04 20264 2 AET (H M) ‘ 21
* 20214 12HUET (58 3 IR XWEER ., FEAH) OAEERE Y EES
BRE 1 SRR 873399
B : 34 P/ R
NS EEER ERBS ARFERSE
’ $£2.5mg | 22700AMX00996 | 2015%11H
TSR VIVEBIRRA $€3.75mg | 22600AMX00554| 20144 5 A
$E 5mg | 22600AMX00555| 20144 5 A
I 74 I - I‘ 2 5m G [ODSE20mg [ 23000AMX00600| 2018117
I74I/F33.75mg
)
I74X/F%5mg
I74I/F0D320mg
EFIENT° TABLETS, OD TABLETS
)R RS O I K DA
2. ER(ROBEICFRS LBV E) B ) i
2.1 HIfl LTV 3 8 (AR, BEPHIL. L i, We s Al & | K&z | Fz | H#T
PRESHII, Wi, BYF (IS (i % BEY 55 (mm) | (mm) | (mg)
FNHDH 5] #gr (
2.2 RRIORS R LBRIEOBEED 5 2 B 337 %23” (FIEp 8 ?élﬂg —
F20mg | () 1A LER) s | 400
3. #8mK - R 6.6 (51%)
3.148
ﬁﬁ;,;f AR S *4. SREX [SZNR
= SRR fEeme Lo — 2. ER O RENBEIIRAZAAN (PC) BRSNS FEEORMETES
AT b i STRERR (RREIRDE. FESTLROGIEE. STES
174.1yb;g§i§2774w1/x\ tReFy7oiltiio— ’}jﬁf*ﬁ%) - .
§t25mg oo lNE 7 25 ) BT SRYYA, b RERDIE, RIBIEOHIEE
(TIRAT VN L a2 BlEF 5 > &L O B MHRMESEE (KME7 70— LB/ \mE 0k
ELTC2Ime) | = —mirak T(CfES) BOBRIG (WEEREU 2 7 ELBE(C
| et IR, fEmeLa—A. KE BR3)
S e BEEFOFY FOEL LT~ e
1o x| 2RIV kns s yaenenn | 5 MEREHRIHET 58
§3.75mg (““ff%f”ﬁ“;";‘zf/ni AL AFTFUVHYIRYIL, b (GhEiE)
L L a a5 |TmAm—2. BiLF Y. S %5.1 (BE)
Py, = omies A % | % | s |ODs
L5k LAY, RELLo—2, K& AES IS 2.5mg|3.75mg| 5mg | 20mg
2525 REE Fa¥ 7o E:)Hz)l/n— KRR B9 R B IRFE R (PCL) A5 o o o o
I74TVh Y15, 49mg A EFU*\?fUE}%t)DU— S X 5 B I DR
#E5mg (75271 Ay AT TV /@77%‘/"7A‘ = B MM S 2 (K 7
ELTsmg) |22 A BILF S S 70— AR MmED| O O - -
2. RE B, RO PRIEIC £ 5 ) (D FEFEMH]
- o HE T AN .« AhoE _ . ApLE
R e e L OAEDD, AR
R A LN b S (RENITTBINRAZ AL (PC) DSBS N 3 R DREE)
opg2omg | o laELen—. 7EALT 7 L 5.2 PCIA %ﬁa%ﬁ@ﬁmﬁm&%ﬁﬁ%f\mﬁsLmﬁwa@/50
yLT20mg) |7V 7o ATTY BT TR REIREIC LD RENTERD 5V IIRBRN A /S 2
L, EEE TS SRk HirsBIRS N, PCI%JJ‘ﬁﬁH LEVEAICIE. MBok5%
3.2 "HEIDMIR HErszl,
5 (RMMERMEREE (A7 70— ABEX (/) \ME DR
Wi % i & | kxS E B [CH:5) e DEEFEIH])
(mm) (mg) 5.3 [ I 4 I B OB Sy & 4y ICTEME L 72 BT
TOASTHMDAIME 7 7 0 — AREL /ML DEZEC
ITAIV b TAVL | R . ‘ = PES B I ERE O BE 5T 52 &, MSHD
fadmg ATV AR %5,32 [§1075 Z DD JFEIC & B S 150K B 0D R e i 5
BEFICE, BOEIROoh T 0w HEREGLan
oz TV || GE) = . [17.1.5 SH#]
375mg |7 oA e e %5.4 BIERE. IEBEWE. BRM. BIEERRE. B
(t&F) 51 (57%) 3.2 | $9107.5 AIOMEEREFEOVWT D EZET HEHFICRET S L,
: [17.1.6 2H&]
2oczvy TV || G5 — *5.5 [17.BRRE I OHONEZBH L., ARtEicovwTrn
Seomg 374 YA e s ERZVIICHT 2IESHASRIES N TOAE N &R
(R - 218 4'7%%) 2.9 | #1075 RO G BEE L IR L2 LTy ARIRED

BREHMT 22 &, [17.1.5, 17.1.6 ]

REHEE



*6. AERUHAE
(VB ERRAZ AT (PCl) B S N2 R OERER)
WE. RAICE BERBHICTI AT LILE LT20mg%
IH1IEZEO®RES L, 20k, HFEHEELTIALE
3.75mgzREOHEY %,
(EIMERKMEREE (KME7 7 O0— ABEXI3/NDEDEE
(CHES) B OBFIE)
WH. BAIIE. 79RAF LV ELT3.75mgZ 1 H1ERED
59 %,

