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JEE (mm) 3.9
B (mg) #9207
Q) #Aa—F
¥y 7Y A D375
4) HEIDOWMHE
YRR L
(5) it
Y LA
2. HADHEK
(1) BHESD GEMERS) OEERUHMF
R5E44 ¥ 7BV el B
1 BEh
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HIEE E A =)L 1%H 25 H 34 H 6 % A
3 DT 4
SR (B - IR Eéw \M . X (AP X (READ X (AP X (AP
a—7 4 VT EE
ixE
R TTH Hk 0.3 0.3 0.3 0.3 0.3
wE (%)
i E
TAEY Uk 0.06 0.08 0.10 0.12 0.20
B U FAME (%)
R T~ N N N N
I Bk WA Bk bk A
TR N N N ~ ~
S WA WA WA A A
a8
. 103.0 103.3 100.0 99.8 100.5
RI2TI7H (%)
100.0 100.3 97.1 96.9 97.6
AR (%) [ ] [ ] [97.1] [96.9] [97.6]
Pa=N
o 100.0 100.2 100.2 100.7 98.9
TAEY Y (%) [100.0] [100.2] [100.2] [100.7] [98.9]
EIFE (%) ] ' ' ’ : ’
L n:p\g 723
RRRE (Z510) 0.6 15 16 1.6 1.6
(%)
A (BEE) (N) 147 138 134 132 129




PRAESA: - 40°C, WEFT (Bt 7 Ak, %)
Xy 7Y UEdAEE (Lot No. : HO004)

HEEH A=y 1% A 2 %A 34 A
ML (B3 - TR H D P O SEA i L Eieie L Eieie L
HRYE
N TTY ok 0.3 0.4 0.5 0.5

i (%)

e

TAEY Uk 0.08 0.07 0.10 0.14
B U FAME (%)
M
WA WA We BA
BT = = = =
eI W o o o
FTAEY v
e 102.3 100.2 101.5 102.9
R TIHFL (%) ' ' ' '
. [100.0] [97.9] [99.2] [100.6]
RfFE (%) ]
a8
FAEY Y (%) 101.0 100.8 100.6 99.9
\ ’ [100.0] [99.7] [99.5] [98.8]
URfF%E (%) ]
R (BEHE)
0.6 0.6 0.5 0.4
(%)
WE (BEE) (N) 120 113 112 110

(REFE - 77—~ a—TF f AP AT R)

1. AMERUBREOREN
A% L7

8. fhFLDESELL (MEILFHEL)
L

9. BHH%
7 HMRER - oS Rk

10. &&-a%
(1) FESADELGRSR - AR, NEVRRCESR - 2EICHT 2HFR

Y L

2 |a%
PTP 100 £ (10 $£X 10, FZEEAIAD ). #i 500 88 (XT . HEAIAD)

Q) FREE
A% LR

10



(4)

11.

12.

BHROME
PTP G2 : PTP o — b, #olAl, 7448, &5
WEE RV ZF LU, RVZF Lo 74 vh, R Ta Ly v fEsHl,

AR S h S EHE
A% L

Z 0t
MR L

11

¥
/|

HiS

G



V.

1.

(2)

AEICEH I HIEB
SNEES 250

4. PEERIFHR
TRABXIEMRICE T 5042 - EREAOING (BEEXEI+ZHEESEORENH S
BAHEICRED)
CBRDE (BERERME. FRERME) . DHEE. EMEKOEREE (—@1%EREE
mHFfE (TIA). BtEEE)
- BEIAR/ A /AR 7T (CABG) 855 WNIERBZEREBIARAZAM (PTCA) FRITH

EER I RICBET 5T E
RE STV
BAZERUHA=ZE
BHiZERUVHEEDEDR

6. FIERUAE
WE, RAIETH LE L8 (FAEY /R 7ZH L LT 100mg/10mg) % #% 1 #% 5
T5,

FERUVAEDHRTERE - BHL

FRiZ DR E R L

KRNOEERS THHR ) FT7H o MEAET A CEGRICRIT 2 B T+ 5
BEOFFRIME ] ITHWDEEE, ROT A ) & DRE (BRLERE, REERE) .
OAEEZE, MR M AT FEE (— PN 2 AE (TIA) . WSEZE) (230 2 it - ZERRTEAL O
i, FEBEIRNA N2 (CABG) & 2 WIEHREARE BRI A (PTCA) Fif 7122 3s1) 5 ifAe -
RO ICTHWDHEEOEBHEZ, wWInd I HI1EEARGT L) Tho,

F 7o AANO THEY PR REMERER & & F O 2 MR (TAK-438ASA-1001) | OFEHRND
N T T D Cona TR TG & LG U CTREE G TR < 2 22338 Hiv7e s, AUC (12
DWVWTIIHER TG & B%E G TRERENVEZALNT . T ALY VREILIRD Cuax (THEE T
H L U CABRETEL R2MEANERD b, AUC 2oV TIHiR FTRE L a%ky
TRERBEBNIL LN -T2, ((VL1. B BE - HFRAEOEE] OESR)

UbkXv, AFloREEZ A 1REEODEESTS) &L,

FAEDETEIRRL

R TITYHNT MEAET AU BRI 2 B S+ R IES O sl (2xh3
%A M K OV R ME D HERR S AL, MREARE ST RS S AGR HIE R OV &l Tl s, A
AR, 7L LT1EImg % 1 H 1 RROKSGT5,) Thbd,

TAEY ORI L TL, EFMERAICT A8 ) ARG5S A EE121. 100mg Aif: TOH
HERfEREIN WD, £, KAET A O RMEGNMLE T, 0 FIEE XIE+
BB EE AT 5 B 2 U5 L7 AR RER (CCT-302) ([2BW\W T, [KAET AU VO H
BY 100mg/ H T - 7R OEIAR 1T 2IRD 89.4% (555/621 f5l) Th o722 Lnb, KAIOT
A2 CHEE 100mg/H & T 52 LI3RYTHDL EERT,

kX, RFOREIX, [7TAEY /AR 779 & LTC1 HEEE & 100mg/10mg)] & L7z,

AERUVRAEICEET 5FE
BRE STV R0

12




5.
1

B R RICHR
BRRT—81\v 77—

i -
2 smons i ik Rl P R O sy
24 = o THA
RS
%1 fREERR N 1 | 3Bk 1 FEEM AER L
B L FRBR 24051, | 7 v 2 F | TAK-438ASA 1 $EXIIAR
TAK-438ASA Hilr] EHERF) | —— J TV BE 10mg, T
BE LRIV AFABR 240 1) A BV UGEESE 100mg
VEER DT AEY (#5120 f51)) %1 5
U IBTRSE DO E IR TRO&RS
[BI 5 5D L) w2 o
[R5 PER R 12 ) (&FE 6 R 2
1) TAK-438ASA 1 §E
A2 AR T s A B
TAK-438ASA O£ £ 30 ISR O& S
FOERGR
TAK-438ASA-1001
RRiNEg
% 1A fRERERL A B | 64 IFEM R 7T 40mg
EHRE7TAEY » T ALY > 100mg
NI NSAID & o3k =i =70 ol N Ry N
WyIAR B R 60mg
TAK-438/CPH-003 vorouaZxFrF U UL
[BL#Z k] 25mg
AW A A 10mg
1 H1[E o
M HIRHEE L, vy a7
7 M, FHHIE 6 ARIGE
BhE (exyForzFk
VortrarzcF -k
DRy SN & WERREINE 7354
b ZnLoNE1L A 1EL 8
ABBE) ©5 HEICHHR
5
S IAH BHET 2 | 621 {4 “HEHEMR | R/ 7 TP 10mg, 20mg
EHRHETAEY v | VoREEE HEVEE] | 50 Y TF Y —)L 15mg
BRI —E | 24EETD £F 1 A1 REE#%ES
B R R BT+ O
TAK-438/CCT-302 ZiEBEE O
[BESZ R BEEHT 5
A
HIAH CCT-302 3Bk | 439 #4i HEMHR R 7 Z ¥ 10mg, 20mg
THAET A AR | 28T Lt V7TV —/L 15mg
EETIS Bk | B 1 H 1 [EEIR%ES
B HRB (CCT-302 O

AIROMGERE G545
TAK-438/0CT-302
(R R

TAK-438ASA : 7AE Y LR ) 7FH & LT 100mg/10mg 567 HlLAHE
NSAID : Non Steroidal Anti Inflammatory Drug (FEA7 1A RIHEHIRERK)

© : FHiEk O : BERHEE

HEE - AFNOAGE Sz kR O H R,

Fe@dr, AIZ L H 1B 18 (TAEY /R 7F7HF 8 LT 100mgl0mg) #RNE5+5,) Tho,
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(2)

©)

(4)
1)

BRI
LR L

RERISERFER

MG R L

REEAIEAER

BEIRGEEAER

Z %y 7HTIE 1 1E 10mg OHEROHEICTERAEY A L offil%he (RHET
A GRS T 2 BRGSO TR ORREME) 2RE L THD 2 Enb, AHIT
IR BERR G- & BAIOF I G- O B RE DR 21T 72 o 72,

LIRS & 7 % v 7 BE D% Y R REZK RN D B R AR BR A 2 R T

BRE7RAEY VIRERICHE T2 EBBEFENG —E5RILKHER " [CCT-302 588 : JFH 14 ER]

18R H i)

BRAET AV (LDA) EMEEA20E L 42 FHiEE XTI+ RBBEEOEEELHT
LZREEMNBRLE LTIV YT T =S T DLW ERIET D EICE VAR, TIH
V7 VB ORI E MR T D,

BT YA

S ItE, CEEMR. BESEIT, FEOSM, WATHER, 3 BEHE

TRBR D FEAH

ERIIAR, G928 00E I B9 2 beigors IREAER

SES

BHET 20 CRHRGE2MLEL T 2HBEXE T HBEGOREL AT 2848

EEVAST 2/RE-

(D) 1Bt E (Bt R E, BN EF EES) (285048 - EZRBAMH DD
TR ks L TR BT ZA Y  ONIRDBSERE
Q) BT+ THRIBoNBREREICL Y. LLTD 1) Xix2) %2ii-4#&
1) #EAEA(L A ONESHRA CHEAYE (RIBBRCI%. FARN, BEd, BLpEL
EFRT D) DHERSNGA
2) IEAEZALH O NBREEIRE X 0 BN S S N7 NHREEIRE CTIES; Gmm L EOHE
RO KRR XUTIEEREE AR S G E

