIFET 31.8%
(7722 B) THYH, ZDOI2H 1B (4.5%) MDEELHESN, ENE 11 HERRBROARR S HBNTT
FIRSH O BIVEH OFBEI G113 30. 3% (10/33 ) ThH o7z, EWNHE 11T FHEERRBRICET 5 THEHORIER X
TROELEEBY ThoT,

NHIBLEDRIER - THl. PEEREEE M

THICBE T S EIEH ORILRIL (BN T1T AHERRFHER)

EINE 11T ARG AR R HESL S 1T ARG R R ER
E1H KRG | o o ormn o e o e
FE (7 5 1 o K FEH) it 77 2 A 2 FER 3MBROE R
— T ey
4 e | 77T A wge | 77T A
(N=22) (¥=12) (N=33) (N=102) (N=18) (N=146)
T g 7 (31.8) 0 10 (30.3) |28 (27.5) | 6 (12.5) 46 (31.5)
T 7 (31.8) 0 10 (30.3) |27 (26.5) | 6 (12.5) 46 (31.5)
HEE I 0 0 0 1 (1.0) 0 1 (0.7)
iﬁﬁ?m%@$ 1 (4.5) 0 1 (3.0) 1 (1.0) 0 2 (1.4)
THi 1 (4.5) 0 1 (3.0) 1 (1.0) 0 2 (1.4)
N (%)

a) 91 HAKIRE 22 BI+55 1 177 B RBE G 1T HISBAT L7= 11 41
b) C788-047 3Bk M (X C788-048 FER DHFEAHHT
c) C788-047 #BR, C788-048 FBR M (X C788-049 FBR CAHIZ ¥ 5 LT-E
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THICERET 3EER D% (ENS 111 HERRR)

PEO|AE | % BLRE | B4 Y OB | iR OE | EEE HR)F A D 4l
Bl | BREE ¥ T|¥ T &
DHE | OHK
b) c)
FER] 1 #Z | 60 | 100mg T 3 2 (95 Ef EERL
R 1 H2ME
100 mg T 78 42 A EK) I
1 H 2\
150 mg T 128 238 #R 7 G IEARL
1 H 1A
JEF 2 | Z¢ | 50 | 100mg T 19 8 BT [E14 T =
R 1 H2ME
100 mg T 37 4 R Ef ERpL
1 H 1A
JER] 3 % |70 | 100mg T 6 21 R Ef EERL
R 1 H2ME
JER 4 Z |30 | 150mg T 32 9 R Ef Hk
Mol 1 R2E
JER 5 Z |60 | 100mg T 15 352 R Ef ERRL
Mol 1 E2E
150 mg T 420 — R PN EERL
1 H 1A
JER 6 #Z | 50 | 100mg T 58 50 R Ef EHEL
Mol |1 E20E
100 mg T 114 161 L7353 EK) oS
1 H 2\
JERF 7 #Z | 50 | 100mg T 7 2 R Ef EHEL
MR 1 H2ME
100 mg T 29 3 W Ef ol
1 H 2\
100 mg T 35 1 rh 2 i Ef ERRL
1 H 2\
100 mg T 39 12 A B =
1 H 2\
JER 8 #Z |40 | 100 mg T 2 4 L7353 EEA) EHERL
Mol |1 R2E
JERF] 9 B30 | 150mg T 49 93 R Ef ERRL
Mol 12
JEI 10 | 2 | 70 | 100 mg T 104 5 R Ef EHEL
R 1 H2ME

a) FHHRAIL ICH ERRERMLMZESE HAEM MedDRA/J version 23.0) #HAWT=a— ML,
b) FHFETOHIIREH-FRA Y~ F =T YEEEH+] TEHE L,

c) HRIFE TOHEITERR BB+ THEA L7,

Y FIE B OFEANE AN B3 2 HEE A OS]

THICBEE S 2 EEER OBEE
= T
B 1 HiEh & T
P 18 B AR (R HLRE) P .
i (ErbtiE) 2 550 AR ULE
Pk &S ML /MR | 100 mg (% 5-BH4A)
50 1Y Tk E 1 H2MH RAF<F=7 100mg 1 H 2@ THEGERIE, 7L K=Y
> 2.0mg A,
(@i )£, mfgIm | 365 HRM (#4519 HA]
iE. TE(EAR R, & TR, EIE FEE
ERR . BEYE. U (%521 HA)

[y RS AR

CTCAE Z7'L—F 3 @ FHIZ X AHER O F K OEInE (H
EHE 140-160 mmHg) (2 &k HEER 258D 7,
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B 1 B 55 T
el i L (FEBARF) s .
i (abii) £ AR R R OALE
(#2522 AR
BAE DS EFRRER A~ TR, e 2 G U7, 1B Y E AT
WL TFHICHR Lok &S L 5 B IciRE LAKI O
RIEEFER LTz,
(%523 HA)
g 8 K. D0 &E , M BIKAN D VAT, THIX 1 H
10 MREERDLNLTEY, 7L T7F=vEH (2.64
mg/dL) 226 BHAKIREENE 2 Hitz, FHRICAE 5 96 B Mg
EETICEA2 b0 EBbN D MEDK T 2807 (I
80-90 mmilg JEAEHA 50-60 mmHg &), ARE F CHITEIZ Txbiis
THI L Lol HEEL LTI I RI 7B 1 mg
1 B 2 [El5E T NARZ BdA L7z,
(%524 HA)
TRIEEE 1 B 8 BRIz (CTCAE 7 L— K 3)
(#5525 HA)
PRI ET 3 RIS 1 EIOHE (4 B) Z2FBOLA. Tk
272 0 BEEEELA 0 Bl & 720, CTCAE 7' L— R 1 £ CFH
MNEE Lz, o7 FoEbGaH1EL,
(%5 26 H)
I VT F = ENKE (0.83 mg/dl) L. FRIAMEE L
72
BRI . A0
HESME
B 1 B G T
P 18 B AR (R HLRE) P .
i (&) 2 550 RER AR
otk 8P A N | — (% 5-BH4G)
70 X Tk E RAF~F =7 100mg 1 A 2 [A]CH5-BH4A,
54 H ] (%554 HA)
(% B O B HBEOHHEBERIIIV AR ~TF =TG5 F 1k,
(o)) ik 1 BEURE, 1 BY7=0 5~9 [AIFREO FRINAFRH L
72
(#4559 A A)
fif i % £ 5 TR ORI RIB 3 5B LTz,
(%561 HA)
THRIOFEEN CTCAE 7' L— K 3 &7ab ., BEFIIABE LT,
{524 ClX. salmonella. shigella. campylobacter.
Escherichia coli . cryptosporidium . giardia M OV
Clostridium difficile IZfEMTH -7z, FRIFIZITHL
DIRIMRIZERD HNT ., BTS2 0hoTz, 27 3
RIZ K DG L3, Z2o%Pik L, 1Vig bt
ITEINTZD, EAFITHENRRBLL Viga ik Lz, X7
T EZE— VRO Y OLAEERE L T-, /MUIEL
77
(563 HHA)
EF VOB ETTCHELFRILE 9 HEIZREEL, RHBIZK
L TEE LTz &I S i,
OFR%E . ey 7aa—, 77U —2% GEEARH)
B 1 A#G & T
P 18 B AR (R HLRE) s .
il (e ) 1 5 EBRULE
otk [ PE MM/ R | 150mg 1 H | [4E5-BR4R)
80 fX Tk E 2 [a] RAZ<F=7100mg 1 A 2 [ TH 554G,
(%525 HA)
(Af&M:mimE, | 354 AR M/ NE 50, 000/ w L ARG D=, RA X <F =7 % 150mg
ERZ) 1 B2 FEICHE
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B 1 A5 T
PRI fii FHER (FEHLIRE) s .
i (B HE) £ 5 R R R OB
(#5.92 AR
/L 250,000/ wL B TH T, RAF~F =T %
100mg 1 B 2 BN J&,
(#5116 A B)
M/ MRE S 50, 000/ w LARICIHA L2 & vd, RAZ~
F=7% 150mg 1 H 2 ENZHE &,
(5 5~7 » A#%)
MR B 7 B I, SEBE K OBEIR I 23 537 L 72,
(#5171 A E)
#5171 AEH2S 350 A HECTORM, BXNR Fils o
H IR E bk L TR BTz,
(#5351 A H)
THINFEEL LT,
(#%5.354 HA)
JATERBGERHIC R EINE D TR EEE S D 5O EHR A TE
D, FHRICERTABKICESZbDEEZ LN, HA,
BEIT BT L, M/REIE 33,000/ u L ThH o7, HBEIL,
BORMABNZ FTRIPE A 2 ME LT, RRAE~TF =T 0%
HZzdik L,
(#%5.355 HA)
i/ NREE 28, 000/ p L T -7,
(#5.356 HH)
MR T D 1B T, TVIg NG Sz, Ifi/Mk
i e OV IVIg 12 X 2 iR%%, i /MREIE 136,000/ 1L Th
>77,
(#5357 HH]
AFERITIEFLEFNCEETH D LB S ThEs, &
Fop W CIREE Lz, B ORI R < /BN
73,000/ uL TH-o7-,
(#%5.-358 HH)
[958 & Hllr <7z,
(#%5-382 HA)
AR AL,
BEHS . S I 77U, TAa vy, IVig
11.1.2

FEINSMEE TIT FEGPRRBRIC ISV T 7B AREE L Bl U TR A ¥~ 5 = 7B C i i) BHE O BIVEAX O3 BB & 03 5
<L WAV 11 FRERIRERBRICB W CEEREMNE Y V—ERRBO NI EN6RE LI, ARORSIZEY E
MEAFER LG AR, SEBITE U TRER O G 72 EO@EY) R LE217 5 Z L,
e LB O BEH DR BFI AR, ENE T FRKRRBROFE 18 (77 2R RE) 123V TARAIRET 31.8%

(7/2241) THY ., KFRGHITFBNT33.3% (11/334]) ThoTo, milEY Y —BI3MEs 5 111 AR HER T
O biL, ENTIEHRE ST, ERNAE TIT AHERRRIC S T 2 sl EREEORIERIT TEDO LB Y T

HoTm,

XEmEREDRIEN - miE, mE RS, 2 he— A RROME, GHEHIME RS, SEZ V—8

LRV BEE Y D EIEA ORBURSL (EWSHEE 11T AHIRRRER)

EINES TIT ARG R R WEANES TIT AR G DR SR
#5139 a) & T 24y b) B AL c)
%[ﬁl}f%&ﬂﬂﬁ%% (7D§'IZ7R;(_“J‘H€VHH) K%ﬂ&ﬁ-ﬁﬁ 7 7“‘271:)(1-% 2 nﬁ%ﬁ 3 nﬁ%ﬁ@{j\n‘l‘
) — g
oA e | 7 ET | e | 770 A
(N=22) (N-12) (N=33) (N=102) (N=18) (N=146)
o I B = 5 7 (31.8) 1 (8.3) 11 (33.3) |22 (21.6) | 2 (4.2) 28 (19.2)
= 1 6 (27.3) 1 (8.3) 9 (27.3) 16 (15.7) | 2 (4.2) 21 (14.4)
ME F5- 1 (4.5) 0 2 (6.1) 4 (3.9) 0 5 (3.4)
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FEIPNEE 111 AHERR R AR 111 AHER R AR
% I /E;H a — NN = b = /\NZ]. ¢
5 1 B o (FoeRamy |RREMY | TIERAM2RRY | MBOa
- ——— —
A L N Agne | 77 A
(N=22) (N-12) (N=33) (N=102) (N=18) (N=146)
oy fe— L ARE
DT 0 0 0 0 0 1 0.7
S e 290 1 £ 55 0 0 0 1 (1.0) 0 1 (0.7
miEs U —+8 0 0 0 1 (1.0) 0 1 (0.7)
;ﬁg%@%m’ﬂg@$ 0 0 0 1 (1.0) 0 1(0.7)
miEs U —+8 0 0 0 1 (1.0) 0 1 (0.7)
N %)
a) % T WIARIRE 22 B+ T 177 T BRBECF 1T HICBAT L7= 11 41
b) C788-047 3R K T C788-048 FRER DA FEHT
c) C788-047 3Bk, (788-048 R K (X C788-049 BR CTAA 45 L= ¥
EMECEET SRIERO—E (BN 111 HEKRR)
PRI | | & BLRE | FG4 0 *HFE | iR | EBEE | &R NG N0
| BHE ToHOH|ToHHA AL
B B
JERF] 1 M | 60 | 100 mg & I 15 — L7958 LS el
£ | 1H2EH
JE 2 2ot | 50 | 100 mg & IfLE 19 5 5 B EEA) AR A
£ | 1 H2MH L
100 mg L E 32 10 R [EifiS VAN AN
1 H 1M L
150 mg =iINES 217 — L2315 FNEI) AN
1H1ME L
JEB 3 4tk | 50 | 150 mg i 57 — (3 R DA R
£ | 1 H2MH L
JEF] 4 e | 30 | 150 mg 5 I 38 20 R B> ik
£ | 1H2EH
JE] 5 2ot | 60 | 100 mg 15 I 8 — (2355 LSS AN
£ | 1 H2MEH L
JEH] 6 Zett | 50 | 100 mg i 15 43 {7955 EEA Tk &
£ | 1 H2MH
JEf] 7 4Pk | 60 | 100 mg L E 29 296 R E B H I
£ | 1H2EH L
JER 8 e | 70 | 100 mg ML E 5 29 15 X B> e
£ | 1 H2MEH
150 mg = = 71 15 % i [EIES AR
1 H2MH L
FER) 9 M | 70 | 100 mg 5 1 E 4 12 R B> =
£ | 1H2EH
SEM 10 | &tk | 70 | 150 mg & IfE 141 36 29553 EfC AR A
£ | 1 H2MEH L
JEFI 11 | B | 50 | 150 mg = = 182 — (3 PNEIL TR
£ | 1 H2MEH

a) FRAIT ICH ERRERMAGES BAGEMW MedDRA/J version 23.0) &AW Ta— ML L7,

b) FBLETOHBIIFBIA R A Y ~vF =7 Wb A+1 TRHE L7,
) AR E TO R EIIEFE B -SBLA+1 THE L7,
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o L 2 B4 5 B SR DR