7. FEERUREICEET %2
R EMBEERAZALIT (PCl) BNERE S N2 EMEDERE)

7.0 FI/MREZF G REEHBE. 7 AEY (81~
100mg/H. ZBHEEAREETIZ324mgE T) &EHtHT
52 &, PV/IMEE A ABEEBER TROBSHIE
IZOoWTIE. BRANORFIDHTA RS54 0 F425EICT
5T &,

7.2 PCIME{TRIICAH]3.75mgZ SHMEER S SN TW 5
& WEEERS (BESRERIC20mg 25T 52 &)1k
HETIZ AV KNS X 2 I/MEEEINEER IS HE T
ERIREIGET S EABESNS,

73 IRAGKE 2 REEEROREILEITIZZENEE L
VW, EEBIIABKSEHEBL TCmaxd#iNgT %,
[16.2.1, 17.1.1. 17.1.3 ]

7.4 BAAEOBEH (FESOkgDUT) Tld. HIM o & kAT E A
TEHEBENDDHAHOT, REICR U CHERAEIALE
2.5mg DOFHELEET S &, [9.1.4, 17.1.4 B]

(EIMMHRMEREE (KM 7 T 00— ABEX (F/NOEDRE
[CHES) BOBFIMH)

%75 EEROBEIRIT LI EAEE L, ZERITERE
BErim L cCmax» My 5, [16.2.1, 17.1.5,
17.1.6 2#]

*7.6 BAAEO BEH (RESOkgDUR) Tl HIM o &Rk AT A
THBENDSHSOT. HEIZECTIHIE2.5mgAD
BELEET LI LY, [9.1.4 ]

8. EERERNEES
GheEHE)

8.1 ARANC & 5 M/MIEBENFI S REE 2 5 X5 2 Fli0ig
HlTk. 14D ERICE G 2HIET 52 ENEE L,
BB, T LRERMERTISZZENPTELRVEHITE
KEHIMOY A7 AEELDOTHFICBRET S &, £
Jov FMBICABOFRSPBRERIGEA I, FHERAL
DOItMEHEELTCHSEET S &, [11.1.1, 17.1.1 &
He]

82 Mz I T REENAZTVEEZZISNLEAICIE, FIk
HrEETHIE, [11.1.1 BE]

8.3 HilZ/RET AHEEERIS DN ZBEICIX, ES 2
REESOBEY HRELZEET S &, [11.1.1 BE]
8ABBZEICIIEF LD BHMLLIL LB E2HHL., B
Wz HIMAEED &5 NEEICIEEMISEKT 5 & 5 i5E
TAHIE, o bR (R 2 22T HEICIE. K%
JRALTWAEZ2EMICKHTEZS KD BEICELET S

&, [11.1.1 8]

8.5 I /MR A 28 (T TP) & O E oK 7% BIVEFH 3
RHI22EP8HH0T. HE5HBK2» AR, 28[ICL
EEEOMKERESZOEHE»ZRBT 5 &, [11.1.2 &
1]

SR EZMIBERRZALT (PCl) BER S N2 EME RS

8.6 WE A KEIICHIIOY A7 FEE A EEMELIH 2
EEFHEERTHE, [11.1.1 BHE]

8.7 BEIIREHANIC W B AR S 21T O HEE. AA DI/
HOREMEERICE A2 HBINO Y A7 FEE 5D T, L
HAED» S OBIMIC+3FEET 52 &, ESTEROHE
EREZEEZXMRE LENERRERICB VT, 5 Tof)
[\l &= A E Z2PCIE TR ICHERE L BEaIcHE L, &
Bt R OPCIHE TR AT 5 L= B &1, Bk b
B D 5 NI PCHEITICE#E L /- ERz MY 22
PHEARLULZEDOHRENDH S, [11.1.1 BH]

8.8 A7V MABERENDOARFIBEGRICIIFZ L EREROE
FRXDOBELEIBEEERIOEZATHET 22 &,

9. B ENERETIHEBEICHTIER

9.1 BHHIE - BMEEZEDH D EE
GhgeE)

9.1.1 HIMEEK U'ZDRE DG % EHE (ESALMDELED

HDEE)
HiMz24CsBFNHFH 5.

9.1.2 BIIEHN SR 2EE
AHFBEERZFo2MEIY b —ILE2TH>T &,
HMDOY R 7 PEE 5.

9.13DF I /EUIVRERI (ORI UILE) ICHU
BEEDEIERDS 2 EE
AEBREHICMEZEL2SGBBUEZHARHFTS2BZN
BH 5

9.1.4 BAFEDESE ((AZE50kgkLT)

FEiy. BRESoMoHIm) 27 K7 ROt X
Y MNOFBE) A7 EFME L LT, BRBEIZEDCTHEZ
LERBITHZE, HMOBREIERT2BZNADH
%, (7.4, 7.6, 17.1.4 1]
EREEEARRZ A (PCI) BERA S N 2 M LEE)