T bRah I UE

(1) A2 U —= 7 AR 84 HLUNIZIEBRIEDHE G472 . mEITIRER T UIIRE
THELTR ) IV T ABEOR G2 T -2 RN b5H

Q) BAET ALY COBEROCHELOCHRZEETET L TEOHHH

(3) #EERL A OE T+ "Fa O WS A TR Gmm P Lo [3 2 0 5 RBER )
ST HEEH M SRR S =3

(4) BERMWN % RIAETFilr (L E IR, REMROIBEHNS) 25210728 X
=T TEDHLHH

(5) /NMEHE L, RIS i SR KA OV L H 23 4 5 4. Zollinger-Ellison JEBEHE,
L <Moo B BB R s ER B OB, AR b D H

kS

621 il (R 7F4> 10mg : 202 i, &7 74> 20mg : 2026, 7277/ =)L 15mg : 217 fi)

B I5k
FEREED
514

CWEBREEAR ) T 10mg B, 20mg BEXIXT V7T =L ISmg BRI 1 12 1 OF]
B CEEAELCE O 1172,
IREIIBRAARE 2 D WP OSA S 1A 1 R 24 WITR O G U, RS T
BRI R SN RE L, ZORS CHRBRERT L,

27V —=v 7 (35~4 H) | TERE (24 R |

R 77Y L 10mg (202 i)

R 7 TY L 20mg (202 i)

Z 275 —)v 15mg (217 i)

| EART A Y X RSB RO BB R O &
MOPTHORERECTHEMRET AU U2 Lz, BART ALY i, B< & bIRBRER 5k
HETICEEZRBL, T 1 HHARIZ81~324mg & L7z, FHIE LTEART AV » OfEKL
UREROAREER LRV L& L,

T EEH I H

e 5 24 % 0 IR T+ ZHRRRIE O B R
KOGBFNO NRBIRANIZI0V T, 3mm LLEO I &£ 5 RN RE L 72 B TIBIG I L HIE LT,

Rl R EFATZE

£5- 12 8% O BRGSO+ RIS ORER, §OMBEES, - HREOMBEGE.
B U HE O MR OFIER, B U+ FEBIEGE O3 £ TOHH

HE - AFIOARR Sl AE R ORI,
@R, BRAZIE LA TR 18 (FAYY VR 779 & LT 100mg/10mg) % N&E5T5,) THD,
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Z Do

et AEES, BRRARE, ODEX. S ZFA 0 MIETA R AEROART

S B vl - E

FHEFMEHICONWT, R/ TTH 2 20mg #EE T2 Y 7TV — 15mg BEIZx LT
T Farrington and Manning |2 X 2 3ESHMRMEE FEE L, AE THIVUIR / 77 % 10mg #f
VTR

& T Y7 Z Y — 1 15mg BEZ%E L C Farrington and Manning (2 X 2 3E4 AR E & 5k L
7o FFAIRSME : 8.7%. AEAKYE :25% () I,

HE AR OAR SN AEROHERT,
MEF ., BRAZIE T A TEEE (FAYY VR 779 & LT 100mg/10mg) % N&E545,] THD,

DEEELSR
. N TR TS T =)
HH #7 Y 10mg #f (n=202) 15mg #f (n=217)
il (%) A 68.9 68.3
IEERE 8.0 9.1
MR [ (%) ] Bk 166 (82.2) 178 (82.0)
Pk 36 (17.8) 39 (18.0)
BMI (A7 U —=27H) ERIE 24.40 24.48
(kg/m?) U 22 3.40 3.23
— LB H ) FHA 44 (21.8) 49 (22.6)
B [ (% BUE, WY T 47 (233) 47 (21.7)
e BACBIEL TR LA 111 (55.0) 121 (55.8)
BT LT EHA
BT 69 (34.2) 62 (28.6)
e (o WiC2, 3 REESRT 31 (15.3) 30 (13.8)
Rk Lo ()] Hiz2, 3 HEEEM T 28 (13.9) 28 (12.9)
BLEERN 74 (36.6) 97 (44.7)
H. pylori TEEZ W [E4us 118 (58.4) 127 (59.6)
(B3 (%)] [ 84 (41.6) 86 (40.4)
CYP2C19 #fn 1Rk EM*! 163 (81.5) 187 (87.0)
(B3 (%)] PM*2 37 (18.5) 28 (13.0)
BHET AEY v ORMES
ICEDBHEEA (% (%)]
RO 2R H 121 (59.9) 136 (62.7)
o L o A B 76 (37.6) 71 (32.7)
Z Dt H 44 (21.8) 39 (18.0)
B 5TEAET A | JRBREREHLG B O 1 FaiR 21 (10.4) 16 (7.4)
v DO 5B AR TRERIEE 5-BR4R A O 1 1A D 35 (173) 30 (13.8)
(1% (%) ] 3 HERTA ' '
TRBRIE 5BREG A O 3 201 Ei 146 (72.3) 171 (78.8)
BG4 2EHET 2 81mg=-=100mg 194 (96.0) 209 (96.3)
YORE B (%)] 162mg=-=200mg 8 (4.0) 8 (3.7)
B AN O &
s (%)] H 85 (42.1) 91 (41.9)
AR [ (%)]
VARl RV % i3 B 45 (22.3) 39 (18.0)
INT 7Ry TN H 10 (5.0) 15 (6.9)
F 7 n vy R H 8 (4.0) 17 (7.8)
Z DOt H 30 (14.9) 32 (14.7)

X1 : extensive metabolizer %2 : poor metabolizer
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QEMMEDHER

) BEENITHEREEOBRE (%524 B%) (XEF@EER)

#e b 24 1% O BIEG T+ ZHRBRIGOBRERICBNT, R/ 7 TF 2 10mg FEDOTF V7T
Y =)V 15mg BEIZKTT 5 IELMEDRRFES 7z (p<0.0001),

AT T7Y L 10mg Z V77—l 15mg
BEE (%)
RHEEME (FR 8 FHm 3150 0.5 (1/197 1) 2.8 (6/213 #)
LI {81 95 %15 8 X fHi ] [0.013, 2.796] [1.041, 6.030]
BRER (%) OFKGERHE 23
RHEEME (1R 95% 15 51 X fHi ] [-4.743, 0.124] —
L ERE Y p fif <0.0001

a) N T T 10mgHE— T Y 77—/ 15mg B
b)yvs 7V T TV —) 15mg . FFRIRFE % 8.7% & L 7= Farrington and Manning |2 & % FEHVERE

i) BEBEXIEI+TIEHESOBHRE (85 12:8%) (BIREFMEER)
#5512 BH%OBEEEG I+ RO/ RRICBNT, A ST 0mg ##& 7V 77
Y =)V 15mg B CIIAEREITA LN R 2Tz,

AT TV 10mg Z V77—l 15mg
BEE (%)
RHEEME (FR 8- 3150 0.5 (1/196 1) 0.9 (2/213 #)
LI {81 95 %15 #E X i ] [0.013, 2.810] [0.114, 3.351]
BRER (%) OFGERHE -0.4
AHEEAE [ 95 % 15 X ] [-2.064, 1.206] B

a) RN/ T TH 1omg#E—F VT TV —)L 15mg B

i) BRIITZHEHEOHOMREDORER (5 12, 24 B%) (BIRFFHEEE)

BT+ GO HIMEREORIEIX, R 779 10mg B Clash 12 %, 24 H%E HIC
HHNT, TV T T )b 15mg BETIER S 12 #1% 1.9% (4/209 #1) . %524 #84 2.9% (6/209
B IZH BN,

iv) BEBXII+THERESOBERFCOHM FIXRFHEER)

BIEE T+ AR IBIEE O R £ TOHIMIC OV T, Kaplan-Meier {42 M L. Hi&E XL+
RO BBEHEREEN LR, A 77V 1omg BILFHEHIR 2@ C oy 77
—/L 15mg B & Lbie U CRIFREE UKo 7=,

Fio. BEE I+ BRSO BR E TOMMIZOW T, Cox BIRGHTET ML EH L7
NI N0mg BED T Y 7T — ) 15mg BRI T BN — b [ 95%E XM ] 1
0.20 [0.0243, 1.6902] TH 7=,
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QEIEMA
BIVEF OF BUBEE J OF 451X, R 779> 10mg & 104% (217202 #) 24 {1, R/ 7 Z7H
20mg #E 16.3% (33/202 f51]) 41 e ONF7 >V 7 F > — v 15mg B 17.5% (38/217 #) 54 £ TH -
Too EZRBIER X, R (R 779 10mgBE1.0% Q#)), R/ 7ZH > 20mg #3.0% (6
B, 77T = 15mg #£32% (SHEDI. TH R 77 10mg #£0.5% (161, &/
TITH L 20mgBE0.5% (1B, T2V FT TV =) 15mg BE32% (761 ], Mgk (R 7
FH L 10mg B 2.0% @ F), R/ 7TV 20mg # 2.0% Q2 F)] ROFEMLE (R 775
20mg BE1.0% Q B, 7>V 7 7= 15mg#E09% QH#)] Thoi-,

[ Z2RITEM]

AT T 10mg B EERBWERIZAONRD T,

R TTH L 20mg B Bge. BHE. DEERRKERES 1 1)

TV T T =) 15mg B - AEREER . BEEAREL 1

(B EGH IR - oA EFSR]
R T THF 2 10mg B G TEEE, (R, BROEE. TGRS, BIEY v~T B, bR,
JRREZESS 1 151

R T T 20mg BE T SIESERA 2 B, Bk, A LT, UBHRE. B, RIEES 14

T VT =) 15mg B T4 B, EEMIRIAE, (ERL, HREVRIERE, KIBR) —7, &
PERESS . AAEPEEIE, IR, Bk, AiiRZE, 3% 161 (TR
K OKRA P X R —E B TR E)

(I E - A EHESE]