HESME
BE 1 A& EIEYZ J—+¥
L]l B (FEHLIRE) N <
i | BbE) | s IR R OALE
ek st | 100mg 1 B | (B 5-BALA)
70 X /A | 2 (8] RAR~<F=7100mg 1 A 2 [R5 % BLE,
JiE (%521 HA)
170 H R EENAEFZRBIATOIRRIEDO KT 5.,
(8 1 2 HI# 200 mmlg £ CoO&IME (BHE) 22 L, ToEk&EMES Y —
TSI IN) TTABE L, #5210 BE»OHEE 22 BAE T, AFRZOEREE X
Y. COPD DNDELROBEZFEBL LT, #4521 A B Of+E1E 180/90 mmHg T
AT = HoT,
1) (%522 HE)

MLETE 200/100 mmHg TdHho7=, 7LraIlEy, FITFIVALENR= hL v
TN L DIEEM TN,

(#4525 AH)

IRBERF O M 1E 140/80 mmHg TH Y | [F HIZEIE L7z & S vz,
(%530 HH)

SRSRFSHRATICREE L, MERIEM T 132/77 mmlg TH o724, FE
T HCRIEMA 150/80 mmHg #8252 N o7z, B FrrsooF
TV ROEEERB LT,

RAZ<F =T IIABRFICKRIE S, BREZEOLE 37 HAICHERI
7o

PERE . o2, vEu 7T L8 kEBRE, v Xu 7 Th8 BIEFA koA TLUR
=375 Bl U VNN Nl e N - ¥ | B VAV NS X [ b 2y NNy & 1L 7/ I X | e o/ SRV
LRKF, U AR, AR D U A BigT b U U A=K, kT RY UL

11.1.3
EPNAME TIT FERRRBRIC BN T T T B AREE L Ll L TR R # = F = 7 BECAF BRIV E BEE o0 BIE X O J8 B
Gsm < WM 11 FRERIRERBRIC I W CHE R B EWEG P EREAMENRD DT 2 E DN HRE LT,

I HRERICDE B O BIVEH O R BB G IE, BN 111 FERRREROE 1 81 (77 AR ICB W TRAIRET
13.6% (3/22f) THY ., RAIFHGHNZIBNT12.1% (4/3361) TH o7z, FEEMELF FERB/E XMESME 111 FHER
PRI CRD HAL, ENTIHRE SRy, [ENAE 11T FEERFERIC I 2 47 BRI E BEE o Bil/E A 1%
TEROLEBY ThoT,

AT HERISE B O RIER « I RERIBAE, AR EREGED . RV LT BRI SE

G P ERMAE I B S BIVEA O FTRIL (EWHAEE 111 HHERRER)

EINES TIT ARG R ER HESN S 111 ARG R R
b I %1 . o el . e el e
ﬂ¢%ﬁ)ﬁ (75 & H K R) AFNEEH Y| 7T wR%R 2 R Y 3RBEDEE O
Pl 452 VAN 7R
HAGE AFTE 74,# ’ A AFTE 74,# ’ A
(N=22) (N-12) (N=33) (N=102) (N-18) (N=146)
I A BR e 9
s 3 (13.6) 0 4 (12.1) 6 (5.9) 0 7 (4.8)
B R ER kA i 0 0 1 (3.0) 4 (3.9) 0 5 (3.4)
I ER SR D 3 (13.6) 0 3 (9.1) 2 (2.0) 0 2 (1.4)
I BV AT P OER ek
o 0 0 0 1 (1.0) 0 1 (0.7)
L 7 i R BRI E
—— 0 0 0 1 (1.0) 0 1 (0.7)
%%@ﬂ¢%ﬁ9 0 0 0 1 (1.0) 0 1 (0.7
JiE
N (%)

a) 91 HIARKIRE 22 BI+55 1 177 B RBECF 1T LSBT L7= 11 41
b) C788-047 3Bk M (N C788-048 ER DHFEAHHT
c) C788-047 #BR, C788-048 FBA K (X C788-049 FBR CAHKIZ ¥ 5 LT-E
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FFHPERIBAEICRE T SEIER OB (EWNE 111 AHERRR)

PR | AR | 36 Bl | FRA HEF | BRE | BEE | B VNN
Wy | G2 TOH|TOH AL
v ¥
JEB 1 e | 60 | 150 mg I R ER Rk i 310 71 (95 EE T
£ | 1 H2MH
100 mg At H ER IS E 513 50 B [Eifi) A
1 H 2\
JEH 2 ek | 40 | 100 mg I HRERER D 29 64 79513 ik VAN A
£ | 1H2EH L
JE] 3 B | 60 | 150 mg U HRER R 128 14 (3 EEA UEa-4
£ | 1 H2MH
R 4 Bk | 80 | 150 mg I R ERER D 58 21 R B> T =
£ | 1H2EH
100 mg I HRERER D 141 29 R Ef ol
1 H 2\
a) FHRALITICH ERRERSAZEE HARZEMR MedDRA/J version 23.0) ZAWT=— NMEL7-,
b) HEETORABITHRBRA-—FRAY ~F =7 HIEHREG H+1 THE L=,
o) RifE TOHEIIRRE-RBE B+ TEHE L,
I ERIRAME I B T 5 B ES] O
S
BE 1 B 5 & HEENE LT BRI E
PRI | AR (G HLIE) s .
i | ap | B5mm i S OV
BPE | 8 MR E | 150mg 1 B | (BEBHLA)
30 % | Mk o BR| 1 RAZ~F=7100mg 1 H 2[5 % BiA,
T iE (#5-85 H A)
183 HH /MR 79, 600/ 1 L,
(o0 1L %8 92 (#5100 HH)
) TRIOZDRAZ~F=7% 150mg 1 H 1 FEGIZHEE L, MMk
8,500/ u Lo
(#5103 A B

38. A COFENFEELL ., THIN 2 BIRB LT-7= D ABE LTz, IMERAERS R
1. B ERE 580/ w L. AFMEERER 31/ u L. ARHEIEERE 50/ ul ThHoTo,
NR—=2F A OFARAERERIL, FHPERHIS, 080/ 1L, AFREERH 36/ 1 L,
IFHEFEEREL 90/ n L ThoTz, FIRRE CITRIEORBINITFED 57, A
A BZNNRTA—=HIIEFH ThoT-, IFlkE EIROBRREIIER TH-o
Too C-RUSMERAT 14.4 mg/L GEYEE <5 mg/L) Tholz, REZW
X BERTRHORY (B2 5L 7ALAM) (X 2 EHIM O &R 2 i Rk
WOMRETCHoTe, I NI HXALAFRITA - EXRZTUYF R D
L, BAbIALTO LA BEH VO LA A=K —)V TEFILRAT
AVRRT YNT T AFEADNAALFL I T —ICLVIBE LT, KAEERES
DRBNZ LV BFAE T =T HRE LT,

(#5106 HH)
150mg 1 A1 EOHBECHRAZ~F =T 2HHE L,
(#5108 A H)

BEE L, AFHEREL 5, 020/ w L, AFEEERE 53/ w L, AFHRFEERS 160/ w L O
R RERIC XL 0 A8 LMl S iz, BEUVIFERE L) oTz,

(#5114 A B)

100mg 1 H2EIZARAX~F =7 2 MWE L, RBRai L,

BEREE . XU R TFF =, BV DL, FLR=Y Yy, TAalE XU RBE, XY RFYUALT

¥ =

11.1. 4

MESNER T1T FRERARRIBRIC S W CRIMEA & L CEBZRMIR S0 b e 2 & Hshay 11T MERARBR Ok
ZBNT, KRB G E TE RWVEIYES @B ISR DN 2 E P DORE LT, BH ORI

53

5

ZomsL,

b

REVPBDONTIHET, UEROKREG 2 EOMEYIRLEZITS Z &,
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KR B O R A EI S T ARBEHERRER CIATR0 DL dvo o, [EIAME 1T HIRGIRAIRIC 351 5 Rie
HOREMIITERDOLEBY THoT,

SORYIEBBEORIER : i, MER. 1> 7 AT PRI, DD > D0, &4 L ABIRi% .
RERSTEALCEE, RIS, TAOEML. MUATAZ. MBS, KOHER, BOUE, SRR, EAGERY

JRGLE I BE Y 2 BIWER OFBRIL (FPAE 11T FEERRRBR)

=I5 11T ARG PR BR HESM S 11T AR BE AR R5R
et Es AN
@%§§§$% I R R a ot T T Rt
" AFITE AR 5 AH KERE | 7T RREE AH
(N=22) (N=12) (N=33) (N=102) (N=48) (N=146)
J YR B 5 0 0 0 4 (3.9) 0 12 (8.2)
JitiZ¢ 0 0 0 1 (1.0) 0 2 (1.4)
AHTA PR 0 0 0 1 (1.0) 0 1 (0.7)
A VT NE PR 0 0 0 1 (1.0) 0 1 (0.7
QfgEh v ZoE 0 0 0 1 (1.0) 0 1 (.7
7 A L AR 28 0 0 0 0 0 1 (.7
T REPEALBE 0 0 0 0 0 1 .7
HRIE S 0 0 0 0 0 1 (0.7)
T ROE R 0 0 0 0 0 1 (0.7
FAIHGE S 0 0 0 0 0 1 (0.7)
LI % G 0 0 0 0 0 1 0.7
SN AS 0 0 0 0 0 1 (0.7
R IILAE 0 0 0 0 0 1 (0.7)
Wk 0 0 0 0 0 1 (0.7)
RGBT 0 0 0 0 0 1 (0.7)
TS 7R e B 5 0 0 0 1 (1.0) 0 4 (2.7)
JitiZ¢ 0 0 0 1 (1.0) 0 1 (0.7)
R AL BE 0 0 0 0 0 1 0.7
HIMAE 0 0 0 0 0 1 (0.7
Wk 0 0 0 0 0 1 (0.7)
| RGE R 0 0 0 0 0 1 (0.7)
N (%)
a) 1 HIAHKIRE 22 1+ 25 1 1~ R ARBECH 1T INCRAT L7 11 1
b) C788-047 #kH M UF C788-048 7B DHEAAEAT
c) C788-047 3Bk, (788-048 R K (X C788-049 FBR CAA 45 L= ¥
BYYEICEET 2 EEEMOME
HESME B
e | Ah & Jiti &
PERI |l ER (G BLRE) . .
b | (BbE) | #5mR R N OALE
e | 1B | 100mg 1 H | (B5-B4A)
40 X | s MREA | 2 [\ RAZ~<F=7100mg 1 H 2 [E#5 % BALA,
JiE (%523 HE)
23 H M iR DT DABE LTz, ABZRT OB KBEREIC, BE ITBUR, HHR. H1E
(& &= REOWEFE O BN e OB f e 2 3F 2 72, BEO, TRH L OV TFRIOFF 2
n, i) W7oz, FHEORER, M/ 16,000/ w L, BifEkE 13,000/ 1L,

HY A 3.3 nmol/L, IMFJRFEZEFE BUN) 5 mg/dL, 7 LT F =2 0.5
mg/dL, FLEZ 5.5 mmol/L, FAFRAIFIAE 95% (BNZKWARF) ., ME 113/73
mmHg, FEE AT 16, WRHA%K 80, {AJE 38.3°CTH V. ELFIEIL 40.0°CTH >
7o BUIRMLIE A 1T PO, 23 51,4 TH W IKEEFIEZ /R LTz, OB X B Cr,
Jiti K ST IR E AR YL 2 e L TN D ATRERE D & 5 H R O BER R4~ 0
T AR ERD, ERAIZ AW E CT Tk, MiZiE, Ml OEA
PO BER VIR K OV P AR A RO 7=, SR ORE R T, M)
B¥OE 18,000/ p L, EMERELE 11,400/ p L I2%#E LTz, S L K=Y,
ToARITA T ARRXRAKRONav A, VAL VIRE L,
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BE 1 A& Jiti g

PERI] | FHERA (G HLIE) . .