9.1.5 WIBENX (F—BMREEMFE/E (TIA) DEIERED G B EE
BNEREE T, BRHAEZEBA28HEICBNT
HMOEEHEASER L EDHENH S, [17.1.2 BHE]

9.2 BipEEEERE

9.2.1 BENBHKAEEZENDGHEE
HIMOGERESIERT 2BENDH 5,

9.3 FHikeEE=EEE

9.3.1 BEDITHEEEEZENH 3EE
BERFOEESETRLTWAZ EAFHHDOT, Hilfl
DEBEDIERT 52BENTDH 5.

9.5 TR

PR XAX IR LT W 2 ATREE D & 2 0 MEITid, aE Lo
BistEr itz Bl s &K S h 3B &0 AEET
BT &,

FMER (S v 1) TREANOBITHIRDSN TV S,

9.6 AR
HBELOERERVOBARBOFHAEZEZE L. BALD
MRSk 2R B 2 &

BMER (T M) THAITHICRITT A2 EATHDLNT
W5,

9.7 /\E%

INBERRE U7 BERER ILEM LTV,

9.8 SiihE
AEEENMBETLTWVWAO T, HMOBHREISHERKT S
BENSDH S,

10. 18E{EA
10.2 HAEE(HAICERT S L)

EHRIZE BRI - B A | B - fBRET

L E | I 5 DA & oG E I HUIm R E
TILT ), Ficky, HiLOE FH#=#ER3 5 2
VAR VN EHEE2HERIEBL B ENEZIOSNS,
IRFYNVE  FNBD 5.
/iR RS I R

% H9 5 EH|

AL
MRV REA

ATE b N

TIVNTF TS5 Y%
FEZRT O A RHHER
SEEA

(nEAYAyAw by I SN

FruFt &
FEF A N REREA

EL b

%

*

AR OIMBEHREN N S D FEA D
BT 2B2hrHHLEZSHIH
%o &, KED
WA A% B HE 9 %
EEZSND,




11. BIfEA
ROBWERD H 5D ENHZHDT, BEE+FITITL,
BEPRD SN EICRKE2HIET 574 CHEY 2 LE %
152 &,
1.1 EXTFEIER
*11.1.1 HIM(1.0%)
SHE P M (U HAEIR ¢ B, JBLD - TRRE. BRRRRE.
FrFREESE) . LB I, ODBAHNEOHNAH 5D
NBZENHB, [8.1-8.4, 8.6, 8.7 =]
11.1.2 MAMAMV) WRIRAME SR (TTP) (SEEEANEA)
TTPOVMER (R BHCAR, SEHEO MR,
R EFORM - IR, M/MREA . BRI
ROMRZRO 2BMMEE M, FE, BRERES)H
AOLNLHBAICE, BEEICHESEFRIL, MKEE
(R MER, BEPRMIROEE Z &) ZEML . HHE
G U BEE DB 2175 Z Lo [8.5 Z|]
11.1.3 EHUE A AH)
MEFEZECRBIEN DS DONL I ENDH 5.
11.1.4 FriaeEs. BB HEAH)
11.1.5 #EFRAIRAE. BETRMEMNZ SN MERRAME SHE

)
11.2 ZOH#DEIER
1%2 & 0.1 ~ 1%
Jhiiikic3 A, I MREEAD G EREREL
Hh. B EREE >
* HUMER | BRI (8.3%)  |fEIBL, REHIL, AEICK 2D H

B, mpR. Mo i, MfE, #Ein. BBt
EZERERALMAE, (B, A, EERELE I,
BCTRIMAE, ZRHIER DRERHIM, 77— 7 VEER
i, BRI, (A, S5BE. BEAARdIm. &
FEREH, AMEH M E. NERELE .

i sURHIL, IMERBIARE . AIE
T I
JFF A JF s RERR v-GTP LR, ALP LR, ALT
kA, ASTER
| B et BkRERE . JREQHEM
* RS FEEO T, RERE, LY
N, EERED v
* TH bas T (ERE, D - IR, BE
TEHEFIERER MR, BEERANER
B BR B - HTERES
* | MR BHE 2. KLE. HHE
*| fEER AR HASMRE, I B SROVE
®| T DAt PRER E57. RMIETFIE, HHERR.

M LR ERAIAEAR I AR EF R AR
FE AT . RAE LA
BRI

13. BE#KRS
13.1 fER
KEOBERGICKOHANPELL2BENTFH 5.
13.2 iE
RENZEFHZINATHEZLO T, BRBEISLE
EEERIMELZEET 5 L,

14. @R EDFE
14.1 ZEBIRZTROER
(BEIHE)

14.1.1 PTPRROHEAIIPTPY — b2 SBVH L TIRAT %
Lo ETHZ L, PTPY— FOBEKICED ., BLH
AP BEREARA L, BICIZEL 2B LU THERE
AREOEELEHERZHAET LI ENDH S,

(OD#g)

14.1.2 OD$ERRED EICOB TR ZBEBHSE % L HET 572
O, Kz UTHRHATETH 5. /2. KTHRAT S
E{HTED,

14.1.3 ODSEIZE-EEOWRETIZ, K LTIRASEZVWI &,

15. ZDMDER

15.2 FEERAREHBRICE D < 153K
< A2FMBEORS LR T, Y 2D300mg/
kg/HLLE. i~ 2D 100mg/kg/HU LG5 T,
B ORREMPRD N EOREN DD, —F.
Z v MI2EREORS LA CIIEEORKLE IR 5
NTVuZEVLEDOREDTH 5.