FECHNTERD e hoTz,

RERBWEAIL, R 7FH 2 10mg BE. 20mg BEM VT v Y 7TV — )L 15mg BEOIEBBIIDOEED 4 BILL L TH - 7=
BIER & EF LT,
(% 7r % v 7 BE/KRREERL © 2014 4212 H)

HE - AFIOARR Sl LR O I,
MEF., BRACIE LA TE1EE (FAYY VR 7F7H & LT 100mg/10mg) % N&E5T5,) THD,
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2)

T e EHER

ABRRRERI AR & LY b EMEN SN ER Q0mg/ ) NEENTWDAS, B
FEOBIEMEICE L COAH, ZaVElFRa RN mET 2 BB CTEGRIMNHED 20mg/ A OfF
Wb LTV D,

BRAE7RAEY VIRESRICE T2 EBERING RMBHEREHERY [007-302 58]

1RBR D HEY

BHERET A Y ARG RG] —HERIEGER (JofT3Bh : CCT-302) Z 1R
e RET Lo 2% e L, EAET 2 Y v L ORMIFAR GRS 5K 7
SHL T N ORIV RET 5,

BT A

Zfire L, HER, FHM, WATHRE, 3 BEE

TRBR DR

AR, MRS 200 IAE B 2 Ehigeet FREAER

PSES

EIEFRNARAET A ABEHIME —
T LTtk

ERERUER (LT, TR %

F RN L

(1) BMERA (RMPEORE, MmN R ES) (&5 M
TR ke L IR BT A B Y  OPNRAS LB 224
() FATRBRAEM T LI2F

FERRTERANH D 72 8

T BRob L

(1) AR OIRERIEEI R 84 H LIPS TR LIS ORI OB 552 %21 F 1= 38

Q) EHET ALY VOESCHIERVHEZEET L TEOHLHE

(3) HATHRBRO B T+ HIBONRERE CIEE Gmm 2L L[S %5 REERIR)
ST NARSER I AR 23 LB 72 HH A . ATRBR~ D SIS AR5 Y & fIr & 4 5 i3
ERIN=H

4) BEWNZHEE RITT T (RSO, KEMROIBENS) 2532172 HF X
=T TEDHHE

(5) /NMEHE L, KM i SRR R AR OV 8 H 23 8 5 4. Zollinger-Ellison JEBEHE
L <o B BRI ER B OB, XUIADFR B D

Bl

439 5l
(R 7ZH 10mg : 15261, R/ 7ZF2 20mg: 13561, 7>V 77—/ 15mg : 152 fi)

571k -
FERELD
5111

c JATRBR L R —OBERE (R 75V 10mg B, 20mg BEXIZT > Y 75 —/1 15mg
) OFFEARRBRICBIT L,
- VRERHIRIE, R 28 M (e TR OIBBREE GG A oRE L T2l (14) ) |
BeFe 80 M UBATRBROIREBRIE GG E N OEF LT 104 Q4) ] L L,
- NWIRBRES CIEB IR DR SN ERE 1L, T ORRCIRRER T L,
CWTHORERY 1B 1 REIABICRORSE L,

TRIEI (G 52~104 )

FHkGe 5 538k
(28~80 )

R 7FY 2 10mg (152 Hi)

TeATRER (24 M)

R 7FZ7Y 2 10mg (202 i)
R 77 20mg (202 i) R FFH 2 20mg (135 4i)

F V75— 15mg (217 Hi) F )75 =) 15mg (152 i)
KRBT AE U % A SCEICREO BELCHE (B AR 81~324mg)
MEHAET A ) A%, EATHRBRICT S & ik L TiRE- L, 20 1 BT 81~324mg & L7z,
FRlE LTIEART A0 CoBERURAERVREZ LR LAV L & LK,

LRl H

Zat  AEFER

Rl FHAfZE H

LA BRI, DER, S AL IETA N AERONNT > 7T - THE

ASE - BIEE U  IRIREEO R
ZOMD | HHE  EORBIEE, IR ORIBE . H T o MR L O RAER,
AT ZE H BB T+ FE R TE S O P £ TOHIR

EE A OER S AEL O ®IT,
MEF ., RAZIET A LE 18 (TAEY /R 7FT79 2 LT 100mg/10mg) & N#E53 5,1 THD,
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@® EIER
BIVEF OF BB e O 401X, R 7% 10mg & 16.3% (33/202 #i) 45 {1, R/ 7 Z7H
20mg £ 19.3% (39/202 f51]) 55} ONT >V 7T — v 15mg BE 24.4% (53/217 #) 73 £ TH -
Too EZRBIER X, R (R 779 10mgBE1.0% Q#)), R/ 7ZH > 20mg #3.0% (6
), Z V77— 15mg #£2.8% (6 )1, THI [/ 7FH 2 10mg B 1.0% 2 #) ., &/
TI7H L 20mg BE0.5% (16, 727 T —)v 15mg B 4.6% (10 ) ], ekl (R 7
FH L 10mg B 2.0% @ F), R/ 7TV 20mg # 1.5% G )] ROFEMLE [R 775
10mg # 0.5% (1)), R/ 7Z7H 2 20mg B 1.0% QF)., 7> V7 F7Y—1 15mg B 0.9% (2
Bi] THot,
[ Z2RITEM]
R T TW L 10mg B AMERER, KIBR Y —7 IAE, mARYEREZE, FERPEIERIES 1
B CRPEREDS B OV PR Ip3 PR B 1 [R]—E B CHEBL)
RN T T 20mg BE - B2 B, BB, DEERRHERES 1 5]
T YTV —)v 15mg B AR FEBEE. SER AR 14
(B HHIRICE > - HEES]
RN TTH 10mg B BTV v~F, BEA 2 B DRSS, EEVEEE, R, SRR,
HIEARR, ER, IARE, W%, TREIT. ISR R,
RIS, MMREZE, Jei, MARPERREZE, BEPRINPERES 1 6] (BERK
g6, TR N OBERIFIEBME , W ONC IR 28 K O TR fER A 7 13T h
ZIE—IEHITHEL)
RN T TH L 20mg B THI, SIHEAKA 2 B, BPEOARAE, BEEEED EV, R, A LT,
PR, FHEE A E I, ATRERem A S . FEIRP . B, RIER M
O IR RS 45 1 5]
TV TTY—)v 15mg BE - T4 G, EBINREEAS, O, (ERE, SRR, B RIETR
PR, KIBA Y —7 RKAMEEE, HER, BBk, FEHEET
s AR . BAEIROSZE . Wi, RAMERTSZ RIS IE
AINEARZE . 395, KEMRAZEESS 1| 61 (A K& OVRRSPETIE R —
JiE B TR L)
ECICE > - HERS]
R T TH L 10mg B 0 DA 1B, eiiRERIK & OREREGRIZ ARV SRl S,

MERBMEMZ, A 7FY 2 10mg #, 20mg HRNT >V 7TV =)L 15mg HOFEHFLOAFN 5 HILL ETH -7
BIMER & B LTz,

HE AR OAR SN AEROHERT,
MEF., BRAZIE T A TE1EE (FAYY /R 7Z7H & LT 100mg/10mg) ##%N#E545,] THD,
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Q@ BEBEXT+oIEEEENERE

Bh 12, 24, 52, 76 KON 104 HEOBFREEIX, UTOLED THY ., WINOFHIFFRTDH,

TV TT =) I5Smg BEE B L CAR 2 77 2 10mg BEO BRI > 72,

AR A R 7 7% 10mg 7 Y7 F Y =) 15mg
HEE (%)
0.5 (1/196 0.9 (2/213
SEHEREA (96 0 e 410 . 0(13 25”3] . 1(14 33‘?1)]
B 12 W T 95% (2T 013, 2. 114, 3.
R (%) DR 04 B
SHEEME [ 95 % EHE X [ ] [-2.064, 1.206]
HEE (%)
= 0. 1/19 2.8 (6/213
SOHERE N (FER BT S0 [s 0i3 Zf;”;] [1031 6@]
W5 24 B T 95% (< i 013, 2. 041, 6.
R (%) OFEEREEEY 23 B
MHEEME (1A 95%13 #8 X [ ] [-4.743, 0.124]
R (%)
SHEE N (P38 AT 10 O[s 0(113/ 1927 f;”;] z[f 0261/ 2163 (@3]
15 52 i T 95% (< 013, 2. 041, 6.
IR (%) OGRS 23 B
MHEEE (1) 95%13 #8 X [ ] [-4.743, 0.124]
R (%)
. 1/1 . 21
SHEE N (P38 AT 10 0[5 0(13/ 927;5;”;] 3[133;71/ gfs”jj
15 76 i TR 95% (2T 013, 2. 331, 6.
IR (%) OGRS 2.8 B
MHEEAE (R 95% 15 HE X 4 ] [-5.371, -0.187]
R (%)
~ 0.5 (1/197 {5 3.3 (7213
SHERE (R 0 150 [00(13 2;9”;] [13(31 62'2]
W5 104 34 (T 95% 5 #E K 013, 2. 331, 6.