G | apE) | Bomm i S OV
(#5524 A H) BYYEHEMEOBRICLY, WRMFEEMEMZE, BEiTORR
(CBEE L 7= al et 0 B B H P i U IEE R & S HERR ST, (RIRIT
37.9CTH-oT=,
(526 AH)
IR 38.6°CTH Y, FEARMRATFERIZILES 1. 90 mmol /L, FLEAMI/K FEESR
393 Units/L (). kY ™~ A 137.0 mmol/L, CO, 27.0 mmol/L. BUN
5.0mg/dL R 7 L7 F =2 0.5 mg/dL TH-o 7=,
(%528 HH)
BEOPUEWENTR Liphro Ttz ARz hifT Lz, £ TFEOLERT
ITOVEAMERfEEEZ R L, IS A TIIER E =2 —F VAT R TH L
TREETH 72, £ FEOARIE, MBI, Ml bR, M
JaBE D AR e ONIERE BB RO ME B R ARIC & 2 AR S o B /. % 38
D ONE AR E 28 U, IBEICEYTRrE, B, A CRERE K
O/ SUTTEMEWE OW N K 5 RN E 2 bz, M X #Tid, &
DFTRLE LD 72 R 2 s Lz,
(%531 HH)
JaoB X BROFER, WRANCKIE O 4 T R AR B & £E b e W e
Fa—T RO,
(%534 HH)
BB X BROFER, WHET = — T BREM% O/ S 7 AR B8 K OVl {1 o Jii
R ERD T, ERIHEE | TR RIE 2 7R 7,
(#4536 AHH)
M L, Bl Lz,

PEHZE : sV BEE—8k, IV DA L R=Y
11.1.5

EIPNANE TIT MERRERERIC W CF T B ARRE & Ll U CR R ¥ ~ F = 7 PR ERIE O RIE R 0 R HEI G
D <, WAV T MERRRBRICB W TEER F 7 VAT I =B EABRO LN LR E LT,
FHHERERE = B O RITER O BB & 13, EWNS 11T AHERRBROS 1T 8 (77 AR (2B TAARET
27.3% (6/22 ff]) TH Y. AAIBGHITINT 30.3% (10/33 ) Th o7z, BEEZRATHERERE BN 11T FAER
RABR TR v, EWNTIEHE S THRY, ERSVE TIT MERRRERIC BT 2 FRREREREORIEMIZ T

HDOLBY THoT,

KATRRREFEEPE ORIEM - T REMA LR, 77 =07/ b7 2727 =88, 7TARTFUWmT

S NT AT =T —BHIN, APEERE . M e v e, IFRESR B TR R R A B

JE, AT IS —E LR

mEmE UL E L

JPERERE I BE 3 S RITER O RBLRIL (EIPAE TTT ARERRABR)

ENE 11T ARG R ER AV 11T ARG PR R
H%%%iﬁf%% (f?i%ﬁ%%) KFNEEEH D | 7T 2R 2 E5R Y 3 Bk ¢
" AHIEE 77w AR AFH AHIE | 7T R A
(N=22) (N=12) (N=33) (N=102) (N=48) (N=146)
RS RE R SR A 6 (27.3) 0 10 (30.3) | 12 (11.8) 0 21 (14.4)
SR REmR A 5 1 (4.5) 0 3 09.1) 0 0 0
:Z;:;%£F7/x 1 (4.5) 0 2 6.1) | 10 (9.8) 0 13 (8.9)
TANRTEUEET I/ b
52T e 5 H 1 (4.5) 0 2 (6.1) 7 (6.9) 0 8 (5.5)
FERSRE 2L 5 2 (9.1) 0 2 (6.1) 0 0 0
M e Y L e s 0 1 (3.0) 2 (2.0) 0 3 (2.1)
iR E5 1 (4.5) 0 1 (3.0) 0 0 3 (2.1)
SRS RERR A S 1 (4.5) 0 1 (3.0) 1 (1.0) 0 2 (1.4)
EEVILE VMSE 0 0 0 0 1 (0.7
FFoAT I F—F L5 0 0 0 0 1 (0.7)
TR 72 T RE R B di g 0 0 0 0 1 0.7
KT AT IS —F¥ EH 0 0 0 0 1 (.7
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N (%)

a) B 1 HIAKRE 22 B4+-55 1 $17° 7 B ARRECHE 11 #ICRAT LI BE

b) C788-047 XMk fz TR C788-048 ER DFE AT

c) C788-047 #BR, C788-048 FBA K (X C788-049 FBR CAKIZ ¥ 5 LT-HE

JHREEE I BIE T SRIERO—. (EAE 111 MHERKRAR)

PRI | | & BLRE | Fg4 0 ¥HFE | iR | EBEE | &R NG N0
| B TOH|TOHA AL
B B
ER] 1 Bk | 70 | 100 mg R RE 2L 5 29 22 L35 Ef T =
f | 1 H2[H
100 mg FERgRE L 5 99 43 (33 Ef Wk
1 H2[HE
, Mk | 60 | 100 mg FFFSRERR A S 246 43 L7958 Ef AN A
ik £ | 1 H2[H L
JER] 3 M | 60 | 100 mg FFFSRERR A S A 43 337 L7958 Ef AN
£ | 1H2[H L
JER 4 M | 50 | 100 mg JFine B 43 — AR | RR ok
£ | 1H2[MH
JEH 5 Mk | 50 | 150 mg FFSRERR A S 71 29 B Ef T =
£ | 1 H2[H
JER 6 M | 60 | 150 mg TANTXWET | 57 239 29513 B AN
£ [1H2E | I/ 7T ATx L
5 —EHIN
150 mg TI=2T ) k|57 239 59513 EK-) AN
120 | FvRAT7=2T7—F L
40
JERF 7 M | 70 | 150 mg JFrgREfM A E5- | 43 — L7958 REME | BE
£ | 1H2[H
JEH 8 B | 30 | 150 mg MEryre 8 |85 - (95 FREL | DA R
£ | 1B 2@ | M L
SEB 9 Mt | 40 | 100 mg TI7=T |29 61 R [EEA A
KR |1H2E | A7 =T —E
AN
100 mg TANRTEXWET | 29 61 R Ef ol
1H2@RH | I/ T AT
S —P N
100 mg TI=vT I b | 145 — L3158 FNEI) AN A
1H2F | 9vAT7=2T7—F L
AN
100 mg T ARG EUEET | 145 — L3158 FNEI) AN
1H2FH | I/ M7 AT L
S —P N
fEF 10 | B | 50 | 150 mg Bz -5 170 169 79513 [EifiS AN AN
f | 1 H2[H L

a) FHRALIT ICH EHEREHKNHEESE B AZEM MedDRA/J version 23.0) ZHAWTa— FkL7z,
b) FHFE TOHKITIRBEHA-FRAZ v F =T YEEEH+ TEHE L,
c) fRIFE TOHEITERR A -FE A+ THEA L,

B REREE | B § 2 EEER OBIE

351
e LT 5o A7 TP IR

VAT | GEAEEE | () P

i | (appE) | RS iR OULE

TbE | PEETE | 100ms 1 1 | RG]

508 | /s | 2 RA S~ F =7 100mg 1 B 2 [ % Bk, A 2 BRI
JiE WAACAE - ALT 9 TU/L, AST 12 TU/L. ALP 51 TU/L
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29 A THEHERARBRICCTHRAZF =T 2 HE LR (&S5 127 HE), %
RBRAR+5Tholoiod, ki 538 (C788-049 #ER) ITBITL., FF
ER{LCHRAZ~<F =7 100mg 1 H 2 [BI#5 % BHEA,

(%529 HA)

ALT 990. 5 TU/L. AST 556.4 TU/L & ULN (FEHESEDH EBR) o 10 5% 2.

IFREOMERMENRH D2, ABRLESE2FIE L, EOMOEKRRAE
I%. LDH 646 IU/L, ¥ UL E L 11.86 pmol/L. vy-GIP 62 IU/L Th -
Too MEEREEFRMRATIL, EFRFTAARI N, HFBITERL TR LT,

Y—Th v, REMEHRZE, FENGEIRE R OMIRLE 35RO bhd, =a—
EMEEEITIER Tho Tz,

(#4532 HA)

vy =GTP (X 78 TU/LIZ E5F L. 1TP ORFRRIZ BT 2 IRAIFHR M i
R LBhrani,

(#4534 HA)

BEIFIAT oA REWHH L. AST 44.6 1U/L R OVALT 256.1 IU/L Tz
L7,

(541 B A)

FRIRADIC R & 72 2 BRARARTRITFR O DT AFGIIEIE L7z &oHlEr
Ei7-, ALT 52.1 IU/L. AST 14.5 IU/L. ALP 69.4 IU/L, AU LB

13.09 pmol/L. LDH 230 IU/L. y-GTP 57.8 IU/L Th V. BEDREEIX

(F7 1)

22 LT,
(2) ZDHDEIER
11.2 Z0tDEI1ER
10%LL I 5~ 10% A5 5%Aii
R FEME D F
W s T (31.3%) . HE.L ik
] 55
ER AR AT 9 ifn BR s
F D Mg, 9 F
(i)
EIPALE 11T FRERARRER TR0 b 7= BIEH OFBLR IS S X 3% E LT,
SEHBIBIERRBEE & (ENIE 111 HHEERARR)
EPNS 11T AR R ER @ WESMEE 111 AR ERPREAER
S*F ST B B 33 fi) 146 13
RIVE R BB 24 {1 96 {4
B EAFEBLE & 72. 7% 65. 8%

a) [EIPNES TTT HHERARGARR : R788-1301 RUBRICH VT, 25 T (77 B AR IY) OAHAIRE 22 B+ 77 B AkET
5 T BICRAT L7 11 A1

b) MESNEE T1T AREGRRAABR « 77 B R kHEERER (C788-047 3kBR, C788-048 3ER) K UMkisitk b3kl (C788-049 34
B CAHE G LTCER 146 Bl

64

- ; EWNES [ILAH | Eshss 111 4 = ; EWNE 1T 4H | ##shEs 1114
RIIEMORE | i Bk AR ORI Bk ik
BiE %) BEk (%) BilEk (%) BiE %)
B R 11 (33.3) 58 (39.7) TR 0 4 (2.7
T 10 (30.3) 46 (31.5) N R 0 3 (2.1)
TN 1 (3.0) 18 (12.3) HIER R 0 3 (2.1)
& BB A PR 1 3.0 1 (0.7 Mt - 0 3(2.1)
1 28 P M o 1 (3.0) 0 BLW 0 1 (0.7)
A% 1 (3.0) 0 PE(E [EIE 0 L 0.7
N9 0 5 (3.4) hn
(AL 0 5 (3.4) A% L 0.7
- REERE 0 4 (2.7) B E 1 (0.7)




= , EINE IR | ¥5h5E T11 AH

RIFFRORE | o Bk A
W% %) B ()

ER=SERU

PEE 0 1 (0.7)

I 0 1 (.7)

% 0 1 (0.7)

BESERL 0 1 .7

Rl 0 1 (.7)

LvyFr s 0 1 (0.7)

i R AR AT 12 (36.4) 30 (20.5)

Hp 5 (9.1) 2 (1.4)