16. EYENRE

16.1 MPEE

16.1.1 S RTUIVER
TSI RATVIIIROBERISGERL» ICRES NS 7-0, M
HhICAKFORETIBEIBRHESAT, EHERED
R-138727 D I#EHiEE 2 RE L7z,
AL, BE1IHBICT S A7 L IL20mgR U 52~
THEICT S AZ V3. 75mgx | HIEREARS Lz L &0
TEHEAREIR-138727 D IR h B EEHERS K O S B RE/ S 5
A=FERDODEBOTH 723,

20mg#H 51 (51 H H) OEHEAEIR-138727 O Ik iR HER

(ng/mL)
300
250
iR
i 200
150
;i
3
100
50
0 e - - Y ey
0 2 4 6 8 12 24
B [ (hr)
3.75mgt 5K (#: 57 HB) OWEERHIR-138727 D ISR EHER
(ng/mL)
50
40 +
Jiiig
$Eos0
o
20k
B
10
0 ! - -
0 1 2 4 6 8
8 (hr)
TEEREMIR-138727 DEYEHREIST A — %
R 1 Cmax Tmax AUC)ast ti2
(ng/mL) (hr) |(ng-hr/mL)| (hr)
20mg + + + +
(B51HH) 23|177.1£96.3| 0.6+0.2 |185.1+66.5| 4.9+5.8
3.75mg . 4 N i
(B57HH) 23(29.2+15.5] 0.6+0.4 | 26.3£9.2 | 0.9+0.4

mean+SD

16.1.2 7S AF'LILODiE
RERABMEICT S 27 L IVODSE20mgl §E (K7 L XX
KTIRA) & 75 A7 LV IVEE20mg L 8 K THRA) 2. &
ORAF—N—ETHERREOFEORS L COEERHED
R-138727DFEMEFEI/NT XA — & = HH# L1z, /K7 L TR
AL EE, CmaxkFAUCo- 120D H/ N HE D
HOMRIO0%EFEX R I1X0.80~ 1. 250 HFENTH > 7. 7K
THRA L7 & &, Cmax Kk UAUCo-12nD A F/N 3 F 1
EOHIZ0.90~1.110&EEN T, »OEHRE THEH O
WHEEHIFELL T Wiz LEF->T TIATVILEE
20mg& 75 A7 LILVODSE20mgIEEEMZMICHETH 5
ZENHERSNY,



75 A7V NVOD#E20mg (K7 UTHRA) Xi& 7S5 A7 LILEE
20mg UK THRA) BLEAE 4% 5 R O TEHERBMIR-138727 D )
RE/S5 X — % (Z2HERE)

B8 n

OD#E20mg
(k7% U CiRA)
$E20mg
OKTHRA)

Cmax Tmax | AUCo-12n ti2
(ng/mL) (hr) (ng+hr/mL)|  (hr)

241244+84.8|0.733+£0.354|275£50.3|4.11 £0.830

241258+£113/0.729+0.194|280£63.7{4.02+1.09

mean+SD

75 27 L )VOD#E20mg UK THRA) XIE 7' 2 7 L L§E20mg (7K
THRA) BERE O # 5RO EERHMMIR-138727 D M F &/ F
A — % (ZEER)

wER n Cmax Tmax | AUCo-12n ti2

= (ng/mL) (hr) (ng-hr/mL)|  (hr)

OD#$E20mg + n + +
OKCARA) 241218+91.2/0.583£0.374|230£57.7/3.95£1.13

§€20mg + + + +
UKCIRA) 241223+82.0/0.816%0.309|234+46.4|3.96£0.921
mean=SD
16.2 IRUY

16.2.1 BEOFE
BERABHICT S A7 L IL20mgE BEFOKRE Lz &
ZOEEMREYIR-138727 DY REIX. EEKRTIIRE
BE5 & LU TCmax 3.3 I L 7zA. AUCIZE
ERoEIFOONLE» oz, [7.30 7.5, 17.1.1. 17.1.3,
17.1.5. 17.1.6 ]
16.3 7
Ty MIUC-7F AT UL EBERORS LG, Migd
BARERE X Z < OB TREIRMEZICESEZR L. B,
NG S B OERE Tl MR R & D B\ WS REEE
ROz, TNHITIIA. BE720ME % TIEHRIE R O KE)
RTHIMEFR KD SEWRHEERE 2ROz, £ DM
Tl MKFERBEPZENU R TH -7z, /. RERS
L7zi5A BE5 140 BICIEABAO AT FIREIE
L7,
16.4 {3
BOBSsh7- 7527 VIVIEREIL. /MNEMlERTEe ML
RAEFIVNIZRTT—EIZKDHPPITR-95913ICRF S 1.
SHWXNBEUCHBOEMRHESRT 70— L4P450
(CYP) Iz & REf s, EHRAHYMTHSHR-138727 04K
T 5. in vitroikEh 5R-138727~DR#I2IZ. CYP3AK
U'CYP2B6HE /- 5BHRE LTHET A EARBINTV S,
16.5 HEit
R ABMEICUC-T 5 27 LV 15mg % BEZEO#KS L7z
B #5240 M DI BE D BFEHRIERIX95% DL kI
E L. BHBEO68% D IRAFN S K27% D HEF & PRt S
niz(AHEAT—%).
16.6 REDERZEITIEE
16.6.1 BrEEEESEE
hEEEEMERERE (VL7 F 7)Y T T2 A30~
50mL/min) 2 75 A 7 L L60mg® & BEFO#KS Lz &
ZOEMERBYIR-138727 DB REIX . BERA & B
LTEERO NG o7z, BT AEET 2 RKABERKEE
FERE TIE. BERA & LB L CEERHTR-138727
DAUCHHI31 ~47% K% CmaxH#I20~52% KK L 7z
HNEAT—%),