IR (%) ORGHEMHEY
SRHEEME [T 95% 15 48 X T4 ]

2.8
[-5.371, -0.187]

a) A/ T TH lomg#E—F VT TV —)1 15mg B
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Q@ BEAET7REY UHAKEHOMmMEFEAR M) UEHTE

R 7T7H % 1 H 1A 10mg XiE 20mg 28 05 L2546, YA MY UEEZ > Y 77
V= VRRIZH AT ) 7T U RE TR EE A s Lc, MiET A Y EOHERKIILL T O
LBV THoT,

(pg/mL)
~0— R/ TZ7H> 10mg
2000} -@AK/TS5H> 20mg
—-O0—-7>Y7TZJ—IL15mg
m 1
- ,500
it
z
N
Y 1,000} .
P
&
500 L ﬁl\l———g”@
O 1 L 1 1 1 1 1 1 1 L 1 L 1
;;4 8 1216 20 24 36 52 64 76 88 104 (B)
~
#7754 10mg (202)(200)(197)(196)(188)(188)(186) (149) (146) (63) (18) 2 (L)
#7754 20mg (201)(202)(196)(194)(190)(186(186) (1393) (130) (58) (13) ) ©)
3277~ 15mg (213)(216)(215)(209)(206)(203)(199) (151) (144) (51) (16) ) )
Bfi= =y

S+ RE R =

(&7 2% v 7 HEAKGRIF TR} © 2014 4F 12 H)

HE - AFIOARR Sl s R ORI,
MEF., BRACIE LA TE1EE (FAYY VR 779 L LT 100mg/10mg) % N&E535,] THD,
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(®)

(6)
1)

2)

M

BE - W
YRR L

AREEA

ERAMIERE (—RERREHAE. BEEARGERAE. ERAMRELERE). SERT
BT —AR—RAE. WERFTRERABRORAE

BEEYHTTH D,

ARFHLELTERTFEDARXIEIERE LI-AE - ABROBE
Y LR

Z Dt

58 PR AR

) MEHARM) VIZRITTEE

B G THRICIIE T A N U AEOEIE & el U= BIEE., + RSB EE x5 & LKA
BRClx, @ REENRED L (FGETH%R 2~ M), 7

2) Ao blREEICRIFTEE
@mﬁﬁﬁ%@ﬁﬁ%&&bfT/77#/%lEl[Um@Xiﬂmg%ﬂ W IR D5 L7
B, BRI NI IR L LB O 27 BB RN ERR D B e o 7o, ©

(2 72 7 5EKGRIFE R : 2014 42 12 )

R - AR OGS S T BIRE UL AT,
FFRLZR SO R D MAe - SRR IR (H i85 U3+ H s o P)tf‘fﬁ%é%#&:lﬁﬁé)
(—
TH

by

BeloiE (IBMEZREPOIME, REEPOIE) . O, BN RS (REMEmEE (TIA), KKEZE)
< HEIR S A XA (CABG) & 5 WM AR RS R BRI AT (PTCA) fiti 1 Tbh b,

TR - ARHN DGR S 47 RS OV B,
GEE. A TR IE1EE (FAEY /R 7T & LT 100mg/10mg) ZRA#KET 5, Thd,

22



VI. EHEEICEET SIEHE

1. EBZHNICEAEH S LEMIILILEHE
TAED
WRF 7 aeYr vaAg S =L VYL
R T TV 7~ ViR
FUITTG =N T RAT TGN TR LKFM), AR T T TRT T — )
NURZA
Revaprazan, Pantoprazole sodium, Ilaprazole, Tegoprazan (V7 4% [ENAAR)

ER B & LB OMEE - RBIRFORMNLELZRT L2 L,

2. EIBER
(1) {EFEEGL - ER%RF
TAEY D

TAEY AHMEHETII/IMEY 7 a4 v A —1E-1 (COX-1) IEERET I Z &b, b
VARF Y Ay DAL A ] UL MREEEREIIHIE 289, 207 A Y DM COX-1 12
R HVERIIAR A CIMEOF M TH D 7~10 BRI T2 0, TAE) VA2 NE
Be 532 L/ MRBEREIZ RIS 2 D, e - ERRFEROIHIER 277,

R T T T~ L ERE S
B BB NE D ERRF

v... LH BT TP L BN LB L
" BY G AL A AR RERTT B kR
K~ ) \ A T EME L, AEESWE TS,
NS TSHY
ez il WS TSHY

o 22 'YX
) D F(hﬂ—J '9

) (22 e
AL B D » A e @—JorvRy7
bo (Z\ ' (Z\ rd
MAPERE .5 ‘5

A
e\ DET ®
Sy

R T TP ATEIEMENRL . TR T COHLERTD, IE ICEREICEREL, K
BRRRAET 5, ZOMWEICE Y | MY O T %S, #- IS WmE ok E~BEh L T
e bR THHET A ENTELEEZILND,

BiE - HIRER R EER B RIS 4
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(2)

EMEZ T HHAEBRRIE
FAEY v
MM ERe L

R TTW T~ R

(1) BEESH NGOV AR

1) DY XEEERIRICHSITSBERBINSER (/n vitro)
RN TIZF AT ERICBIT D 7 v A 3 Y R ER A AT LI E R &
R L7z (ICsofHIE 0.30pumol/L, 95% {5 M X [l 1L B HAT])

EOYXHEHEMERRICBITA74/)ILA0Y) VRIEEERKIZXT 54ER

(%) e
R/ TSY
160 _ —
= SV TSJ-I
140
piof 1 |
J
t 100
Y
>~ 80}
i
‘)
A 60}
&
£ 40l
20 +
ol L)L 0 S 5 ..
| L]
-20
0.01 0.08 0.1 0.3 1 3

=& (umol/L)

I HERESRGE [n=4, RO T I/ B VI IABEIIHTHESE (%) ]

[EtE& A 3E]
JRER D F O NGERENIRBET R S E R U CR 7 B KRR A . R I T ViR, Ty T T —
N D WITEEIN 2, BOSTRIC [UC] 7 /B U ROBARBIEAIE LT 423 ) &Nz, EiED
JSHEYE (dpm) K OVEE D BURHEYE (dpm) ZMIE L7z, WEEHER~O7 I U VI IABREZFHE L, &
FEDEE AL DIEIE & L THW .,
(% 7r % v 7 hE/RRREERL © 2014 4212 H)

2) 745 BHIEH, K-ATPase [HE/ER

DT 2 BHIEI Y/ OY—LIZHET+S H K-ATPase BEE (/n vitro)

R T T D HY, K -ATPase BLEERIZ T > Y 77 Y — et 70777
— /U pH I X D IEERZELT HDIcxt L, R 77 0% pH BREEIC X 2B 3T T 7
Mol

WMOABHES Y OY—LAIZEITS H, K-ATPase E4IZx S 516

(%) (%)

120 - RKITFH 120 - FITZI—=I
100 F 100 o pHES o
80 80
E2A) E2A)
# 601 &) 60
ol * 40
20 | 20
0 F 0
-20 L L L L L L ) -20 L L L s L L s
10 -9 -8 &7 -6 -5 -4 -9 -8 =/ -6 -5 -4 -3
log (mol/L) log (mol/L)

P EERERERGE (n=3)
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[ELE& A 3E]
KCl (F8hnd 2 WIEIEEM) . MeCly, NV )~ A VU ROT X HEER 7 v Y — Ay % & DRESRIRIRIC R ) 75
W T NVBRIE LT Y T T — )V ERIL, ATP IR & SR S8 72, ATP &ML ATP 43 fific X v 24 U % Mk
U U EAIE L CORD 2, HUK -ATPase IEPEIZ A U U LA A UAFFE R TOIEHED & IEAFTE FOIEHEE 72 L5\ T
KTz,
(2 72 7 5EAGRIRFE B : 2014 42 12 A)

@H*, K'-ATPase FEE#EX D#&RET (/n vitro)
W T TP AT DT ) T S A F UG HIZRENT HE K -ATPase {EMEZFLEH L72 2
&b HY K -ATPase & IER[ IR RAEGH TN T 2T Y 7T — )V LIFERADN R D
LEZBNT,

B D32 BES V) 0V —LAIZET S H, K-ATPase ;EMEITxt S 5 Al 6 5 LIRS RIFEE A

(%)
120 L 3 #&ER
mm R
100 |
i
80 |
. —
4 60
=
40 +
20 |
: [
KT F2ITZI-I
0.1pmol/L 20pmol/L

FIEERERE (=5, KT VRIS D ATPase {EPEIC 3 2 #I=R)

B J2BHIES V) 0 Y—LICEF S H, K-ATPase SEHEITRT 50 1) VLA 7 Ui S HIBEEER

75+ -0O--Onmol/L
—o— K/T %> 25nmol/L

= —— K/ 7 ZH> 50nmol/L

1A
25

0 c==—== ==
—0.2 00 0.2 04 0.6 0.8 1.0
1/[K*] (mmol/L)-1
s | [K*] (mmol/L)
-50 L

FEEEH @ Lineweaver—Burk 7' 1 v NI X B #HT (CF¥IE = AEHEGRZE . n=3)

(AR A %]

- H',K"-ATPase [LE/EH O AP OW T FOFIETHRE Lz, R T3P 7w ABEX L7 vy 77—
ZWRIR R CREE L7t 7 X BAER 7 1 Y — A3 MgClL OV Y )~ A VU FFE R T, ATP 3 fRIZ LY
AU LMY R A NIE L CORD -, H K -ATPase IEVEIE N U U A A 4 U FFTE N CTOMEMED & IEFFE FOTENE
ZFLBIWTRD T, AR OT- 0, BEALAMIRATRE 45 (R L C. UGB L, IEVER 8
BT AN ERA,

« H K*-ATPase FLEERAN B U 7 LA 4 U BARIDE IOV T FOFIETHG Lz, MgCL KONY /<A v
VIFETOTEZE I 7 v Y — Al FRED KCl 284TSR ) 7T 7~ V2R L,
H* K*-ATPase i&PE % _EFEO HIETHRIE Lz,

(57 % ¢ 7 bE KRR L - 2014 4512 H)
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(2)
1

2)

B B 57 NI AR
I v MBI HEREES WIS T HER

R T T NLT v NI D IR W& M L. IDso 5 [l 95%FHEX ] 1% 1.26

[0.98, 1.87] mgkg TH -7z,
B>y MIBTHERBED WIS SR

(UEq/3h) RITTY (uEq/3h)
450 - 450
400} 400
350 350

» 300f 5 300
B B
9 2501 7 250
b b
g 200} g 200
150} 150
100} * 100
50| N 50
0 0
W@ 05 1 2 4
RKIT5H > (mg/ke)

FITZ =
*
E3
*
—E—
XHER 1 2 4 8
2975 (mg/kg)

B £ RERERRE (n=6-8) *:p=0.025 (vs X}HE#E, Sl Shirley-Williams 5 &)

(B E]

METOT Y MR FPIF 7~ ABIE LT Y 75 — L2 HERO#%E Lz 1 BRI M iR 2 ik L.
ZO3IHREMBRICH EMH L, BIREROBEZIE L, TOBEBRIWEL L,
(%75 % v 7 BE/RRREE L : 2014 4212 H)

MEES v MZBIHEERE S URIEEES BT H/ER

R TTZWNET » MTBIT D b AH I L RIBRER S W% ) L IDso i LRI 95 %15 #E X4 ]