=

TI=T

2RIV

AT T 2 (6.1) 13 (8.9)

B HN

T ARG X

VT

A4 2 (6.1) 8 (5.5)

7 ”_"ti'%

Yl

1fE _F5H 2 (6.1) 5 (3.4)

TR L& 1 (3.0) 3 (2.1)

gﬁﬁﬁﬁ 1 (3.0 2 (1.4)

gﬁgﬁﬁ 3 (9.1) 0

iﬂgj‘%’“m 1 (3.0) 0

Emﬁﬁﬁ 1 (3.0 0

gig%” 1 (3.0) 3 (2.1)

1 A L ER A

IK AT 0 2 (1.4)

n

1.7 v i

YRRAT 7 0 1 (0.7)

A — N

LA 0 1 0.7)

EH

ﬁ¢mﬁﬁ 0 L ©.7)

=

i/ N

p 0 1 (0.7)

NV

IF—F Lk 0 1 (0.7)

=

REWD 0 1 .7

18 fE s 9 (27.3) 23 (15.8)

5 I 9 (27.3) 21 (14.4)

a hbr—

AAREB DI 0 1 (0.7)

e

EifE 7 Y

oy 0 1 (0.7)
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R O F I

EWNE 111 48

s 111 A1

D b i PR BBk HR R SR
B (%) B (%)
AR R P 0 18 (12.3)
ﬁ%ﬁwi 0 9 (6.2)
SR 0 7 (4.8)
R 0 3(2.1)
W 0 1 0.7
R IROE 0 1 (0.7)
HEHR 0 1 (0.7)
AR R 0 1 0.7
Eé%ﬁ%rﬁ 0 1 (.7
— - B
FERLOBE 1 (3.0) 15 (10.3)
B DIRRE
KA MR 1 (3.0) 1 (.7
97 0 6 (4.1)
JiobL 0 5 (3.4)
GE S 0 2 (1.4)
FEEL 0 2 (1.4)
PR 0 1 0.7
i;ég% 0 1.7
L2 0 1 0.7
RIS MEAR 0 1 0.7
IR, D
F L OV 0 14 (9. 6)
£ 0 5 (3.4)
ik 0 3 (2.1)
I R B 0 3(2.1)
WA nf iz, A 0 2 (1.4)
Sl 0 2 (1.4)
FEfEE 0 1 (0.7)
;Q@@w 0 1 (0.7)
[N zEShd 0 1 (.7
iﬁgég& 1 (3.0) 13 (8.9)
E35 1 (3.0) 0
95 0 6 (4.1)
SO i 0 3(2.1)
EEEM 0 2 (1.4)
% O PEIE 0 2 (1.4)
=B v:iklehd 0 1 0.7
JHEE 0 1 0.7
iRV 5) 0 1 (.7
B2 L5 0 1 (0.7
HLBE 0 1 0.7
JINRlis 0 1 0.7
;ﬁﬁﬁ@ 0 1 (0.7)




a

b

RIE A O FEXE

ENE 111 48

A 111 A

SIS fi IR 5Bk IG5 PR R
B (%) Bl (%)

ﬁi’g@%ﬁ 0 1.7

//\

F &R 0 1 (.7)

MEE LY

oS 2 (6.1) 11 (7.5)

\ﬂqﬂﬂzﬁz/} 1 (3.0) 5 (3.4)

JiE

i BRE

i 1 (3.0) 1 0.7

IR kA

o 1 (3.0) 0

I NREE AN

i 0 2 (1.4)

2. 0 1 (0.7)

AR

i 0 1 (0.7)

B A7

BRI 0 1 (0.7)

5 o BRHEn

i 0 1 .7

JERYYER L O

o g 0 11 (7.5)

fitid& 0 2 (1.4)

A L AP

i % 0 1 .7

HEE R 0 1 .7

R AT BE 0 1 0.7)

HRE 0 1 (.7)

T ROE Y 0 1 .7

AR 0 1 .7

(mliy N

e 0 1 .7

QUL £ 0 1 (0.7)

KB 0 1 (.7)

FiC 0 1 (0.7)

AEt% 0 1 .7

GBI 0 1 (.7)

e R &

OV B R P 0 11 (7.5)

RA i 3 (2.1)

A5 P9 3 (2.1)

RAEER 2 (1.4)

~

g

BIWERIZ, RAZ~F =7 L ORRERICOWT, EWNERRER T 1A, MERRBRTIX [z b < B

R O F I

EWNE 111 48

s 111 A1

D b 5 R AR W R R
Bl (%) B (%)

75 AT 0 2 (1.4)
?’frﬁ@%*ﬁ 0 L 0.7
K

W ER I 0 1 (0.7
HIET 0 1 (.7
FhpEE 0 4 (2.7)
AHRAE 0 2 (1.4
5 oKy 0 1 (.7
BEHEEZD

o 0 1 (.7
Hﬁfimi% 0 3 (2.1)
=S

REE7 A RS 5]

P 0 1 (0.7
T 0 1 (0.7)
E@ﬂ%&)i 0 1 (0.7
R fE 0 3 (2.1)
A g ¢ 0 1 (0.7)
IRJR 0 1 (0.7
IS M 2 ek 0 1 (0.7)
T X O
e 1 (3.0) 3 (2.1)
B7 L7

g 1 (3.0) 0
1K A e 1 (3.0) 0
B 0 2 (1.4)
I 0 1 (.7
Y s 0 2 (1.4)
TNF=E N B 0 1 (0.7)
R 0 1 (0.7)
JHFREE R B 5 2 (6.1) 1 (0.7
e B 2 (6.1) 0
Hryar

g 0 1 (0.7)
B, FER

L OLEASGF 0 1 (0.7)
JiE

b 0 1 (0.7)
S &L OR 0 1 ©.7)
=

9 if Bk R 0 1 (0.7

b X Tl 20 LR AR EE S EER & HE LA EES, # L < 13RS R
REEFREER LT,
HLAT ICH EFRE R HIFESE HAGEIR (MedDRA/J) ZWTHIR L7z (EINES 11 FRERIREER © Ver. 23. 0,
WESNE T1T ARERIRAER « Ver. 18.1)
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9. EEERBRERBRICRITTHE
12 RERBREHKBRICRITTZE
AANE UGTIAL ZET D b, ARORGIZEIVRE ) VECROIEE (HER) v Vrero BaR
HEHOLENAHZERB D, [7.1, 7.5, 8.5, 11.1.5, 16.7.6 ZH]
(fiF7)
Kﬁi%ﬂM%@i?éT*@ﬁ%ékb\%EU»EV&U#@A(ﬁ%)EU»EV@L%ﬁ%@TLﬁ?
RERHDZ bR EL (VI 1. 4) '&F - JPHEKOEE) VL 6. U OHEBM),
10. BEEE
BEIN TV
M. BRALDOZFE
14 ERELDEE
14.1 EFFEBOEE
PTP o — RO ELY B L —EEFRAIT 2 2 L idalkiT 5 2 &, [20. ZFR]
14.2 RRIRFEFEDOEE
PTP AIEEDHANL PTP > — b OBV H LU CTIRAT A2 L 58T 52 L, PTP > — b K V. BHWELA
ERNEEREEAHIA LU, BIZIZ R EE D L CHERBIAR SO EEREIHEZ R T LR H D,
(i)
14.1
AFNIIRIC L 0 IEHPEICEELZ RIEFT L ND DD, FE L, TV IWBHEEIL PTP 3 — b OIRHE THRAF
L. PTP o — B EWHLT— @m%ﬁTé_&iﬁié_& (IX. 4. B\ EOEE] OESMHR)
14.2
PTP @2 OFEFN B OEFEFIHTH H, [PTP ORI RIZ OV T (CFERR 8 4F 3 H 27 H A H 3EIEEH 240 5)
KOV TPTP ORI RIZHOWT (ET) ) (PR 8 44 A 18 B BFHEFREE 304 &) I[THEWVERE LT,
PREOER L LT, AHOZOIETTRA., 2542 LARSRMAR Y., RAOBOEZEMbICHE T bzl &
HRERT By —ANEZMESNTWS, F7=, PIP > — FOBEMKIC L W BEZILEOIEFICEERS ﬁfﬁ%z
T D7 —ARHFEZINTND
12. ZOMDEE
(1) ERERFERIZEDCER
“*éﬂfn&m
(2) FERGRREAERICE D < 1HHR
BRE I TN
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1. FEIEHER

M

AR

JERGRIRERBRICEAY S IER

VI SAEEICBIS 2 THE ) OHEM

(2)

L e EREHER

R406 IR Z ANz a T Ny T U =B E LT, TRRSR, DA R R O R ~ O 2 7 il 2 & &

HiZ,

MW IKERAB (in vitro, T v b, YI)

RAR~F =7 R TRA06 DIMLE~DEEIZONT, B in vitro RN in vivo ikBr% FHi L7z *7,

e, % F
RO g e | KR /3@(;5/ ke) R
(f%0) i
AR T8 - AHISDT v K R406 NI VEEHE | - 50mg/kg : BRE O TR RIMBI OMEDH v (Bl K
MR | BN T A | HEe PT/RE 0, 5, 15, 50 (H[A]| )&, BERS, BEETDLZOEHEONOIKRT, FH),
— & (Irwin RO « NOEL : 15 mg/kg
ES)
MR | R K SD 7 v b R406 N OVEEHE ¢ | - FEREC L OV [BIHAREICE S L,
1 a5 | ik 8 PU/RE 0. 5. 15, 50 (Hi[A]| « NOEL : 50 mg/kg
Ro&s)
O 1 % |hERG T v % | hERG FE 5L R406 : 2 umol/L hERG B IC 8 L,
% JV KT HEK293 #Hfia
(in vitro) (n=4)
DIE RS | =7 AP |RA06 X VERYE @ | « 50mg/kg : DA OF E 2B (p<0.05 : Dunnett’ s
T A=K~ | HE4DE/BE 0, 5. 15, 50 (H[E]| test). ILED EHfEHA,
DR o) « NOEL : 15 mg/kg
(L Ak
U—ik )
B T)
L fL 48 R 2% |SD T v B RAZSF =T - WG BIRAE L 7- b R406 #2 P8 K O£ oD 5.,
F A — K ~ | 5~6 PL/Ff |10, 30, 100 + 100 mg/kg : LA OWBAMEM, QA FEFE& O PR RFEOIE
Di (HEER O &5) .
(7L ABISDF vk RAZ~F =T © 28.5 mg/kg 1 EBEROBRGEHHICEKF L2 ME L
U—iE 5 | lE6~8 PL/FE |0, 8.5, 30 (1 A2 5,
FET) ] 28 HEIRERED | - 30 mg/ke : QA RIFR2S %51 H HICHER L7228, 14 HH %
5. KO 4 H A T A
) T RTCONRT A—F3KRE% 4 H B £ TIZEIE,
SD 7 v h RAXF =T ; c IR A X = F = T HME 5 X0 B E D E5-,
T 4 PU/RE 100 (HA[alkR b s =72V 10mg/kg. A7 M7 VUL 30 mg/kg XIXT T
5) / 1—/)V 15 mg/kg & OPFAIC LV ifJE _EF 230,
SDZ v k KA ~F =7 : c WA F =T HMB I LD ME R RO QA RO
k6 T/ 100 (HEIFE O£ FARIX =7 = U 10 mg/kg PEAIZ & 0 il
5) =7 VB IIRA06 D B — 7 EIHGRRIE IR L,
A FH S |SD T v b R406 : 0, 1, 3, 10 | * =3 mg/kg : MJE LF, MEERD . KEEEHIRO &K
ERW | T A—HF~ |HEA~BDL/BE | (RE5RRE1.5 XX Hhn., fkEEIc X % 52l
Bk DHE 2.0 mL/kg) s BEAREE A X B DIE TR (dP/dte) O _EH (LR
(R T) (WA RN B S %Fm&ﬁﬁ%ﬁbﬂ%ﬁm%%%&&utﬁ%ﬁ%
D o
SD 7 vk R406 : 0. 3. 5 (¥ | + 3 mg/kg : MFEERD
4t 8 VC/B¥ HERE + 5 mg/kg : Ifi)JF B35 dP/dtu B
1.0 mL/kg)
(HEFFIRN S
MEMEE~D |7 v~ MFHIK|R406 : kK1 1 o AT A E R R R K OB E T 72 L
AR i Ik (n=4 ~ |mol/L
(in vitro) |6)
b bR HEPT|RA06 : Fg K1 M BRRRIC KT D BRI L,
PR (NA) mol/L < 046619 (hmrRXH A2 ZREEHER) FHIM o
B S & RS
g~ | Z ~ & @ |R406 : 10, 30, MR, k. DUGNE Ik B B L,
-2 Ll (n=6) 100, 300 nmol/L
(in vitro)
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BE R BEEY (ng/kg)