16.6.2 Fri&eEEEEE
R R P A e S B (Child-Pugh#3%EB) 12, &5 1HH
T ATV N60mgkU#52~6HEICT I AT LI
10mgzIHIBKEO®REG L EHOFEEAHD
R-138727 DY ENREIL. B & B L TEITRO 5
Neh o790 (NEANT—%),

16.6.3 SinE
BiRE (75U I, #E1HBEICT I AL L20mgk
UHE52~7THEIC S A7 L )L3.75mg#% | H 1 O#S
L7z & EDOEHERBYIR-1387270H Y ERE1L. JEEE
CHEBLTEIRD NP o723,

16.7 EYHEE(ER

16.7.1 4 vaFV—=IL
TS AT VIIERIE E CYP3ARERITH S, FaF YV —
VR E U256 OEERBIIR-138727 D3 Eh i
&y I AT VIVIERRIE B S & B LT Cmax A ) [E]
BRI E (60mg) # 58 TH46% &% ORI & (15mg) #%
SHFE TRIZ4%ET L7zA, AUCo 24 \DHEIIFTRD SN
Bolz. Eioy M/MREEINHIZE (20 M ADPER) 1&
e EEHE R CHERHAERSKEOWTh r haF-y —
LVOMHIC K BHE2ZZ T 2D -0 (HEAT—%),

16.7.2 U770V
CYP3A. CYP2B6D#FHEEATH S 7 7 Y VDK
5(600mg/H) &, 75 AZ VIVIERRIEY [0 & H &
(60mg) B 51 K OHERFFH &2 (10mg) % 5% DR-138727
DRBICHERZ RIS LD > HEAT—%),

16.7.3 SVFSY—)b, S=ZFIV
Fa bRy THERI CHBT VTSIV EGHLE
AR L2 ERAICHH 5 =F Vv LA LZEA.
TIATVIVIEBER M S & L TR-138727D
CmaxA 77 A7 L 60mgh % 5K T 14~29% KT L
7z, AUCANDFEZEIZRD SN r -7, £z MM
SEMHIEA (M MRIEE L OIFD X PRI X 2 EEZ T
B0l W HNEAT—%),

) AAI O AR B R AEBIRE AR (PCIL) A3 & h 5 M DR 8 T A E &
i E20mg, MERFHE3.75mg/H. REM M M EREE CRME 7 7 0 — AR LU/
M DFAZEICFE S ) RO FFEHIHITIF3.75mg/HTH %,

17. BRRRGHR
17.1 BMERURLECET 555
(RMBAEIREF (NREIRCE. FFESTEFDEMERE, STER
IDEREER) )
17.1.1 EASE MR
PCIZH#EA & N % T5E D SRR RE R B (R & E S E |
FEST BAOAFEZE. ST ERDAIREZE) BE 1,385 2 iR &
L7ENSIHEEEREERRIC B 5% E524B%R LT
DEBLMEA XY POFERRIMOEBY TH - 721V,

PCI#EH 7 E O 2 M E R (R L ERME. JEST LR OFHBE,
STEROHFE) BHICH T 28524 8% E TOFELIME A N>
b DFIHAR (EINEE MAHEE Rk 5R)

NF—FH

SN ) o
TIATVIVED | 7a RV VR (95% = #AIX )

9.3% 11.8% 0.773
2R (fyl!
SR (IR0 (64/685) (80/678) (0.557,1.074)
a)DIMESE. JEBFEME DA REZE KX OFEBFEE B MR R OB &L > FRA > b
b) 7 A »81~100mg/HEMHAL. I A7 VL2 EARFAR20mg. HRHR
3.75mg/H
)7 AEY »81~100mg/HAZHH L. Zu ¥ R LI zaEarHE300mg. i
&75mg/H

BIERFRIEE X, I AT VILVEET47.7%(327/685H1)
70 R VILEET39.5%(268/678f) TH > 7= E7H|
ERIZE RHINT, 75 A7 LILEE9.1%(62/685/1). 27
YR VIVEET.7%(52/678f) TdH - 7z,
TEEIIR/ N A S 24 (CABG) ICBHE L 72 Wy KRHIMR OV
MOFEHERIZ, 75 AT VILEET5.7%(39/6856]), 71
RV LEETA.3%(29/678%]) TH -7z TDH B,
PCIOEGMIEDFHERKIX, I AT VILEET2.8%(19/685
Bl). Za R UILEETL.8%(12/678H) TH - 7z,
CABGIZEIE L 72\, KHIM, /NI R OB RAYIC B 22
HIMORRRIZ, 5 AT VLILEETI.6%(66/685(), 7
DY RZUVLEETI.6%(65/678%1) TH o1z, B, &S5
HTHI4ALNICCABGHHE{T S N7z BETO. KHIM,
/NI R OB R A BB A HILE. 75 A7 L ILVEETLOM
FOflic, Za b R LUIVEETOBIFR7HIICHIA Lz, [8.1
ZHE]
7B, PREE RS 2RE. FARREETH -7z, (7.3,
16.2.1 Z#]