1% 0.86 [0.69, 1.05] mgkg T -7=,

WSy FOERA I URIBERS T 21EH

(UEQ/3N) RITTH (UEQ/3N)
450 450
400 - 400
350 350

%g 300 2‘2 300
A 250 7 250

Wk b
£ 2001 * £ 200
150 150
100 100

L *
50 % 50
0 0
pogicl 0.5 1 2 4

RIT 5% (mg/kg)

{,

FITZJ—I

%_

%
*
1 ==

xR

0.5

1 2 4

S2IT5J—I(mg/kg)

SR FERERRZE (n=7, 8) *:p=0.025 (vs XfHERE, F {8l Shirley-Williams % &)

[RE&HAE]

HMAETOT Y MR TV 7~ VBRIEXIET > Y 77 ) — v BB O#&KE Lz | K% IR E s L, &
A X I 30mghkg &R G Uiz, £ 3 Rk, B2 L CHIREROMIEZJE L, T OMEBRIWRE S L,
(57 % v 7 hERRRFE L : 2014 4512 H)



3) BEES Y MIHITD 2-TAFL-D-J I a—RRIBEE S MIZx T HEH
R TTHFNET v MBI D 22T 4% V-D-7 )b 2 — AFIEEE W 2 4] L, IDso {0 [
1 95% 15 4EIX ] 1% 0.83 [0.70, 0.98] mg/kg T -7z,

WHFEZ Y bD2-TAHF O D-JILa—RRIHBED WIS SR

(uEq/3h) RITTH> (LE/3h) SITFI =
450 450 ~
400 400+
350 3501
T’R"é 3001 “® 300+
% 250 % 250+
% ik
2 200 £ 200|
150 * 150+
*k

100} . 100} N

501+ 50+
* |—I—‘
0 0
R 05 1 2 4 Foricl 05 1 2 4
RITZ42 (mg/ke) 5 V75— (mg/ke)

B £ RERERE (n=7, ) *:p=0.025 (vs XFFEHE, Fr il Shirley-Williams 1 &)

(B E]
MBTOTy MCR ) PP 7~ VBEIZT Y 7T Y — NV EBER NG Uiz 1 FER%ICHM R & 2 L.
2-FAF VD-Z 3 — A 200mg/kg &K FHEG Lie, 20 3 WH%ICT v hOE & L C kiR OB % 1
L. ZOREBIRE L.

(273 % 7 BRI RL - 2014 4F 12 H)

4) MBS Y FMIBTHERZ I VRIBTOBERKPH (29 H1ER
WRIEZ > MBI 5 B A2 I RIEE OB R pH IS D EMICOW T, ME L7oRER
IFUTDEEBY Tholz,

WS>y MIBFHERZ I VRIFETICE T HBERK N 12X 54ER

70 —0- XER
—o—- R/TFY 2mg/kg
6.0 - F2UTZJ—IL 2mg/kg
—o— F2UTZJ—IL 20mg/kg
50+t
B
&
740
VS
pH
3.0}
20
1.0
0 60 120 180 240 300 (%)

R fE]
PHEEFERERGE (n=5)

[EABR A ]
HMAETDOT v MIb A% I % 8mg/kg/h TEARNFERGE S U B HERIKO pH 28 2 fHE CTRE L2tk R 7T
TNMBR LT v 7T — VR ARG L. S BRI T o B IERIR O pH & Bk HIE Lz,
(5 77 % ¢ 7 hEARIREE L : 2014 4512 H)
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5)

@)
1

NATUNAY - R—FRIZBITHERE I URIEERS T 21EH
R T T NINA T oA o R =T RIZBIT D & AX I VHSER WA DWW TR LT
FERIILLTO LB THoT-,

BN TN - R—FRIZH T HEHE - MHEED TOERE (AUC) (IxT 54

KIT5H S TSI
(%5 Hi1E) (%5 a11E)
2,500 | 2,500 F
1 I
I *
2,000} . 2,000
z £
b
§ 1,500} - £ 1,500 I *
&) * &) 1 T
2 2 I
1,000 1,000
500 | * 500 |
0
#458 0.1 03 1 #®@ 03 1 3
RITFH (mg/ke) ST 5 -l (mg/ke)

EEE EHENERRE (n=5, KIHEMEEO 005 25.5 KEf#: £ TO AUC)
*:p=0.05 (vs 6HHREE, XEET A b EAWEATIEIC L 28R D OZFRELE)

[EXER A E]
HMBTONATUNA L R—=F [T HE—TINVRIZR ) TTF T VBEET vV 77— &Rk N
Beh L7kl e 24 20 30pughkg 2 TS Lz, BiREEOMBIEOR ZMom e L, K& 55 25.5 R
% E ORI —REF AR T O (AUCo assn) ZHM L. JEANT X 2 W5 W ol /E A % 354 L 7=,

(% 47 % v 7SR R} : 2014 4 12 H)

L ERHIL B E G BNHI/E A

Zy MIBTH2ERERBERICHT HER

R T T NXT v MTBT 2 FERIEMERER 20 L, 1Dso 8 LA 95% 15 85 X ]
1% 1.27 [0.90, 1.85] mgkg T -7=,

B35y FORBRMFEREEERICHT SR

KITFH> ST

(grade) (grade)
4 4r
3t ab
B B *
H bl
B 2 = 2f
£ E=4
%
1 1k .
* -
0 0
FHR 0.5 1 2 4 pogicl 1 2 4 8
RIT % (mg/ke) ST 5 =)L (mg/kg)
SR FENERRZE (n=7, 8) *:p=0.025 (vs XfHERE, F {8l Shirley-Williams &)
(BB %]

HETDOT Y MR FIF L 7w VBE LT Y 75— L 2 BER &S L= 1 BRI, 4P & O
& IR OE R AR Uiz, 2D SFERZIZT v FORETBOBREZ <, PIRAYIZ 5 BERE (0:0%. 1:1-25%.
2:26-50%., 3 :51-75%., 4: >75%&H D WVIEH) ICHBEOREZ S LI,

(5 7r % ¢ 7 BEKRREERL © 2014 4512 H)

28



2) Sy MIBITBHTRE) VERBHIEEEGIIHT HER
RN TTHANTT v MZBT 27 A8 Y k%8 B RIEAEE 2 40 L. IDso ff (181 95% 1548
XM 1X0.73 [0.43, 1.01] mgkg TH-o7=,
B>y NMIBFTEHT7RE) VEERBHIEEBEICT H5/ER

KITZH> S ITZ =)

(mm) (mm)
50 50
401 40
= =
bic] *h
& 301 * & 30}
izl 8
3 * 3
ﬁ 20+ ﬁ 20
*
104 10} * *
sk
0 0
3388 05 1 2 4 3R 05 1 2 4
KIT5H%> (mg/ke) 5275 =)l (mg/ke)
EEE L FEHERRE (n=8) *:p=0.025 (vs XIFRAE, Frl Shirley-Williams i 1&)
[ERBR A ]

HMBTDOT Y MR ) PP T VBIEXILT > Y 7T — VAR O &G Uiz 1 % ICT A E ) > 200mg/kg %
AL Uic, 20 3.5 R4 I H 2 A5 USERBIMEE N ISR G 4 5HI LRI R 2 BRI RS L LT,
(272 7 HEKGRIFE R : 2014 42 12 )

3) TYMIBITEA U FAZ L UFHRBRIRBEICINT 516
W) TITHANTT >y NIRRT DA FAZ T a5 ERMBEARE 2 30 L, IDso il [l 95%
{EHEX ] 1% 1.65 [0.00, 2.04] mgkg ThH -7z,
B>y NMIBTE/4 Y RFA2 D UFERBHIEBREGICXT /R

RITSH FITZI=Ib

(mm) (mm)

50~ 50

40+ 40+
g g
bic) bic]
g 30| & 30 +
i} 8
% [
# 20 5 20F

F
%
10 10+ *
*
0 0 {
i) 0.5 1 2 4 pogii) 2 4 8 16
RITZH> (mg/ke) 5275 =)V (mg/kg)

EIE T EERERRZE (n=7, 8) *:p=0.025 (vs XHHERE, F I Shirley-Williams #7E)
[EABR A ]
MAETDOT Y MR TP T VBEIZT v Y 77—V ZHEEROKE Lz 1 BRGICA > RA 2>
30mg/kg R AHL Uiz, &0 3.5 R4 ICE 2 UREIREG 2 30 U, RERIEGR % BRI SR L Lz,
(%77 % % 7SRRGB < 2014 42 12 A)
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() ERFIREFM - bR
TAEY
MR L
R TTV TV
W24 BN pH E=4 1) 25 Y
fEEER A BT (60 B]) ZRICR , 7TV 10mg T 7 TR ZelAia I B a7 B
KEROEE L, 24BMENpH 2= U 7 LRI TO LB Tho Tz,

W24 BB RpHE=2 Y VY

or #S1HE ---- TSt K (n=15)
s | KIT5H> 10mg(n=9)
7 b
6 -
5 -
pH

4 AN

)

)
31 '
2 -\,‘\,~:"\,"‘\/\‘l \\,_~\_,\, \_\“-‘- - ,l“’ "I\\I‘\l-\ .~
1 -
O 1 1 1 L 1 1 I 1 1 1 1 1 1

0O 2 4 6 8 10 12 14 16 18 20 22 24 ()
JL
or #57HE - 75t (n=15)
8 KIT5H¥> 10mg(n=9)
-
6
5
pH

4
3
2
1
0

0O 2 4 6 8 10 12 14 16 18 20 22 24 (AFf)

W24 FEfE D pH HTR

ERcR it R 7Y 10mg
#5-H pH3 pH4 pH5
1AH 50.06+24.147 38.39122.340 25.10+19.010
7 HH 73.01+7.859 63.33+8.722 52.63+10.723

(&7 2% v 7 HEAGRIF TR} 2014 4F 12 H)
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VI. EYENREICRE 9 518 H

1. mPREOHD

(1) ABEEEHG M RE
TAEY
KR L

RN TITW TV
BRI L

(2) ERARHEBRCHZEIN-OPRE
1) BEEES
TAEY
RN B 233 BIC T A Y /R 77 & LT 100mg/10mg (Bl & el ) L7 A Y
VIBTEEE 100mg XL OVK 2 77 U8 10mg (DFH#EE) %27 v 24— "—1EI2 L0 IR T
1 H1EHEG L 207 A Y COEYERE TR /T A —Z RO REHZIIUTO LB
nCThd,