AR O W, HEfRAR sy e At R
(D) IR
mENERE |SDZ > |k R406 : 0, 4.5 o AR R ORI A 5 L7228, A N AR REICIE

RE~ORE | 1E5~6 IL/BF | CHEIFEAIRNES) BRI 2 RIF S0 2 L R,
URREE )

WK~ | & M/ | R406 : xR 1 u - VEGF B384 D NO Ak % FHE,
W W M g |mol/L « VEGF #5381 Erk1/2, eNOS, AKT @V »fgfb % fH%E,

(in vitro) (NA)

D) FRCRHBOZRWERITREARS & L, #lkNEEGO () NIEREGAER (l/ke) Z/Rd, in vitro ORPEITFIH L 7@

DO

@)
1)

2)

3)

4)

5)

6)

7

T DD FEIEHER

M/ MRIEHARIC T A1ER (in vitro)

R406 (X2 7 — 7 N L B I/IMEOIEMHALIZ R L CIRWLEERZ R LIS, 77 /v v 5~V (ADP) %4
U2 /MR OIE LI ER 2R & 2o 12 %),

HREIC T 21/EH (dn vitro)
R406 [4FHhER WA, BMEKIC XM CRBE) OREM. Ml (RIBE) <X 2Bkt S—2 RO
PERDBETENE GEAT RUKREOMRREEZFIZEL L72) ICHONREEEEX o2 &b, BIRGEITK
THEBI NS EEZ LR,

SR, SR A A F v RV RPN T v AR—=F =2k B1EH (in vitro)

KM, SRR, AV TF v XNV E PR T VAR —F —%E&Te 140 FEEHO Y TEERICKE LT, R406 1d LB )53
RER O R EZ R LTz, RABIXT T ) Vv MZRIR, 7T )V b TV AR—F—FNE /)T IV M T VAR

— X —IZH LT H0%LA EOREREZ R L, 77/ v A BRI T 5 10 H i b IRE Cdh o 72 (80.6 nmol/L),
[RIARIC, R406 I 211 FEIHO S THERID 5 6, 17 FJEIZK LT 50%L EOFERZ R L, Z0O2HT7 T /v A%

FIRICKIT 2 IC Ml 18 nmol /L Thote, Flo, 7T/ Vv MZRIE, 7T /3 b TV AR—Z—KE

TV T UAR—Z—OEE Ki) ffix, 2 17, 630 KT 1630 nmol/L TH-o7= ¥,

KX —BIlZkT2EH (in vitro)

388 FIHD X —B Tkt 5 RA06 DR A B G A BAPERER TR L 72, R406 @ 10 umol/L 1 197 FEFHIZX L
T 80%LA LR 2R L. PHREEESR (Kd) 725 1 pmol/L BATFIX 192 M Th o7, Syk & M%LL EICIK
WKAdfEZRL7=DIF 16 fFETH - 7=,

139 FEEE DO FF— B 2% 3 5 R406 ORHLEMER Z B MESR S /e 77 /v =0 Ui (ATP) &RV CREt L7,
R406 1% 120 FEAEIC T L CRRAETRME AR L. 1Cs fEIE 3~3490 nmol/L T 7=, Syk & [RZELLEITRVY ICs %R
L7=DiT 24 FETH o725,

KT TA X FT—BICKT BVEM (in vitro)

ATP 2 10 pmol/LICHT 5 95 DK 7 a T A ¥ —BI2k4 5 R406 (0.3, 1 K& 3 pmol/L) DBRETEM:
ZEEM L7=, R406 0.3, 1 L ON3 umol/L %, TNZFh 28, 54 K166 FIHDO T 1T A v % F—BDiFME 50%
PLEME U=, F72. R406 13X Syk (2% L CAEALET v A LHIET v 4 TRISOMEERAZ R LTz, —F5 T,
Lyn 7 —+¥ (Lyn). Aurora X O\7 /)L h o WFo o o —¥ Btk) TIIEFET v A LB L T, M7~
A CHEFRAMET L,

VEGF Z K 2 123 21EH (in vitro)
B A A e S M E T (ELISA) 12XV R406 0 VEGF S2 5544 2 &Mt 2B 23l L7z, (LT v A 12
BIF B ICsfEIE 43 nmol/L, HUVEC % A2 T v B A 128 1F B ECso 1L 333 nmol /L TdH -7z %,

Ret \Zx}321EH (in vitro)

HOLRIEIEIZ LY R406 D Ret D FF—BIGHEIC KT S EHAZFHN L7z, $£7=. SK-N-SH Mifaiz 7'V 7 MRk >k
PR 7 (GDNF) ZWSINIED Ret @ % —BIEM K OV TT Mifia CIEFAIZIEME(L LT 5 Ret O ¥ —B &
WX % R406 DIEfZ U =R Z 7 my h TRl Lic, £O/ER. RA06 (X Ret D ¥ F—BIGHEEZTRIJICHHE L
WIARIIEIZR T D [CofEiX 5 nmol /L, VT AX T 1y MIEBIT S ECoEIX W OMifE D 80 nmol /L ThH 7=

38)
o
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8)

9)

(M

(2)

IR fBEREIC XT3 D 1/EH (w0 R)

R406 O Ik MAKEE~ DB A IEH ~ 7 A THREF L7z, R406 13 0~100 mg/ke o F EHPHIZ IV CH MR 2 8% 5
ZIRM o T, —J5 T MR EE I BEFN R BEINARD bz (100 ng/kg 5RO MEHRE  # 25 4
mol/L), LAEZND . R406 1F, BWIMSEFIEEICH VT IIMBEREICH L TR R B 2 2 L AVRIR S e 3,

AR DTS O MR RIS DB/ (T > 1)

7 v METMIRA S < F =7 % 0~100 mg/kg HEIREAHG L, AR O M EFRIZ3 3 5 847
fliLiz, AAZ~F =70 100 mg/kg HilERE QB GV T, MARTER 2 AR L 7 SHEN RO M 2 A 2 S
Ve, DRI F =T BMRBRERIEEL SRR, 7TEFAY Y FARBREGAT 2 Z L ThhERITD
T LT, RRAZ~F =71 K 5 MR OIERITFRO bhvieinoTz ™,

B
HEkE5 SR

AMEEFMAE B L LSRRI EMET T, RI06 X VIRIEE -~ 7 R/ NE BRI ERBR ORGSR D |
SVERME AR L=, 400 mg/kg TIFEAMER LY 1/6 BNCIET R HT=25, 200 mg/kg TIEXABEMENHERR

ni v,
e | BEE Gk ! LA (ne/ke) HHR O
ICR = & R406 X LIRHE 400 : PEIR K ONEENCHH (1 I H&54%), L8 | B . 400
HERES 3 0. 200, 400 KOS ROBAIR (2 RIBEBE4%), #E1FIE 2 [\ | HE . >400
B 505 & gl 2m L, BHICE
T

200 : JEENLFH, REIR (5B PCEE),
a) 200 mg/kg IXH[ERE OG- & L, 0 H V400 mg/kg 1EZNFh % 3 REERRC2 Bk n&L L=,

REREESMHHR

~ U A 13 WEKERERR (FAZ~F=7), T b 4~26 BHEKERSGRBR (KhRAZ~F=7, FAX~<F
=T N7 AT RA06 NI VERH) ROV 4~39 BRI ER SR (KA ¥ ~F =7 XL R106 XL
W) #ELE, Zh5ORBRTIZ, U o SEMR K OIFEEE~ — 7 — O BB Sy, KRB O
EEEAHER SN TS O, (VL 6. (7) /K% OEEBM)

4]]5351 R=N
DR | BEHEE | BERY TR

e | oo (me/ke/ ) EAFTRL (ng/ke)
BB | ORGEME | e/ B | SR P merke

ICR~v7 A 13 A RAZSF =T 100 - 300 : KARE K OWaE B REIR 0w, Moo
HERE 15 0. 10, 30, 100, (HfERtE) U L ER O
300 [4. 23]
SD 7 v b 28 H W K& | R406 N /LERME - 10 « 230 : BMERE Y VRO fE., R UART
HERER- 10 W14 A |0, 10, 30, 100 () IF—BOEME, KERE KOG E #6001 i
Ef [0. 55] s B DA
- EHEEER © W oORT RIZ S B U EEE
MR BTz,
SD 7 v b 28 HEI K | ARxZ~F=7 10 + 100 : FEC I3 Y)HE BER
MRS 10 W14 BRE | s i (HfERE) <100 (k) 1% 100/50 (M) : (KEK OMEEHED
EK) 0, 2.5, 10, 30, (0. 82] Al JREFES O, REREBROCE TR
100 (#F) % w.OE RO K OVRAE
100/50 () © + =230 : {HiMER, FRMMER, ~EZ vy ~< b

70w ROV oSERORAE, i/ MR O S,
hZ VAT I =B OEE, KERE R OIS E
i o> 38 M 48 B AR T, ML K OV i o> 22
fg. Mild~2 a7 7 — O

- [EERER - 100 (BE) XiZ 100/50 () OIREK
OE RO Z bR, [ X IZEHEE R 2358
LoYSY g Wieit
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©))

(4)

T B

B TE 5 K w58 -
Wt R | ORI | (ne/ke/F) Eﬁfﬁﬁi EZRPIR (ne/ke)
SDZ v K 28 A} | RARZ~SF =T ¢ 17 < 60 : —fRIREEFT R (LB K OHPE) | AREERD
HEER- 10 W 14 AR |0, 5, 17, 60 (MHETE) HEER O, AMmEk, Rk, ~Er/mEr
B8 [1.45] EUOAN< b7 Uy b OKfE, /MR EfE, b
FUAT I —EOEIME, KEETEORE R
B RBRE K OV Er-B i 0> 38 MM R B DA
-
- [EHEEER : 60 O—IRIEFT R AR, [BIE X
[RIEAE 2SR BT,
SDF vk 13 X 26 | RAZ~F =7 : 17 - 60 —fIREETESL
MERERS 10 WK 4 |0, 5, 17, (WHETE) - 60/40 (FE) Ui 60/30 (M) : (REOIEME. [
T Rl 60/40 (#k) i [1.85] MERK VY L REROKAE, /MO FEE, N7
60/30 () & VAT IF—EBOEE, KEFFEOKEH., K

FRE K O oD i IR 5 FE AR
» [AHEEER WO RT RIS b [IHE SUE R A

£ 4 (2638)

26 ¥ : 0. 60/34°

NRO LT,
H=7 AP |28 HIE K |R406 < OVERHT : 100 « BEERICEE R AT R L,
MR 3 14 HEE [0, 10, 30, 100 (HfERtE)
[2.30]
H=rAFN |13 XL 39 | RAX~vF=7 : 17 - 60 : U ES
i BRI 4 | 133 ;0. 5, 17, (HfERtE) -+ 60/34 : REOMKAE, Rk, ~E7
3 (133@) | EMEE | 60/34° [0.91] ~ 7 Uy RO o oSEROIEE, iR &

OUFHERD&EE, b7 AT I —EDEE,
RIBREE 6 oD & M HAR 28 B DAR

» [EHERER © WO T RIS b RHE SO X A
DR LT,

a) WINORBRIZEBWNTH, ZNENYE% 1 H 20, 96 RKEMMB RO L,
b) ITP BEICAKID 150mg 2 1 B 2 [EFE- L7- L XD R406 OIEFER (AUC. : 9 11, 000 ng-hr/mL) (253 5%

IR,

c) 100 mg/kg/ A CTlx, WD HLFE 5~7 H HIZ 50 mg/kg/ B IZI8E L7,
d) 60mg/kg/ A CTlE, &5 12~27 H BIZHEL 40 mg/kg/ B, #E1E 30 mg/ke/ BIZIE LT,
e) 60mg/kg/ H TliL, WEMEL HITES 14 I 34 mg/kg/ BT L 7.