17.1.2 /B MAEEER
PCIZHEH & 15 FE O &M iE 2 3 (R ESRIDEE
FEST LR OEZE, ST LR DIEZE) B# 13,6192 0%
E LN ENME_EEREARICB T2 EELME A RV
FORELIZRDEBY TH 7212,




PCLEM T E O 2R (R R ESDAE, FEST LA DAGIEZE.
ST B DifEZE) BT B 2 EEOME A N b ORBLR (5

o8 TIUAH B PR AR )
FEBK (F150) NN
- NY— R
75 27 L LB - Pf®
’5 ’U” Eo’ F\’&Si’/’}’l‘;ﬁa’ (95%'{!:! *EIZFEﬁ)
9.44%
, (643/6,813) 0.812
SETEREIRB R (K L do% (0.732.0602) |P<0001
(781/6,795)
9.30%
REEIDE (469/5,044) 0820 |h 000,
JEST bSO g 11.23% (0.726,0.927) |1~
(565/5,030)
9.84%
. (174/1,769) 0.793 3
STLADAREE 12.24% (0.649,0.968) | F~0-019
(216/1,765)

a)DIMESE, FEMFIE OFEE R ORISR OEEG LY FRA > b

b) 7 A¥Y »75~325mg/HEMHA L. I A7 VIV dE AR FAR60mg. H#HR

10mg/H%6~157 ARHES L7z,

)7 A ¥75~325mg/HAEMA L. 70 R7 LIV 29 EEkHR300mg. #EH

#75mg/H%6~15» ARMES L7z,

d)Gehan-Wilcoxontfi€. mHNCALEMRE/FEST LA DHBEERE 2 NRE Lz
MEERL. 7IRTVILOBBESBEES N 2HE&IC, STEROHERE 250

TeI RTORMEEIERBEE 2 NRE LB 2 £l & L,

EEZHRARKBPHEEZ., 7527V LETS80.3%

BIfEFBUBERE X, 79 A7 L IL2.5mghtT32.4%(12/37

B, 75 AT V3. 75mgRET48.6%(18/37fl). 7 uE
RZVIVEETA44.4%(16/3661) T > 7. EEITERIZE

THIMT. 7T A7 L V2.5mght0%(0/3761). IR
LIL3.75mg#f16.2%(6/37f1). Z7utE R LILEL11.1%

(4/3681) Th > 7z

CABGICBIE L 72\, KHIMR O NHIOFER LR, TR

Z U IL2.5mghETc0%(0/3761) . I AT L IL3.75mghET

2.7%(1/3761). 7 a R T LIVEET2.8%(1/366) TH -7z,

a)7 ALY »81~100mg/HEMA L. 7I AT LI %W El&fiHE20mg.
HMeEFEFAR2.5mg/H

b)7 A »81~100mg/HZHH L. 77 A7 L)L %) a1 E20mg.
HMeEREFAR3.75mg/H

Q7 A »81~100mg/HEMAH L. 7O ¥ FZ L% E&fRH&
300mg. #EREFAR75mg/H

A)BEELTHELLBETH Y, MatPH 2 LB BE Tl 0,

(EMMARIMERSE (KMEY 70— AEEXI(E/NDEDEZE
(S D) R DEFIDHD
*17.1.5 EASE MARER (MMM EREERE)

R I P I e BB 3, 747 Bl 2 R & L7z, ENEE T
TEERRERICH T 551048 % E TOMOME R AN
Y rORERRIZ, TR VUIILEET3.9%(73/1,8854) .
U RZUILEET3.7%(69/1,86201) Th 72, Z70Y
RZULBICNT B2 TS AT VILEEDY 27 H(95%(5%E
XR) &, 1.045(0.757~1.443)TH V. 95%EFHEXE D
LIRIEAERNICEE U JELHIRAEL.35% k- 7z 2 &
Mo, ZUu R UVILBICNT 575 A7 VDI ES Y
WERREE S Nz o 7z RRIBIOBDINE R A X2 b DFB

(5,416/6,74161). Z7atRZLILEET0.0%(5,374/6,716/1)
THolco EHMEEERRIIBE T, FTRTVIVEE6.9%
(468/6,7411). Z7a¥ R 7 L ILEE3.9%(262/6,716f1) T
Hole
CABGIZBEE L 2\, KRHIME OV MHMOFKERIE, 75 A
T VIVEETA.5%(303/6,74141). 7 0¥ R 7 LVIVEET3.4%
(231/6,716f1) TH -7z, 7B, CABGHHEfTSN/IZEET
ORHEMOFERRIZ, 75 AT VILEETI1.3%(24/21301).
70 R 7 VIVEET3.6%(8/2240) TH -7z, [9.1.5 BIR]
) AR O AR RIE, R AOEBIREARN (PCI) 28 H S h 2 R 0EE T
A A R 20mg. MERFRIE3.75mg/ H R IR 0 R (ki 7
70— AL/ E OPAZEICLE S ) B OEHIE TI33.75mg/HTH 5.