BEBHREBEOTAEY D OEMEIREFRI/NS A —4

Cinax g— AUC1asty T2z
(ng/mL) (h) (ng * h/mL) (h)
Bl s (n=233) 786.1+349.18 4.000 (2.00, 11.0) 975.7+327.58 0.4151+0.12045%
HiFIFH (n=233) 677.81404.26 4.500 (1.00, 12.0) 899.8+323.46 0.4894+0.98199"
e /Ml SRR ) PR R

BEBHEBETHRERO7RAE ) D OMBEHRE

(ng/mL)
800 7 —o- FREEE

—o— HEIA

600 -

400 A

P R

200 -

5RO

n=233. FHE+FERE
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R T TR

R R N B 1E 23 BlicT A Y LR ) 7% 2 LT 100mg/10mg (B A #E#E) SUXT AE Y
VIBTEEE 100mg KOV 2 77 U8 10mg (D E) 227 v 24— "—JEI2 L0 IR Tz
1 H1EEG LI EOR 7 7T OERYBIREFR) /ST A — % R OMSETREHERIILL T O &
B ThHbH, 0

WFERBROR/ T3 OEYBEZH/NT A —4

Cinax Trmax™ AUC1asty Tz
(ng/mL) (h) (ng * h/mL) (h)
FlAdE (n=23) 14.77+5.0945 1.500 (1.00, 3.00) 97.36+32.128 8.172+0.81625
HAIGFAH (n=23) 14.09+5.0778 1.500 (1.00, 3.00) 96.41+31.431 8.047+1.1520
SPRAE (/ML K AfE) S+ I E R =

BEFERBROR/ T OmMEHRE

(ng/mL)
251 —o- EA
—Oo- HEIBH
20
m 15
#®
4
D]
E 10
5_
0 O r—T——r—— . : : ©
0 4 8 12 16 24 36 48 (h)

RE RO
n=23. FHE+RERE

2) EMFHEEHE 0

A AN OIERERL N B 240 Fl 2 X812, 7T A Y /R /7 Z % L LC 100mg/10mg Bl & Hia]
PG LR ) 7T T < VIREEEE 10mg K ONT A BT U L ABIREE 100mg F LRI 55 oD 1
T A ARBACRIEEE A E U, WA T oA ERR SN (BE) &7 0 A4 — S—EIC
XU RRE LTz,

HARG BB LT2R ) 7T D AUC (ay MO Conax DA GRIAIRT D7 (RBL A $E4% 5 — BAIGF
& 5) O RHEEM (M 90%F#X M) 1E In (1.006) ([In (0.967), In (1.047)]) & T In (1.052)
([ln (0.992), In (1.116)]) TdH Y, W] 90%IFHEXENIT T & A4 R [ M D f) 7E HEvE
THD I (0.80) ~In (1.25) D#WFANTH -7,

HARKHEEHL L 727 A8 Y UREAARD AUC (asy 2N Crax DFG-RIFIE D72 ORELE SER G- —
HAIDFR ) o 8HEEM (T 90%E#IXE) 1% In (1.095) ([In(1.041), In (1.153)]) KW
In (1.258) ([In(1.164), In (1.359)1) TH Y. AUC gaso DA 90% {58 X B AW a0 [F S
DOHEHRMETH S In (0.80) ~In (1.25) OHFPFANTH 7283, Coax DI 90%FHHK X2 D
FPHATH Y . Coax [ THEAIPEH G- & ol U TS SER 5 CTaE R AN AN, £7-. B
SRR L 727 AU U REACARD Chax DG RAI D7 (Bl G SER G- — HAIDFA I S) O s
HEEM S In (0.90) ~In (1.11) OFPAITH -7,
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3)

(4)

R

TAEY

mMERe L

R TIH TR
BRI L

BE - HREOEE

1 BEORE

TR AN BIE 12 BT A Y VR ) 777 W LA SE S LT 100mg/10mg % B R BRLA 30 /3 4 1%
HL7zl & fEifa TR LB LTT AU 0 Cua 1 1.5 f512HN, AUC I 1.2 f5 (2880,
R T T D Coax 1T LA GEITHIIN, AUC 1T 12 512N L7z, 10

W7REY VRUR/ TSV UDEPBEZH/NT A —FICRIFTEEOXE

TAEY v R TITH
HETRE BHEE MR TG BREG

AUC (o-inp) (ng+h/mL) 871.0+296.13 1028 +221.75 85.76£16.890 106.0+19.470
AUC2 (ng * h/mL) 869.8+295.55 1028 +222.08 — —
AUCss (ng * h/mL) — — 84.33+16.467 104.5+18.851
AUC(asy (ng + h/mL) 869.6+295.68 1027+222.45 83.74+16.775 19.09+5.4137

Cmax (ng/mL) 697.7+286.18 1019+415.75 12.96+2.5465 104.0+19.138

Tmax™ (h) 4.500 (2.00, 6.00) | 4.000 (2.50, 7.00) | 1.500 (1.00, 2.00) | 1.500 (1.00, 3.00)

I ARE S, SRR (R M, R )

2) EYEMEER
OR 2 FI3HF . 75V 2a~A 3 P ROy E)EE
SREREFER A B EZRSRIC 1 HEEOR8 HHIZAR , 77 W & LT 40mg & 30 /1% 2 H A
BhHL, 3~9HHBICZ TV An~A & LT500mg (M) 21 H 2[E, #4830 52K
WG L2 BROFER, R 77D AUC (giny KT Conax 13, BB GREL HEZ LT T U R
nv ATy EOHHEGRIZ 16 AN 14 58N L7z, O (VL 7. BEER] OESH)

(¥ % v 7 BEAGRRFE R - 2014 4F 12 )

EE AR OAGR SN HER O R
M@s, AT B LR 8 (Tm: UVIR )7 Z% & LT 100mg/10mg) ZRAKRET D, ThHD,

QR I ARHET 2 OB O E)RE
TR A B E M RIZR ) 7TV 40mg, T AE Y > 100mg & OF 5 LI BrofE R, R/
T IO KT TIRAET ALY OB KOMEHEY A ) > OEYEhielc KIX
TR T T ORBZONT, WINHHALNREETR N hoT, 1P

(57 % ¢ 7 5E KRR RL © 2014 4512 H)

EE AR OAGR SN ER ORI
M@s, AT B LR 8 (Tm: UVIR )7 Z% L LT 100mg/10mg) ZRAKRET D, ThHD,

@R T I7H . XY T AFARFOIEYEHE

HMEMEEERR AN 2RI 1 BE LN A HIZI ¥ Y T A 2mg # HREIFR OG- L, 2~10 HHIZAR /
TP L LT 20mg & 1 H 2 BIKERAOZRS LI BROFEE, 247 A0 AUC @i & O Crna
X, B GRE L R L TR ) T E ORISR 1.9 MLz Y, (VL 7. B E
R DEZH)

Zliﬁl a)ﬁkuu [ ﬂfpﬁﬁ(ﬁ&@ﬁﬁﬁ&i
GEE., RAZIETH IR 1EE (FAEY /R 779 & LT 100mg/10mg) ZRA#EET 5, ] THD,

33




(1

(2)

)

(4)

(®)

(6)

EWEERBINT A —5
fRIT73E

T N— R A BT L SRR

MR U505 2 7E 4K
TAEY v

MM EEe L

R T T
MM ERe L

HREETEH

RN 12 i, 7 AEY /R IV EASEE LT 100mg/10mg % 7 7 A A —/3— {5 TR
BT R OSHEMLG 30 2BZICKG L e &, BT OEKHOMEIHEELR (1) 1ZELF

DEBY THoTZ, 19

L. (h")

' TE (n=12)

BERKS (=12)

TAEY 1.869+0.21275 1.6531+0.32639
N TITH 0.08499+0.011690 0.08811+0.0091438
I AR VE (R
U7 VAR

RN 12 Bllc, TAEY /AR 7T UEAREE LT 100mg/10mg & 7 1 A A — /N —E TR
B TR OSAEMLE 30 BB Lzl &, AnToeg 7 V77 A (CLF) XL TFD

LBV THo, 19

CL/F (L/h)

i THE (n=12)

BKE5 h=12)

TAEY v 131.7£56.970 101.1£19.604
A 120.9+23.383 97.43%17.909
A R
Kk~

BERER 12 I,

TAEY VIR TV URAEEE LT 100mg/10mg % 7 1 A A —/ S — L TR

AT M O RBAAG 30 0 BRI G LIz L & {HIMICET 2 AT OsmER (VZF) 132LF

DLEBY ThHoT,

Vz/F (L)

il TieE (n=12)

B#EE (h=12)

TAEY v 69.31:24.191 63.4919.061
R TIHF 1440 +304.68 1110+209.35
R = R A 2
Z Dt
AR L
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(1

(2)

B%H (REaL—2av) @f
fRAT A

TAEY v

AR L

R TTH T VR
ZERIE I T

NS A= EHER
TAEY
YR L

R TITYV T VR
HARANDWFHIERIERBEZ SR E LEENE IMAHERERRICBOCIESNTZR ) 779
¥ D IAE R OV CREER S BhRE MR 2 550 U Wit RIE R BEFICB T 5K, 77 o
IVT I ARRET DL, R TIF D7 VT T RAICKIEFTEERN 2R LIZ, R/
TIWDr VT T AR, WAL AR KON CYP2C19 Bn T RO A ST H Z LIRS
Niz, LinLens, EOREITWTNY 35%UNTHY . FRTFICL VR Lz, #RE
HOEPENRELH)NT A—2 (7 VT T R) O_A RAHEEEO5AIE, BRI TEHL W, =
D Enn, MR AL CYP2C19 B T AU S Ul s B BEOFFEIIARE L B 2 b,
(% 7r % v 7 BERKRREERE © 2014 4212 H)

TEEE « AHIO KR S 2R R

IR RO ST S350 B ke - FERRTERR OMH] (FEE UE - IS O B2 & 5 BEITIR D)