HEinEEHRER

In vitro BIGTEMERER (HELZHWAEIRERERRAR . "X Z~F =7, RAZ~F =T H/N 7L, RI06
NYOVERHE . in vitro Y REETEER  R406 R LERME) KN in vivo EIRTEMERER (= U 2D EBE/IMERER
R406 ~ I UEEHE) 12BN T, ZBRFUME R Ok R FH IR bR o724,

B EVER e s IEES

T IR SR ARITFT A, KiG# RAZF=T e
1.5~5000 u g/plate

1IN SR ARITFTAE, KG# RAZF =T N0 L fetk
1.5~5000 u g/plate

1 IR 2RI H R X RXIF 7 AH, KILHE R406 -~ /LEARHE EYun
1.5~5000 u g/plate

in vitro Yo IR B BR b NRFEM Y gk R406 3 /LERHE e
50~500 u g/mL

in vivo B/ MZER ICR~T A R406 I OVERKE - =3
0~200 mg/kg

A AREERER

KA ~F =T N~ ARDT v bD 104 BREDZAFEMERR T, WTho@iEizckB D Th NAFMIX

RO LN,

ITP BEICAKID 150mg 2 1 H 2 [BE5 L= & %D R406 DIREZE R (AUCo 24 : 11, 000 ng-hr/mL) &~ % 104 A
23 AR IZ 31 D e Kt OMR R & 4 Lk 975 & . K 70 £ TG & 4172 500/250 mg/kg/ H  ($%5- 352 H
B1Z 500 mg/keg/ B 5 250 mg/kg/ HIZIE) TIiTM5~20 1%, 104 F T 5 I/ 150 mg/ke/ H TIFKI 1. 2~7. 1
OREENH D EHEE S -,
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(®)
1Y)

2)

3)

4)

5)

F7-. FEEIC 1P BREOBREREL T v b 104 BN AFMERRIC S T 2 5K EOEE R LT 5 &,
45 mg/kg/ H DOHEN O 24 mg/kg/ H DMETHI 0. T~1. 4 (GOLEWNH D LHE SN, k. ML b6 HER
(#E - 80 mg/kg/ H. Mff : 40 mg/kg/ H) THEGHIKHFIZHEENZF LI L, IXMEZBEX - L INT20,
By (8595 BH., M5 410 A B) (Z&EERFISNZZ &5, T v b 104 B8R AFERBR 1T+
REEWERD LN TERNST2,

B fE . R RN AME (ng/kg/B)
e B 5 HR w58 (mg/ke/H) L
ICR~D & 104 JE[H © 0 UKL OMERR) | 50, 500/250 (R 70 MMIE5) [F) 5~20] X
HERES 60 150, 500/250 9, 1200 1£ 150 (104 WRIBEE) [#91.2~7.1]
SD 7wk 104 38R © #t - 0. 10, 25, 45, 80 45 (fE) . 24 (M) [#90.7~1.4]
HERES- 60 M0, 5. 12, 24, 40

a) TRTORBRCTHERAZ T =T a2MHL, ZNETNYEE 1 H 20, {6 EMERTROEE L,

b) ITP HBFITAKID 150mg % 1 H 2 [E#5 L7 & % D R406 DIEFE R (AUCo. : % 11,000 ng-hr/mL) Tk 2%
I AR,

c) 1200 mg/kg/ B CIFSEL & BMEEIRMAFEL L7 Z &b, MEIZ 7 HEIC, Mux 20 HREICEEZHIEL, £hT
14 HERD 44 HEIZEEESEEHR L, LN T, ZORHETIENAFIELZ IS 2 2 LN TEX 220
72, 500/250 mg/kg/ H Tld, AFROIRT LREFEIHEOMLTIZ LY, HiX 615 BB, M 449 HBIZH
HEFIEL, NN 555 HE K494 H BIZRZHIE S5 LT,

d) 500mg/kg/ H Tli¥, AEFEROET EHREFLHMOETIZL Y, 352 HEMND 250mg/kg/ HIZHGBEBEZHE LT,

e) 80mg/kg/ H DHETIZ. RENTFHEEEIZL N 4%RED LI-Z 2205, 95 HBICLEIE ST, £72. 40 mg/kg/
HOMETIE, EFRORZMRBA ERERDARBD LN b, 410 HBICEGEKT Lz, LER-T,
IS ORI RKMREEZE 7 Ll S, BAFETICAE 2 AETIER WSl L., 7o, A7FH
Wis 20 BILA T & e o= & v b, 45 mg/kg/ B OFEIE 612 A BIZ, 24 mg/kg/H DML 619 B HICHE 52T
L7,

EEFEEMEER

Z v FOZIRREKR OE K F TOWIIRIEAIZBET 2 5lBR

gD 25 mg/kg/ BIZE W T, ZIERORM & B RZITIETROESENFRD Lz, B O LRI 2T 4
SN, (VL 2. 2RNEEZOBEME] VL 6. (4) AFHiEEZ AT 258 OHESBMR)

7 v FORR - RIEFEA BT 28R

12.5 mg/kg/ H LA BIZRBWT, AT S U THRBIMEEROEME, BEERE S L TR EREOEMEOVEL
B, WO IBERORFEHRE L TERLOAROBMARD SNz, 72, 25 mg/keg/ BIZHEWT, FE)
WIRE, MR EEEXOREEAEOKRMENIA LI, BIEONRELE CIIBEENRO MR A, BELOIRE OIL
EARD B, L U TIE R OWRATEGCEE L2 R OERNBO b Y, (VL 2. ZBR2RAEEZE
O] VI 6. (5) MEiF) DOEHM)

WX ORR - R IRRAEIZB T R

50 mg/kg/ HIZHR W T, HEHBTICREMO 1 FI2EE L, E4z 29 H HIC 2 flOEENRRD b7z, 22 mg/kg/
ALl EicEB T, BAEFBMEE L TERBIECROBEM, BEEREOMELROBIEOFED D VITER BIEO
IO MRALE, fLERE, BEREREEOEST., 2N EMEELERE, FEROEEOR ., AR MR AE
KOSHE FEIREETS 2G50 H UIER R EY) OBEMBRD bz, BRROFHXITERIL, 22 ng/ke/H
IZH_T 50 mg/kg/ H CEBAREICERO HAL2 3, (VL 2. Z2NEEZF0mm] VI 6. (5) Tk DOMEHRR)
7 v b OHAERT R OHAES OFAEN N RHAOHAEIZ BT 2 35k

12.5 mg/kg/ B LA LEICIRBWTC, BEFLATHI O F1 AR O T ROEE, BEFLEZEIIM 28 Uz FL OREBINmSH 23
RO HTz, 25 mg/kg/ BIZHRWT, FO HARDOREIY O REHIIN R LK O EOINE, F1 B OWIRATEZRO A
T (MERE  WRIE 22 U e O ik, TR B O Bt 8 0 68 A2 O B L I ONC B & U R D IEIE)
EMERGADERIE (RS RO IAEEOKE) S5 bnic, £72. 25 mg/kg/ HD F1 B0 —ER O [EIE
IRICTFHIER RO AL R OVEIENRD b, F2 BIRICHIRR T RIZERD 5o, (VL 6. (6)
IR DOEER)

AT X% vz 4 B 55k

30mg/kg/ H LA RIZHRWT, RERE UK ORI BIE O R O EIER, KRG K OWaE o8 fiffa s & o
BANRD DTz, Fio, REIERECIIMO MR CEEENRED Hiviz, TILbREMR, FH& OIIEOHT Lk
M AEOIEN L - 2Bk e Z 2 Hbivlz, O, 60 mg/kg/ B ORECHRERME ORI, SRR CIFHRER
FOEF . 60mg/kg/ HDMEHET Y v/ ERE D J | 30 mg/kg/ H LA D MERE T g X O i B B D (R, 3
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FEOMECRIB REREORA D btz Y, (VL 6. (7) /NS OESR)

e ELZ/EEa B .

Bk e 51 (mg/kg/ H) MR (ng/kg/H)
7w hOZRRELT |SD T v b HE  AHD 28 ART~AZEH & | #E - 0. 5. 14, |#E (ZEREKERE) - 40
EHERE TOVMIRIA | MERES 25 ORI B 40 e (AEkRE, RIS
2B 23R W ASHE 15 HRT~2EeH & | - 0, 5, 11, [Z4) 11

O 7 HH 25
7 v FOW - fRERE|SD T v b Hz6 HH~17 HE 0, 5, 12.5, 25 |F&EMW (—MaEtE, A5
2B 5 iR MR- 25 KEfE) @ 12.5
IR - BRIEFEAE 5

Y XD - JRIRFAE (NZW O (4R T7THE~19 HE 0, 10, 22, 50 |FEM (—MeaEtE, B
2B 5 iR A 23 KEHE) @22

& - BRIEFRA ¢ 10

Z v hOHARTE O |SD T v b HR7T HA~FL20 BB |0, 2.5, 12.5, |FO RkEM (—fxdit. 4

AR OFEAECINTRHA | (FO £ 8| (REEMWITAE% 24 B H |25 JEFERE) 1 12.5

OFREICEIT 2REE | W) £70) F1 & (M) 2.5
M4 29

ST XL INZW X |9 RS 4 BRI 0. 10, 30, 60 |<10

4 0 R B R MERES- 10

a) TRTOMBRTAERG~TF =T 2L, ZhZh¥Ez 1 B2 £ 6 KR TRAKRE L,

(6) RBRTRIsMELER
AR L

(1) Otk sHE

1) NEtERER (in vitro)
BALB/c =~ U R 3T3 MM A W e=a— F Ly NORYIALT v EAIZED RI06 NI OVERE (s
B 10mg/L) DONFEMEERFT LR, eEEIERR0 btk o ¥,

2) EENRER (w7 )

OE#EREE EEPE~ T 2AET
BALB/c ~ U7 A DML, FAX~F =7 (0~80mg/kg/ H) % 27 BREIEOEE Lizgic, HEEKE
(Streptococcus pneumoniae) % EYeX ¥, MIZHB T HREEHAZHE L E A, REEAOETHITRED b
ot W,

O v INZ AL N R E XM~ 2AEF L
BALB/c v 7 ADMEIC, mAZ~F =7 (0~80mg/ke/H) % 28 HIEIFR NG L, &EHB T REIZA 7 rT
PTOANA B SE, BG4 21 B ECTUA NV AREERAR A 72 o PRERM 1g6 HiikZHE L L &
A TANAREERKROA 7 v o PR 1g6 HUR~DOB & 23 g IR0 Hiie o 72 Y,

@V A7 U 7 HEFEIUE~ U AT L
BALB/c ~ U ADMEIZ, RAX~<F =7 (0~60mg/kg/H) % 28 HHEN&ZE L, &G 21 H&IZ Listeria
monocytogenes %EYI W, Yt 7 BB E TREEHZNIE LIZE 2 A, BREEHOETBITED 6o T

44)
o

3) AT 538k (in vitro)
6 FFHD KA X~ TF =7 OBIERIARHI OV T, MEE 2 U D E RS BRI CERIFEM 2 3G L 7=, *
DOFER, 5 FHEOTHMY TIIERFEHITERD SR - 723, 1 FEEORMY (FERERICHRE L i) ©F
BIFMERRD BTzl ICH MT WA X0 Ao CBIEMERFHEAMS E L CERT L2 & L (BT
FECHEMEFIBREORIMEI FICkkET2) 9,
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EEMEIEICEH T HIER

MHIX 5

il RN E iy AV T
) EE—ESEOLFEIC
RAZ~F =7 B

XOEEMTD &
ARG

AR
AR - 3 4F

BERETORTE

HIRIRAT
REWEDFEE

20. Uik L  EDFEE
AFNZRIRIZ X 0 IR
HZ &, [14.1 0]

(fi#z3)

ABNTRII X 0 ISP B E RIET RN D, TOD, FBERICBIT 5 WE & RS 5 7= DItk

EETHAERREE LTI A INEE L., 7V IRMAEZIIPTP > — FoREBTRAET 22, (VL 11,

M EDER] OHEEHR)

ERIFTIERHAED, TAI e —EEIT PTP > — NOWRETHRET

BEMITEM

BEMEKLTA R HY
<FvhoLBy by
DM B AT ER
BN AR L DIREERZIT D H~ (RMP DU 27 F/AMUIEBI D 7= OB S 7= 6 4)
1. 4. WEFEAICBE L TEMT &SR XL 2. TOMOBEER) OESR

F—Hi5 -

L

HRHEEAH
20184E4 H 17 A CKE)

NERFTRIPEAARUVARES., EMBENSEEAR. RFEMABEAH
- TR o F IR e W
s R ARG 5 A 5 A
RN REE 100mg 30400AMX00459000
H o8 REBE 150mg 2022412 1 23 A 30400AMX00460000 2023 43 4 15 H 2023 FF 416 1
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10.