(ZERLE. FRIBAEOEIESE)

17.1.3 B MAHER

REMDE. BRI OHHEERE7740 2R E LIZEN
BIH_EERABRICE T 2R 524K TCOFELME
ANV FOHEBRERIIRODEBY TH 729,

ZEPE. BIEEOHEEEFICB T 2 RE24HRE TOEH
IDIE A N> b DFEBLR ([ PEE AR ER R EER)

75 AT VIR 0¥ R 7 LILEE) D

i, ROEBYTH T,

RE I P i 1 PR R B 1 B U B 5 1043 1% & T OIREL R D iy
IR A N> b O FEBR R (PSS MAR R R ER)

FEBLR (FIE)

AR

Juv R 7 UIVED

Y27 H
(95% (S HEX M)

i i A1 A I
PR ik

3.9%(73/1,885)

3.7%(69/1,862)

1.045
(0.757,1.443)

KIE 7 7
0 — LBk

3.8%(21/553)

4.8%(26/546)

0.797
(0.454,1.400)

/MILE DFAZE

3.3%(19/583)

3.9%(23/593)

0.840
(0.463,1.526)

Z 0o FHR
IL&kbb0D

0.0%(0/35)

0.0%(0/49)

(=)

JR AN

4.6%(33/714)

3.0%(20/674)

1.558
(0.903,2.687)

a) TOASTHHIC B 2 KME 7 710 — Lt NIEOHE, ZofOFERICESHD

RIGFEEARHO VTN ICFEY
b) MiEZE, DAEEKR O ZOMOMEFLOEET Y FAL > b
) /I AZ VIV %3.75mg/H
d)Z7a¥ F7LILE75mg/H

FEBLR (F1%) 4.1%(15/370) 6.7%(25/372)

a) DIESE. FEBOEIEDAEER OFEBEEEB MR R OEE T Y FRA > b

b)7 ALY > 81~100mg/H&HE L. 7527 L L% AEEFAR0mg. ME~AR

3.75mg/H X3 ¥ [l & fri % 589 I MR B 3.75mg/ H

)7 A »81~100mg/HAZHA L. 7 R LIV 2e)EEkHR300mg. #HiEH

B75mg/H X 3E A FE#R S IR A& 75mg/ H
A)ZEELLUTHRELLHTH D MEHERN 2 HBOIREE Cld 7z v,

BIERSBSEE L. 9 A7 VIILVEETA43.2%(160/3704)
70 R VILEET39.8%(148/37201) TH > 7= E74HI
e RHRILT. S AT VIVEEL2.7%(47/37041)

Z7a¥ RILUIVE.1%(34/37261) T - 7=,

CABGICE#E LW\, K. /NI ORI EE
HMOFERBIZ, 75 AFVILEET5.4%(20/37061) . 27
O RTUVILEET6.2%(23/37201) TH -7, B, &5
TH%I4HDINICCABGHEfT SNz BE TO. K.
ANB IR OCEERMICEE B, 75 A7 VILVEET3H

F3FIC, 2O R LVVEETIHIFRIFICFHR L,

mB. MEARRS2RE. RABREEGTH -7, [7.3,

16.2.1 ]
17.1.4 EAS D185

LEPE. BRIAE O EEREA2200 2 R E LEN

BIERFBRHE X, 7 A7 VILEET32.7%(617/1,885
Bl). 7 R7UIILEET31.4%(584/1,86261) TH - 7.
TSATVUVILBTOELZE/EH IR THM7.4%
(140/1,885M1) K OB H1M4.7% (89/1,885H) TH - 770
EmEENTHM. KHMROEKRNICERE 2 HMOFR
KX, FIATVIEE6.1%(115/1,885%1). 7av¥ R7 L
JUEE5.9%(110/1,86261) Td - 7214 19,

7B, FARBKZRETH 7. [53. 55. 7.5, 16.2.1 ZHH]
EASE IEER (WEEBRY R IAFZHE I DM ERIE
EEE)

MR FED Y 27 HT2 2 H T 5 AR MENEEREY 234
Bl RE U BNENH - EERRBROICB ) 21548
BB EFTOMDIMERA XY FOFERRKRIZ, 5271
LB T6.8%(8/118%1), Zub FZ7 LILEIT7.1%
(8/112f1) TH 7o 7O RZTLLBIINT BTSSR Y
VIVBED Y 27 H(95%FHXE) &, 0.949(0.369~
2.443)CH o1z

BIVEFRSIRSEIZ. IS ATVIEETLIL.7%(14/12061)
70 R VUIEETLI49%(17/1146)) TH o720 T A
TVUNBETOELZEIERIZRHIN3.3%(4/12001) KUK

BIH_EERRBRICBWVLT, B (750 L5) K AE
(50kglR) 0 BETOHREG128% E TOFELME A X
YA, FEBFEEROMEE, FEBEEEMEAR. FAR
BT 5 DHENK I THEROERLY RRA Y MO
FERIL, 75 A5 L IL2.5mghE) T5.4% (2/3761). 75
A2 L L3.75mgREY T10.8% (4/37f). 7 R L)L
B 0C11.1%(4/3661) TH o720 (7.4, 9.1.4 BHE]