PO (ISR ESRAIE, ALEMOIE) . ORFEIE, BRI AT EE (R MR (TIA) . B

- SEBIR A S 25 (CABG) & % W 3RS EBINRIZ AT (PTCA) Wi Th b,

IR UR
TAED
F L LU TUMEERHLHECHICIN SN D,
(B+HLUiE A AR s 2016, C-94 JEJIIEE)

R TIH T RE

(AEANT—#]

R AT (6 ) ZxBIC [UC] R FIHF T~ ufigh (R 779 L LT 15mg) %
AT CHE®RE Lz L &, BREMER SR ) 77 P 3 5% Ee 0 MIRIN S . FIE o
FRAEREREE A (i K O T & 5 0.5 B4, ARIMERF CI3f s 2 Bf#) 12\ Th
s, 9

(%) [7v 1]

HILENICERE SR ) 7T 0 7 < VBRI I PIRER TR S 4, PIAR~ DGR (2
BT IZEAENRREIELE LTRIREND EEZ BN, 12, R TV 7<= BED
W F1T 5 ) 2SR O F SRV & & 2 b,

HE  AFNOER S - HER O &I,
GEE., RAZIETH 1B 1EE (FAEY /R 779 & LT 100mg/10mg) ZRA#ET 5, ] THD,
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(2)

NAFTRLSEY T«
TAEY
NRAFTRAZTEVT 4 1 68%
CHHLE R AR fESE 2016, C-94 J)IIEE)

R TFTV T~ VR
(%) [Fvy b, 4X]
[(4C] R T IV 7~ NitEE T v b RO ISR O KL OEIRNE G LT &R ) 7T
YD AUC D bEHLEZT v PEOAS XONRAL FT AT YT 01 EFNEN 103% K
52.4% CH -1z,

(57 % ¢ 7 GE KRR RL © 2014 4512 H)

kil
fn 3% — i B P @ 4
TAEY

B U FVRRIT PR R & el O CRIEHIZ IR e 5, 19

R TITYPT7 < VEEE
VI 5. (5) Z DD IBRESADIEITHE) DA

1% — Re SR BP9 @@ 1%
TAEY v
YU FARREIRIEICETT S, 19

KT 7 < VR

YRR L

(%) [7v ]

RIS HED T v M [¥C] R FIF 7~ (R 754 & LT 2mgkg) ZfKA#
H L& &, 5% 025~48 Kl & CORME KR OB R MAE R BRIk 548 7 7 Z oo
EBITZENZEIN 0.0~6.8% LN 0.0~45% Th o7z, R/ T T7W 7~ VR R O OB KRSy
B IRIMIEICBITT 208, R I F L OBITIIb TN THD I EARENT,

W B[R O 5% 5 1 0 iE:8

- Lam S REIRE (ng/mL, & 77 Y U HUEE)
H 0.25 [ 1 PR 2 M 4 T 24 B#RY 48 W
234458 327+57 237427 19421 2243
W HE +1
TR RE (100.0) (100.0) (100.0) (100.0) (100.0) ’
. . 16 11 5
BHAIMSE | R 759 —
RpEnlE | &/ 777 (6.8) (3.4) 2.1) 0 0
218 316 232 194 22
0) -
O (93.2) (96.6) (97.9) (100.0) (100.0
e @ FRE 93+14 445+137 313+37 197+52 21+5 14+4
FK K aE 1+1 17+5 16+2 16+6 12+2 4+1
22+3 11450 11817 121+3 131
(N =+
i (100.0) (100.0) (100.0) (100.0) (100.0) 31
. . 1 5 1 1 0
SIE M | R TP —
RMEE | #/ 77y (4.5) (4.4) (0.8) (0.8) (0.0)
21 109 117 120 13
0) J—
O (95.5) (95.6) (99.2) (99.2) (100.0)
fE @ K RE 19+2 14548 112+12 82+5 9+1 541

VB ERERZE =3), R TI7F L ROZOMOAY : F—AiEOl (n=3)
—HERET. () PRSI 2%, a) nglg R T T MBI E
(¥ % v 7 BEAGRRFE R - 2014 4F 12 )
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)

(4)

®)

it~ DR
TAEY
YU FARAIHCBTT B, 19

R TITY 7 < VR

(%) [7v ]

I T v Mz [UCl R 7T T~y (R 773 & LT 2mgkg) #OEE L L
&, FE5% 025~24 FEEE TORMAMER O RREEIC KT 2R 2 77 v 0EI& X%
NEI 0.0~7.7%K N 0.0~22.7% CTh o7, R 77 7~ VR K OV O B RS O—5803
HH~BAITL., —HIEIR ) FI7H & LTHAITBITT 5 Z LavRENT-,

BEAZEORGROITET

R ek 0.25 F¥1H M%ﬁﬁg(%mﬁ§%77%§§§ﬁ) 24 FETH]
IR (1102)%0) (1202)2.;0) (11)?)?0) (133.0) (101)?09)

% wTTI (fﬂ éi) (;9 (ﬁm (;b
c ot 29 39 79) 99) (1000)
s (13(3.0) (11)1)1.0) (11)?)%0) (11)%)?0) (103(?.0)

it RIT7FY (é@) ug;) (;w ui) (&b
o 9 9 7 84 (1000)

() NITRBEICTT 2%
(5 77 % ¢ 7 hEARIREE L - 2014 4512 )

HR~DBITH
TAEY v

MM EEe L

R TITHF T Vg
MM ERe L

ZT DO~ DIEITH

TAEY v

U FOUERI AR R A B T DR K ORI IR < oA L e, IFNE. B AR, (D
KOMICBWTREWVIRE L 25, 1D

R FIV 7<= VR

(%) [7v ]

1) B - HENRE

Z v Mz [UC] R 7 oF T~ (R 7798 LT 2mgkg) #HEIREROEL L&
X R RE DM NIRES X, 13 A COMBRICB O THREG% | B CRAMEE R Lz, 2Ok
SUC I T DHBUR BRI EE 1IN Tl b < IRV CREg, AR, i, BEE A, TEE, 8%,
R, M. B MR. BENE. O, ERE. ~— R BRI, eI BUE. R, B,
FEE AR, IRER, . FREDIETH -7z, SHEN ORI R 5% 168 FFfH £ TITIZE
HRL, R T TH o7~ VEEE KR O O RKR S OFEF TR bivznoi,
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W EEEOREFOBRSREDBEANRE

< HORREIREE (ng/g, AR/ 77 L HEfH)
15 5y 1 FREH] 2 [R5 24 FfH 48 IRFfH] 168 P[]
m Y| 397£152 710+79 368+47 23+5 13+1 540
m 48| 436+184 1045+90 611%55 2748 14+1 340
ik 3111 47+10 31=+8 2+1 240 1+0
FOR 31+12 46+8 33+6 2+1 240 1+1
IEEELD 271+108 858499 1067427 13%2 <LOQ <LOQ
iR Bk 47+16 93+28 55+11 4+1 240 1+0
N=p =i 197493 551+190 626+244 30+8 14+4 3+1
PO MR 329+149 6871253 504+ 144 9+2 610 240
R R 588+341 511158 279+94 18+5 13+1 <LOQ
i R 134+4 268104 219+71 8+2 7+1 2+1
L g 474+215 568+70 313+88 8+2 540 240
fi 1204 %650 1846592 1379292 149+24 82+23 35+6
F o B | 14754£4112 | 96461109 6021684 735+22 435+67 69+ 14
IE 304+ 140 746288 381+114 13+2 9+1 4+0
I 492 +205 5724144 344+ 64 9+2 6+2 240
gl ) 670328 819+276 402+114 15+2 10+2 4+0
B BB | 2884%1150 57182933 38541450 265+10 16329 63+8
woR 22+7 13641 138+28 9+2 540 240
g 123+59 202+37 14149 3+1 2+0 1+1
| 85+31 290+25 20855 18+5 13+3 6+1
H A 47+19 103+18 61+16 6+1 4+2 3+1
LR 299+136 428+181 227+53 16+1 15+3 5+1
L 190+78 560+215 328+125 19+4 12+2 3+1
H B | 3074%991 17594295 14024343 103+26 26+23 3+1
B BE | 4174%1641 2689+ 787 2666+923 45+38 6+0 240

SEHE HAEYER S (n=3). LOQ : & FIRMHE

a) ng/mL, A/ 77 HEHE
(% 7 2% % 7 SEAKGRIRFEE B« 2014 2 12 A)

2) BEADSH

Fw M2 [MC] R 7TV T~ Vg (R 779 L LT0.75mgkg) ZEARNEKES LizL
TG S % OMEL NEENOR ) 77 F U REIZLITO L EBY THY | figRMFOR /
TIFNTEEABATT D Z LRSI,

BHERANZSEHOR/ TSHURE (%5 5 KKEE)

AL BE (K 77V R E)
iR 1+1 ng/mL
i 1352423 ng/g

EEE R (n=3)
(¥ % v 7 BEAGRRFE R - 2014 4F 12 )
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(6)

MmFERFEER
TAEY v

(%) Linvitro]

TAEY ORBWTH DYV FOBEOEBREARIXM PRI U ARIRE (<100pg/mL)
TITKI90% TH DM, EiRfE (>400ug/mL) TiIKI 75% TH 5, 19

R IV 7= VRt

(%) Linvitro]

[(4C] R/ 7T 7~ R/ 779 L LT 100, 1000 & 10000ng/mL) % 7 v k.
A X, b MSE, 4%HSA %#E. 0.05%AGP #iHE % Y 4%HSA/0.05%AGP IR L, & B
BRI, 19

B>y b, 41X, EMIBTHAMBELHEER

MSEFREE Y (ng/mL) EE (%)
AT 100 1000 10000
7 v Mg 69.3 69.5 67.3
A X If 4% 83.3 82.9 71.7
b ki 86.5 85.2 88.0
4%HSA %t © 43.8 44.6 43.0
0.05%AGP ¥ © 45.7 413 21.4
4%HSA,0.05%AGP IRA VIR 60.1 59.1 51.1

3 [BIIE O )
a) N TITPFMBEIEE, b) b FIET LTI o) ol BRMEIE A
(% 7% v 7 BEKGRRFE R - 2014 4F 12 )