11.

12.

13.

14.

PEEX (THREM. RERUVAELEEENFOFABRVEZOAR

AR

BEEHR. BIMERRAREABRUVEORE

AR

BEAHM

HEAIRM 10 4 : 2022 £ 12 7 23 H~2032 4 12 A 22 B (F/DFmHIELEKT)

BREHMBIRICET 515K
RFNE, SIS RRITED A TVA,

£fEa—F
= EEFBEEMEE | EIEXSZI—F . Lt 7 NEHENE
E =4 4 =
hﬁJL% HX%&E%E&:— S (YJ a— I‘) HOT (9 *fT) %"5 2T LAREI— S
A 3 ZEE 100mg 3999058F1026 3999058F1026 129310401 622931001
A 3 ZEE 150mg 3999058F2022 3999058F2022 129311101 622931101

RIREMA LDEE

AR
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=414 Rigel Pharmaceuticals, Inc.

W 5c4h TAVALISSE

b=i|5icA TAVALISSE is available as:
+ 100mg tablet: orange, film-coated, round, biconvex tablets debossed with “100”
on one side and “R” on the reverse side.

150 mg tablet: orange, film—coated, oval, biconvex tablets debossed with “150”

on one side and “R” on the reverse side.

= ix Each TAVALISSE oral tablet contains 100 mg or 150 mg fostamatinib, equivalent to
126.2 mg or 189.3 mg fostamatinib disodium hexahydrate, respectively.

A H Approval: 2018

ZhRE T Zh5H | TAVALISSE is indicated for the treatment of thrombocytopenia in adult patients with
chronic immune thrombocytopenia (ITP) who have had an insufficient response to a
previous treatment.

LK OV & | Recommended Dosage
Initiate TAVALISSE at a dose of 100 mg taken orally twice daily. After a month, if
platelet count has not increased to at least 50 x 10°/L, increase TAVALISSE dose to
150 mg twice daily. Use the lowest dose of TAVALISSE to achieve and maintain a

79




platelet count at least 50 x 10°/L as necessary to reduce the risk of bleeding
TAVALISSE may be taken with or without food.
TAVALISSE,
time.

In the case of a missed dose of
instruct patients to take their next dose at its regularly scheduled

Monitoring

After obtaining baseline assessments:

‘Monitor CBCs, including platelet counts, monthly until a stable platelet count (at
least 50 x 10°/L)
neutrophils, regularly

-Monitor liver function tests (LFTs) (e.g., ALT, AST, and bilirubin) monthly

is achieved. Thereafter, continue to monitor CBCs, including

-Monitor blood pressure every 2 weeks until establishment of a stable dose, then
monthly thereafter.

Dose Modification for Adverse Reactions

TAVALISSE dose modification 1is recommended based on individual safety and

tolerability. Management of some adverse reactions may require dose—interruption
reduction, or discontinuation.

A dose reduction schedule is provided in Table 1, based on daily dose. For example
if a patient is on the maximum dose at the time of an adverse reaction, the first

dose reduction would be from 300 mg/ day to 200 mg/day.

Table 1: Dose Reduction Schedule

Daily Dose Administered as:

AM PM
300 mg/day 150 mg 150 mg
200 mg/day 100 mg 100 mg
150 mg/day 150 mg! —
100 mg/day? 100 mg! —

! Once daily TAVALISSE should be taken in the morning.
2 1f further dose reduction below 100 mg/day is required, discontinue TAVALISSE.

The recommended dose modifications for adverse reactions are provided in Table 2.
Table 2:
Reactions

Recommended Dose Modifications and Management for Specific Adverse

Adverse Reaction Recommended Action

Hypertension
Stage 1: systolic between 130-139 or
diastolic between 80-89 mmHg

- Initiate or increase dosage of
antihypertensive medication for
patients with increased cardiovascular
risk, and adjust as needed until BP is
controlled.

- If the BP target is not met after 8
weeks, reduce TAVALISSE to next lower
daily dose (refer to Table 1).

- Initiate or increase dosage of

Stage 2: systolic at least 140 or

diastolic at least 90 mmig antihypertensive medication, and
adjust as needed until BP is
controlled.

- If BP remains 140/90 mmHg or higher
for more than 8 weeks, reduce
TAVALISSE to next lower daily dose
(refer to Table 1).

- If BP remains 160/100 mmHg or higher
for more than 4 weeks despite
aggressive antihypertensive therapy,
interrupt or discontinue TAVALISSE

- Interrupt or discontinue TAVALISSE.

- Initiate or increase dosage of

Hypertensive crisis: systolic over 180

and/or diastolic over 120 mmHg
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antihypertensive medication, and
adjust as needed until BP is
controlled. If BP returns to less than
the target BP, resume TAVALISSE at
same daily dose

- If repeat BP is 160/100 mmlg or
higher for more than 4 weeks despite
aggressive antihypertensive treatment
discontinue TAVALISSE

Hepatotoxicity

AST/ALT is 3 x ULN or higher and less
than 5 x ULN

If patient is symptomatic (e.g.

nausea, vomiting, abdominal pain):

- Interrupt TAVALISSE

- Recheck LFTs every 72 hours until
ALT/AST values are no longer elevated
(below 1.5 x ULN) and total BL remains
less than 2 x ULN.

- Resume TAVALISSE at next lower daily
dose (refer to Table 1)

If patient is asymptomatic:

- Recheck LFTs every 72 hours until
ALT/AST are below 1.5 x ULN) and total
BL remains less than 2 x ULN.

- Consider interruption or dose
reduction of TAVALISSE if ALT/ AST and
TBL remain in this category (AST/ALT
is 3 to 5 x ULN; and total BL remains
less than 2 x ULN)

- If interrupted, resume TAVALISSE at
next lower daily dose (refer to Table
1) when ALT/AST are no longer elevated
(below 1.5 x ULN) and total BL remains
less than 2 x ULN.

AST/ALT is 5 x ULN or higher and total
BL is less than 2 x ULN

- Interrupt TAVALISSE

- Recheck LFTs every 72 hours:
- If AST and ALT decrease,
until ALT and AST are no longer
elevated (below 1.5 x ULN) and total
BL remains less than 2 x ULN; resume
TAVALISSE at next lower daily dose
(refer to Table 1).
- If AST/ALT persist at 5 x ULN or
higher for 2 weeks or more,
discontinue TAVALISSE

recheck

AST/ALT is 3 x ULN or higher and total
BL is greater than 2 x ULN

- Discontinue TAVALISSE

Elevated unconjugated (indirect) BL in
absence of other LFT abnormalities

- Continue TAVALISSE with frequent
monitoring since isolated increase in
unconjugated (indirect) BL may be due
to UGT1A1 inhibition.

Diarrhea

Diarrhea

- Manage diarrhea using supportive
measures (e.g., dietary changes,
hydration and/or antidiarrheal
medication) early after the onset
until symptom(s) have resolved

- If symptom(s) become severe (Grade 3
or above), temporarily interrupt
TAVALISSE.

- If diarrhea improves to mild (Grade
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1), resume TAVALISSE at the next lower
daily dose (refer to Table 1).

Neutropenia

Neutropenia - If absolute neutrophil count
decreases (ANC less than 1.0 x 10°/L)
and remains low after 72 hours,
temporarily interrupt TAVALISSE until
resolved (ANC greater than 1.5 x
109/L).
- Resume TAVALISSE at the next lower
daily dose (refer to Table 1).

ALT = alanine aminotransferase; AST = aspartate aminotransferase; BP = blood

pressure; BL = bilirubin; ULN = upper limit of normal; LFT = liver function tests
(AST, ALT, total BL with fractionation if elevated, alkaline phosphatase); AST/ALT
= AST or ALT

Dose Modification for Drug Interactions

Concomitant use with a strong CYP3A4 inhibitor increases exposure to R406 (the
major active metabolite). Monitor for toxicities of TAVALISSE that may require
TAVALISSE dose modifications (see Table 1) when given concurrently with a strong
CYP3A4 inhibitor [see Drug Interactions (7. 1)].

Discontinuation

Discontinue TAVALISSE after 12 weeks of treatment if the platelet count does not
increase to a level sufficient to avoid clinically important bleeding [see Clinical
Studies (14)].

<EU (2024 4£ 12 A&ET) >

e=awd Instituto Grifols, S.A.
W74 TAVLESSE 100 mg film—coated tablets
TAVLESSE 150 mg film-coated tablets
b=i|5icA Film—coated tablet.
TAVLESSE 100 mg film—coated tablets
Approximately 9.0 mm round, biconvex, dark orange film—coated tablet debossed
“100” on one side and “R” on the other side.
TAVLESSE 150 mg film-coated tablets
Approximately 7.25 mm x 14.5 mm oval, biconvex, light orange film—coated tablet
debossed “150” on one side and “R” on the other side.
= ix TAVLESSE 100 mg film—coated tablets

Each film—coated tablet contains 126.2 mg of fostamatinib disodium hexahydrate
equivalent to 100 mg fostamatinib
Excipient (s) with known effect

Each 100 mg tablet contains 23 mg sodium (from excipients and fostamatinib disodium
hexahydrate).

TAVLESSE 150 mg film-coated tablets

Each film—coated tablet contains 189.3 mg of fostamatinib disodium hexahydrate

equivalent to 150 mg fostamatinib.
Excipient (s) with known effect

Each 150 mg tablet contains 34 mg sodium (from excipients and fostamatinib disodium
hexahydrate).
For the full list of excipients, see section 6. 1.

HKEBAEA H

Date of first authorisation: 09 january 2020

ZIHE X I35

TAVLESSE is indicated for the treatment of chronic immune thrombocytopenia (ITP)
in adult patients who are refractory to other treatments (see section 5.1).

MEL O E

Fostamatinib treatment should be initiated and remain under the supervision of a
physician who is experienced in the treatment of haematological diseases.

Posology

Fostamatinib dosing requirements must be individualised based on the patient’ s
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platelet counts. The lowest dose of fostamatinib to achieve and maintain a platelet
count of at least 50,000/ u L should be used. Dose adjustments are based upon the
platelet count response and tolerability (see table 2)

The recommended starting dose of fostamatinib is 100mg twice daily

After initiating fostamatinib, the dose can be increased to 150mg twice daily after
4 weeks based on platelet count and tolerability. A daily dose of 300mg daily must
not be exceeded.

Missed dose

In the case of a missed dose of fostamatinib, patients should take their next dose
at its regularly scheduled time

Discontinuation

Treatment with fostamatinib should be discontinued after 12 weeks of fostamatinib
therapy if the platelet count does not increase to a level sufficient to avoid
clinically important bleeding

Monitoring and dose modifications

Fostamatinib dose modification is recommended based on tolerability and platelet
counts.

Management of some adverse reactions may require dose interruption, reduction, or
discontinuation (see table 1 and table 2)

Clinical haematology, blood pressure and liver function tests should be monitored
regularly throughout therapy with fostamatinib (see section 4.4.) and the dosing
should be adjusted as outlined in table 1. For example, if a patient is on the
maximum dose at the time of an adverse reaction, the first dose reduction would be
from 300 mg/day to 200 mg/day.

Table 1: Dose reduction schedule

Daily Dose Administered as:
AM PM
300 mg/day 150 mg 150 mg
200 mg/day 100 mg 100 mg
150 mg/day 150 mg! —
100 mg/day? 100 mg! —

! Once daily fostamatinib should be taken in the morning
2 If further dose reduction below 100 mg/day is required, discontinue fostamatinib.

The recommended dose modifications for adverse reactions are provided in table 2.
Table 2: Recommended dose modifications for adverse reactions

Adverse reaction | Recommended action

Hypertension

Stage 1: systolic between 130-139 | Initiate or increase dose of

or diastolic between 80-89 mmHg antihypertensive medication for patients
with increased cardiovascular risk, and
adjust as needed until blood pressure (BP)
is controlled.

If the BP target is not met after 8 weeks
reduce fostamatinib to next lower daily
dose (refer to table 1).