_5_

H12.5% (3/12061) TH - 7=,
EaEB T HIM. AH IR OV R AYIC B2 72 H I o) 37
Rk, TIATVIVEES.0%(6/1206]). 7a¥ K7L I)LEE
3.5%(4/114%1) Td - 7219,



7B, RAIR®RES TH -7z, [54. 5.5, 7.5, 16.2.1 ]

a) il EE, FREFRAIE. BERE S % WL I BB IR O & P U R FEIERT O
MEZERE D D

b) TOASTHHHIC B 2 KIME T 7 1 — AFELXUE/NIEDOBZEDO LT R
%4

ORRBOELHEMNIZ O R LLEBIINT 52 7S AT VLEEDOY A7 H
O SHEEMEA 1 % RS 2 & O BRUEFIRIE. E NG IHERER (B i
i M i o FB ) OFERE D 5 R G FIRERASEB LN O 7 0 ¥ R 7 LIVEET
ORDINERA XY PRALEZABERBEL D, JUE R LVILBICNT 2
TIRATVVEOEDOY A7 #%0.4~0.8EBE L& &, 1106l/BTD
WY AT LD SHEEED LR S 2 HHERIZ8L.2~55.9%& %5 EN5
2504 (12561/8%) £ 8E-

d)RifEZE, DAEERVZOMOMEROEET Y RAL 2 b

e) 75 A7 LI %3.75mg/H

f)Z7a RZ7LIL%E75mg/H

18. FERFIE
18.1 {ERER
TIATVIVEBRIERZ 70 N Ty 7 Th D EENTHEER
AP S Nk, VMR EDOADPRZEAP2Y 122 2R

K OIS T 5 C & T/ MRS R IIEIT 51720,

18.2 I/ \WR{EFR
BREEBRBY (v b, 4 X, FL)IROBRG LTSRS
LViE. ADPIC & D EfE S N 5 I/ MG 2 M L7z,
R A23FNCHRIARARE LTSI A7 LL20mg%
Hic#s5 L. BH2»SHRHAE3.75mg/H 26 HRE#KS L7z
E& IM/MREEIMEIER L. WEAaRERES 1 RREZ > 53
RPICHHR L7z, 20mgOFIEARHRICED . M/ Mg
MR, WEAERS ] HREZIC34%. SKEI% IR EE
52% %R L. fERHERSHAR SIS ITRMS S ETHER L
j—:B)\ 17). 20). 21)0

18.3 HiMie{ER
Sy FEIEIRY ¥ >~ bR FILROBERIIC & 5 BRI
BEFLICBWT, 7SR LVIVIERO®SICEY, HEIC
RE L IR ZIE Lize 5y NEIEIRY v > FEE
TFIWICBTZ T AT VIVOHIERERE. 7AE) Y &0
PRI K DRSS 717 2D,

*18.4 IRREEEFIVICH T B 1ER
Sy POFEEETVICBWT, 75 AT VIVERBEZZED
BE5T5&. DFEEY A DR Lz, IR LILIER
A5IC&D. Ty MR CERENEEE T LIZB L
TIEEY A X 2@ S8, Ty MRMBIRAZEEETILIC
BOTTHEOREETZINE Uiz, =27 A V)L Mkt
EETNLIZBWT, 7I9AT7VILVEREZROKET 5 &,

FumizlEAA RO 5. BIERIEEEEARD U720 2, 29,

19. BHIES (CRE T BIE(EZRIFR
—fg& 1 75 X7V I)VIEEEE (Prasugrel Hydrochloride)
{24 : 5-[(1RS)-2-Cyclopropyl-1-(2-fluorophenyl)-2-
oxoethyl]-4,5,6,7-tetrahydrothieno(3,2-c]pyridin-
2-yl acetate monohydrochloride
C20H20FNO3S - HCI
409.90
HE~HHEEOREXISEREOMRTH 2.

Y
0 H )
H;C S
Sﬁﬁjjxfkl
S

0 RO A S R

SFR:
NTE:
LI
BER -

B = 178~179C (i)
DEFRE : log D(HPLCH) ; 3.23(pHA4.5)

20. BiRWL EDFE
(OD$&)
RHIEEICHERAARIC L2 RERIEBORENAONS L

PHB. Flow TV IVT—HEARIDEREE T TRET S &,

21. EEBSR
EFm Y 2 7 EHEE 2 FED B BMYNCERT D Lo

22. G

(74 IV ~EE2.5mg)

(PTP : #z2J8HIA D) 100%E(10%E X 10)
(L7« IV ME3.75mg)

Offi: N7t R2RAFIAD) 1008

(PTP : BZEEHIA D) 10088 (108EX 10) 1408 (148E % 10)

500%¢ (10%E < 50)  700%E (148 x 50)

(T4 IV hE5ME)

(PTP : B2I8HIA D) 168E(8%Ex2) 808 (88EX 10)
1008 (10%€ X 10)
(T7 4 IV ~OD$E20Mg)
(PTP : #2M8HIA D) SHE(SHEX 1) 20%E (55E % 4)
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