A

RBIEDAL R AR BHR B

TAEY

LR ARSI SN ) FARICRBE ST, ¥ ) FABIE S A7 2 A<
VAR EZIT TR S AR,

R TITY T~V
(%) [7v b, A4 X invitro]
R TIH 7 VEEEIIRERIL T 2 7 ABIic kD M-T1Z, M-TIZEIZALFR T I ROBRA
IR TM-THZRB S, IHT I o= br o Z@igfbasind 2 & TM-TA AT 5 L HEE S
iz M-1 KO'M-TIE, 77 v U BRaa %250 TENEIL M-1-G KO M-11-G ([ZGH &
HEHESNT, SBIZHR I TV 7 VEBEITAISET X v ORI G & Zhilki 7 ==
FEOKBRLIZ E D M-IV-Sul IR &b EHEE STz,

(%7 % % 7 SEAKGRINFE B« 2014 42 12 A)
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B/ TS5 T2 ILEEDH TE R EHRR
N N
2N ) 7 2N ) /
o “HO,C~ N\ CO:H o3

N | HO N [ 7OH
\ \
N\CH N~CH,
F

F RITSHT72IVERE

M-N-Sul
o \ N o. X:) o y N
\S \S >S
, o
‘ | }
\ \
CO,Glu CO,H “N-ch,
F
M- I G (HEE) l M-II
H H
N N
g ‘ Q o .
CO,Glu CO.H Glu; Jivyor g
F F
M-I-G (#5FE) M-T

(%7 % v 7 BEKGRRFE R - 2014 4F 12 )

(2) HKBUBAET SEEFR CYPE) OHFiE. F5X
TAEY
ME R L
R T TR
(%) Linvitro]
1) R 7TV 7<nfigifEixE s LT CYP3A4 TRE S, —# CYP2B6. CYP2C19 KX
CYP2D6 TR S D, F£7o. WilgisBEES SULT2A1 THGH SN, 719
2) R FTH T~ VI, CYP2B6, CYP2C19 K TR CYP3A4/5 |2k L CHERMKAERY 22 PR
ERZRT, 19
3) R TV T VERIE, IBRERFRZ CYPIA2 FFEEM 2T IRd 2, CYP2B6 &
NCYP3A4/S FEMERITIFE A ERE otz 2
(%7 % v 7 5EKRREERL © 2014 4512 H)

Q) WMEEEAMEOEERVZOEE
TAEY v
YIELREE RS v 2V

R TTW TR
(%) [Zy b, AX]
[4C] R FIH o TI~itEa T v b RO XSO R OEARNE S L2 & & BBEREED
AUC e BHEH LIZWRICRIZZN I 922% KLY 86.3% Th o7z, WTHOEMZIB N TH K
IRIZHER, mAFTT ATV T 4 BMED- T2 e R 7T 0 7~ VBRI W]
R EZIT D EBNRE ST,

(2 72 7 HEKGRIFE R : 2014 42 12 )
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(4)

REYOEEOERERVEEL., FHEHR
TAEY >
K& TH 5V Y FAMT COX-1 ZHHFES, M/ MREEEMBIE-N 24 Lawn,

R TITV T VR
(%) Linvitro]
FEAHY M-1, M-TI, M-I KO M-IV-Sul ® H*,K*-ATPase [LETEMITR 2 77 H D 1/150
UTFTohHoT,
(57 % ¢ 7 5E KRR RL © 2014 4512 H)

Bt

RN S 12 BT A /AR ) 77 UELAREE LT 100mg, 10mg % 8RR T X
BHALE 30 DiRx G Lz b &, 24 FEEEZORTFHRMERIZT AT RO U FAmEE LT 77.53
~80.89% Ch o7, Fio. K/ T TV UL, H 5% 48 Kl E TICREMW & 5 O IR P PRI R
7.683~8.903% CdH -7z, 0

FSURR—4—IZHT 515
TAEY
ougpa L

R TTV TR
R T TH T < VIR P-gp OEETEMEZFLE L, P-gp (23325 1Cs I 50.3umol/L & it
Entz, £, R T ITV 7~ VEEHIT OAT3 KON OCT2 (2% LTIV BHEIER 27~ L7223,
ICso fli% 30pmol/L LA ETH - 7=,

(2 72 x 7 5EARGRIRFE B 1 2014 42 12 A)

BFIC K HIREE

TAEY v

JERSEAT K OMLEEATIC KX 0 MR 2 SEL 2L TE 5,

N TITY T~ VR

Mg FEN [HHEANT—#]

KB AREE (0=8) ZXHRIIA /7 IH & LT 20mg #HEIRAKRG LIz &D, K7
7 WU BHTIR P HEEE (AeD) (X 0.94% CTh o7, 2

TR AR OAR SN AEROHERT,
MEF., BRAZIE T A TE1EE (FAYY VR 779 & LT 100mg/10mg) %% N&E545,] THD,
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10.

REDNDEREZATHES

(1) B#EEESHORN NEAT—42]1 2

R TTHTIiE, BHEAELER#E (eGFR : 90mL/min/1.73m2 UL F) . #E (eGFR : 60~
89mL/min/1.73m?) . H4EE (eGFR : 30~59mL/min/1.73m?2) } OV FE RS RERS % (eGFR : 15~
29mL/min/1.73m?) D& 5 BHE, WNTKYBF ~4 (ESRD) (eGFR : 15mL/min/1.73m? AJii) &
FaBIIR ) TP & LT 20mg 285 L7z & & 0ydhielc KIE T BHERERE & O B8 2
B LTANECHEM L7 FERRBRICEBWN T, R 7T D AUC (inn MY Conax 1, $REE, HhEE
K OVE EE BB REIRE O & 2 BE TIIB MR IEF & LR L TENEN 13245 LN 1.2~1.8FF
mE<, BHEIEOR IV L, £7-, ESRD BHFIZEIT D AUC (iny KON Coax 1. BHEREIE
WHEEHBE L TENZN 13 FEEO 125V, (VL 6. 2) BEHEEEEFRE ] OHESMH)

BT RAR ) TSHF O DOEYHREICRET BEREDTE

J:t b)
o e e 7 4l e =A%)
RTA—H AR T S - g fiE @ (%%%%%E% 1 909% (=X ]
/B FEREIE W)
BHREERE Y (n=13)
Cmax (ng/mL) 12.5 — —
Tmax (h) 1.5 — —
AUC(0-infy (ng+h/mL) 122 — —
REEEREEEE (=8)

Cmax (ng/mL) 16.6 1.326 0.955, 1.841
Tmax (h) 1.5 p=0.369 —
AUC@.n) (ng-h/mL) 204 1.675 1.146, 2.448
HEEE R ERE (h=38)

Cmax (ng/mL) 15.3 1.218 0.877, 1.692
Tomax (h) 2.0 p=0.736 —
AUC-inn (ng-h/mL) 158 1.296 0.887, 1.894
mEBEEREEEE (h=38)

Cmax (ng/mL) 22.6 1.802 1.298, 2.503
Tmax (h) 1.3 p=0.847 —
AUC(-inp (ng-h/mL) 291 2.388 1.634, 3.490
ESRD B# (n=8)

Cmax (ng/mL) 15.2 1.212 0.873, 1.682
Tmax (h) 1.8 p=1.000 —
AUC@.n) (ng-h/mL) 153 1.260 0.862, 1.841

— AR

@) Toax (L RAEZ7RT b)) Tonax I Wilcoxon DINENLFIRE Q2 ARE) 72BHEH L p HEZRT
o) BHREERZICOWTIL, BHERELZA T 2HRE LT (L1058 . MR, AHE, KE (£20%) KO
WSS (B FERUERE) A kR ST,
(2 72 7 5EAGRIRFE B : 2014 2 12 A)

HE - AFIOARR Sl AE R O I,
MR, BRACIE LA TE1EE (FAYY VR 779 & LT 100mg/10mg) % N&E5T5,) THD,
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11.

(2) FFHEEREZRORE (MEAT—42]1 P
R TTH T, FERRIERH, WONIHEREE (Child-Pugh /3% A 27 A), H%E (Child-Pugh
AT B) MOEEHEEERES (Child-Pugh DA 27 C) ObLBFEZXMNRICIR ) 7TV

& LT 20mg G L7z & & oYEhiec KIE T ITHERERE E

Z Rt L2 A E T3 L 7o

BERFBRIZRBW T, R 7T D AUC (0iny MY Conax 1. BREE, P N OV EFHEREREE O
b5 BETIIIFSEEIER & L L TENFN 1.2~2.6 {F AN 1.2~1.8 55\, ([VI. 6. (3) FFis

REEEE OHZM)

WERBRR ) TS5F O OEYHREICKRITTHHEDEZE

~ — . o
RT A—H AT T S v S i (Hﬂ%&%ﬁ?i %%‘% G 90% (S A
/IR RE IE )
JFHEREIER # ) (n=12)

Cmax (ng/mL) 17.040 — —

AUC-inp (ng-h/mL) 167.513 — —
TR RERE RS (n=8)

Cmax (ng/mL) 21.079 1.237 0.912, 1.678

AUC@.n) (ng-h/mL) 201.667 1.204 0.868, 1.669
LR RERE ERE (h=8)

Cmax (ng/mL) 29.772 1.747 1.288, 2.371

AUC(-in) (ng-h/mL) 399.285 2.384 1.719, 3.305
EEIFR R ERE (h=6)

Cmax (ng/mL) 29.964 1.758 1.259, 2.456
AUC(0-inp (ng-h/mL) 436.389 2.605 1.821, 3.727
—NET
a) IR IER F T oW TIE, el E 2 43 2988 L Fl (£1075%) . M. AR, FE (£20%) KO

BPR=

WA R (BT JEMLER) AR ST,
JFEERERE E DOFREE X, Child-Pugh 2 3 7ICESESHEL TV 5,

EE  AAOERR S AEL O ®IT,
MEF ., RAZIET A TE 18 (TAEY /R 7FT79 L LT 100mg/10mg) & N#E53 5,1 THD,

Z 0t
AR L
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BEBAEFRARREER VERREERE -8

BRE7AEY UREKIZET 5 BEBXE+ZERES OB
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HEE 1 (02) + B ARY —7 1 (0.2
B D HIE 1 (02) HIEARR 1 (02)
A AR % 1 (02) LR A 1 (0.2)
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REE 1(0.2) BB LURBESE 1(0.2)
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