Stage 2: systolic at least 140 or | Initiate or increase dose of

diastolic at least 90 mmHg antihypertensive medication, and adjust as
needed until BP is controlled

If BP remains 140/90 mmHg or higher for
more than 8 weeks, reduce fostamatinib to
next lower daily dose (refer to table 1).
If BP remains 160/100 mmHg or higher for
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more than 4 weeks despite aggressive
antihypertensive therapy, interrupt or

discontinue fostamatinib

Hypertensive crisis: systolic
over 180 and/or diastolic over
120 mmHg

Interrupt or discontinue fostamatinib.
Initiate or increase dose of
antihypertensive medication, and adjust as
If BP
returns to less than the target BP, resume

needed until BP is controlled

fostamatinib at same daily dose

If repeat BP is 160/100 mmHg or higher for
more than 4 weeks despite aggressive
antihypertensive treatment, discontinue

fostamatinib.

Hepatotoxicity

AST/ALT is 3 x ULN or higher and
less than 5 x ULN

If patient is symptomatic (e.g., nausea
vomiting, abdominal pain):

Interrupt fostamatinib.

Recheck LFTs every 72 hours until ALT/AST
values are no longer elevated (below 1.5 x
ULN) and total BL remains less than 2 x
ULN.

Resume fostamatinib at next lower daily
dose (refer to table 1).

If patient is asymptomatic:

Recheck LFTs every 72 hours until ALT/AST
are below 1.5 x ULN) and total BL remains
less than 2 x ULN.

Consider interruption or dose reduction of
fostamatinib if ALT/ AST and TBL remain in
this category (AST/ALT is 3 to 5 x ULN; and
total BL remains less than 2 x ULN).

If interrupted, resume fostamatinib at next
lower daily dose (refer to table 1) when
ALT/AST are no longer elevated (below 1.5 x
ULN) and total BL remains less than 2 x
ULN.

AST/ALT is 5 x ULN or higher and
total BL is less than 2 x ULN

Interrupt fostamatinib.

Recheck LFTs every 72 hours:

If AST and ALT decrease, recheck until ALT
and AST are no longer elevated (below 1.5 x
ULN) and total BL remains less than 2 x
ULN; resume fostamatinib at next lower
daily dose (refer to table 1).

If AST/ALT persist at 5 x ULN or higher for

2 weeks or more, discontinue fostamatinib.

AST/ALT is 3 x ULN or higher and
total BL is greater than 2 x ULN

Discontinue fostamatinib.

Elevated unconjugated (indirect)
BL in absence of other LFT
abnormalities

Continue fostamatinib with frequent
monitoring since isolated increase in
unconjugated (indirect) BL may be due to
UGT1A1 inhibition.

Diarrhoea

Diarrhoea

Manage diarrhoea using supportive measures
(e.g., dietary changes, hydration and/or
antidiarrhoeal medication) early after the
onset until symptom(s) have resolved.

If symptom(s) become severe (Grade 3 or
above), temporarily interrupt fostamatinib
If diarrhoea improves to mild (Grade 1)
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1)

resume fostamatinib at the next lower daily
dose (refer to table 1).
Neutropenia
Neutropenia If absolute neutrophil count decreases (ANC
less than 1.0 x 10°/L) and remains low
after 72 hours, temporarily interrupt
fostamatinib until resolved (ANC greater
than 1.5 x 109/L).
Resume fostamatinib at the next lower daily
dose (refer to table 1).
ALT = alanine aminotransferase; AST = aspartate aminotransferase; BP = blood
pressure; BL = bilirubin; ULN = upper limit of normal; ANC = absolute neutrophil
count
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8.1 Pregnancy

Risk Summary

Based on findings from animal studies and the mechanism of action, TAVALISSE can cause fetal harm when
administered to a pregnant woman [see Clinical Pharmacology (12.1)].

There are no available data in pregnant women to inform the drug—associated risk. In animal reproduction
studies, administration of fostamatinib to pregnant rats and rabbits during organogenesis caused
adverse developmental outcomes that were directly attributed to exposure in utero to the major
fostamatinib metabolite (tamatinib) at maternal exposures (AUC) as low as 0.3 and 10 times the exposure
in patients at the maximum recommended human dose (MRHD), respectively (see Data). Advise pregnant
women of the potential risk to a fetus

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

defects and miscarriage for the chronic ITP population is 8% and 4-11%, respectively
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Data

Animal Data

In a fertility and early embryonic development study in female rats, fostamatinib was administered
orally for 15 days before mating to Day 7 of pregnancy, which caused a slight decrease in pregnancy
rates and an increase in post—implantation loss were seen at maternal doses approximately 4.2 times
the dose in patients at the MRHD.

In embryo—fetal development studies, pregnant animals were orally administered fostamatinib during the
period of organogenesis at doses up to 25 and 50 mg/kg/day in rats and rabbits, respectively. The
adverse developmental outcomes included an increase in embryo—fetal mortality (post—implantation loss)
alterations to growth (lower fetal weights), and structural abnormalities (variations and
malformations). These effects occurred at maternal exposures (AUCs) of 3,763 ng<h/mL in rats and
111, 105 ng+h/mL in rabbits that were approximately 0.3 and 10 times the human exposure at the MRHD in
rats and rabbits, respectively

In a peri and postnatal development study in rats, fostamatinib was orally administered at doses of
2.5, 12.5, and 25 mg/kg/day from gestation day 7 until lactation day 20. The dose of 25 mg/kg/day was
associated with maternal toxicity, including decreased body weights, body weight gains, and food
consumption. At doses as low as 12.5 mg/kg/day fostamatinib caused increases in newborn mortality
(neonatal mortality), alterations in growth and/or development (lower neonatal weights into post—
weaning and structural abnormalities [malformations]). Functional impairment (delayed sexual
maturation) was observed at 25 mg/kg/day. There was no evidence of neurobehavioral defects (maze
learning and shuttle box avoidance) or immunological compromise (influenza host resistance challenge)
in the F1 generation or latent untoward effects in the F2 generation. The maternal doses were

approximately 2.1 and 4.2 times the MHRD in patients

8.2 Lactation

Risk Summary

There are no data on the presence of fostamatinib and/or its metabolites in human milk, the effects
on the breastfed child, or on milk production. In rodents, R406 (the major active metabolite) was
detected in maternal milk in concentrations 5- to 10-fold higher than in maternal plasma. Because of
the potential for serious adverse reactions in a breastfed child from TAVALISSE, advise a lactating

woman not to breastfeed during treatment with TAVALISSE and for at least 1 month after the last dose

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Based on animal studies, TAVALISSE can cause fetal harm when administered to a pregnant woman [see Use
in Specific Populations (8.1)]. For females of reproductive potential, verify pregnancy status prior
to initiating TAVALISSE

Contraception

Females

Based on animal studies, TAVALISSE can cause fetal harm when administered to a pregnant woman [see Use
in Specific Populations (8.1)]. Advise females of reproductive potential to use effective contraception
during treatment with TAVALISSE and for at least 1 month after the last dose.

Infertility

There are no data on the effect of TAVALISSE on human fertility. Based on the finding of reduced
pregnancy rates in animal studies, TAVALISSE may affect female fertility [see Use in Specific
Populations (8. 1)].

<EU (SUMMARY OF PRODUCT CHARACTERISTICS) (2024 & 12 AHi&il) >
4,6. Fertility, preghancy and lactation
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Women of childbearing potential/contraception

Women of childbearing potential must use effective contraception during treatment and at least one
month after the last dose

Pregnancy

Based on findings from animal studies and its mechanism of action, fostamatinib can cause foetal harm
when administered to a pregnant woman. Pregnant women should be advised about the potential risk to a
foetus.

Pregnancies occurring during clinical trials resulted in healthy newborns as well as
stillbirths/spontaneous abortions and miscarriages (see sections 4.3 and 5.3)

If a patient becomes pregnant while taking fostamatinib, therapy should be discontinued. Fostamatinib
is contraindicated during pregnancy (see sections 4.3 and 5.3).

Breast—feeding

It is unknown whether fostamatinib/metabolites are excreted in human milk

Available pharmacodynamic/toxicological data in animals have shown excretion of fostamatinib
metabolites in milk (see section 5.3) A risk to the newborns/infants cannot be excluded. Breast-feeding
should be discontinued during treatment with fostamatinib and for at least one month after the last
dose.

Fertility

There are no data on the effect of fostamatinib on human fertility. Based on the finding of reduced
pregnancy rates in animal studies, fostamatinib may affect female fertility (see section 5.3).
Studies in animals have shown no adverse effect on male fertility. Given there is no evidence for

mutagenic or clastogenic potential, there is no concern for male-mediated birth defects.
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8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established. TAVALISSE is not recommended
for use in patients less than 18 years of age because adverse effects on actively growing bones were
observed in nonclinical studies. In subchronic, chronic, and carcinogenicity studies of TAVALISSE
chondrodystrophy of the femoral head was seen in rodents. In a study in juvenile rabbits, growth plate
dysplasia was observed in the proximal femur and femoro—tibial joint, and bone marrow cellularity was

reduced in the femur and sternum.

<EU (SUMMARY OF PRODUCT CHARACTERISTICS) (2024 4= 12 AtkiT) >
4. 2. Posology and method of administration
EFE

Paediatric population

Fostamatinib should not be used in children and adolescents less than 18 years of age because of

adverse reactions on actively growing bones observed in nonclinical studies (see section 5.3).

5.1. Pharmacodynamic properties
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Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
fostamatinib in all subsets of the paediatric population for the treatment of thrombocytopenia for
patients with chronic immune thrombocytopenia (ITP), who have had an insufficient response to a previous

treatment (e.g., corticosteroids), (see section 4.2 for information on paediatric use).

5.3. Preclinical safety data

In two fostamatinib 4-week rat studies (with the calcium and sodium salts), chondrodystrophy of the
femoral head was observed in some animals in the highest dose groups (that were still juvenile/young
during the treatment interval) and was not fully reversible by the end of the recovery period

In a 1-month study in juvenile rabbits, fostamatinib produced growth plate dysplasia in the proximal
femur and femoro—tibial joint and reduced bone marrow cellularity in the femur and sternum at 30 and
60 mg/kg/day. Increased degenerate/necrotic ovarian follicles occurred in females at all fostamatinib
dose levels (including 10 mg/kg/day). The changes noted in the growth plates and ovaries are consistent
with an anti—-angiogenic effect.

Fostamatinib was not carcinogenic in a 2-year study in mice when administered daily by oral gavage at
doses up to 500/250 mg/kg/day, and was not carcinogenic in rats when administered by oral gavage at 45
mg/kg/day. Fostamatinib and its major active metabolite (R406) were not mutagenic in an in vitro
bacterial reverse mutation (Ames) assay or clastogenic in an in vitro human lymphocyte chromosomal
aberration assay or an in vivo mouse bone marrow micronucleus assay

Studies in animals have shown no adverse effect on male fertility. Given there is no evidence for
mutagenic or clastogenic potential, there is no concern for male—mediated birth defects. In a fertility
study with oral fostamatinib, all mating (e.g., time to mating, breeding proficiency), sperm assessments
(e.g., number and motility), and organ weight (e.g., paired testis weight) parameters in male rats
were unaffected by doses as high as 40 mg/kg/day. This dose yields an AUC of R406 approximately 3.8
times that of the MRHD. All mating and fertility parameters in female rats were unaffected by doses as
high as 11 mg/kg/day. This dose would yield an AUC of R406 similar to that of the MRHD. A slight
decrease in pregnancy rates and an increase in post—implantation loss were seen at 25 mg/kg/day. This
dose would yield an AUC of R406 2.6 times that of the MRHD.

In animal reproduction studies, administration of fostamatinib to pregnant rats and rabbits during
organogenesis caused adverse developmental outcomes including embryo—foetal mortality (postimplantation
loss), alterations to growth (lower foetal weights), and structural abnormalities (variations and
malformations) at maternal exposures (AUCs) approximately 0.3 and 10 times the human exposure at the
maximum recommended human dose (MRHD) respectively

A slight decrease in pregnancy rates and an increase in post—implantation loss in female rats was
observed. Nonclinical studies have established that the administration of fostamatinib during pregnancy
can increase the risk of embryonic loss, retard growth, and promote specific malformations of the
kidney (including agenesis) and associated urogenital (e.g. ureter) tissues, as well as
variations/malformations in major vessel and skeletal development. These effects are consistent with
known targets of fostamatinib, including Syk (target), VEGFR-2 (off target) and Ret-kinase (off target).
Based on nonclinical studies, any latent issues with female fertility is not expected after fostamatinib
is withdrawn.

In pregnant rats and rabbits, R406 was found to cross the placenta. In general, the maternal plasma
R406 concentrations were greater than the foetal plasma R406 concentrations

In rodents, R406 was detected in maternal milk in concentrations 5— to 10—fold higher than in maternal

plasma.
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