NT002

NIPPON ZOKI

20225 8 BYER (55 1 hR)

B & =R
BRhEAR - 4 4F

GBS
VIYIE \ERE T
TER - ERE O M52
LTI L

SRR aEAl
1 H 2 ER58 bS5 Y R—UIEERIERINER

"V=PTEOEE 25 mg

BAEEmRIEES

871149

AR 5| 30400AMX00349000

W5eRata —

Twotram tab. 25mg

2. HME

FASICH

(ROBEICII/REL BV L)

2.1 12mAdo/NE [9.7.120]

2.2 RHENOAHK UBBEEDOBEAERED H 5 EE
[9.1.62 ]

T I — v, BEIRA], $EFEH. A EF A N
FEFRI TR I X 2 2t h#EEE [
FRAEEDH K O 2 AL S & 2 B2 s
H5o]

BT I VEALEERZEER (L L ¥ iR
W, X)) A ERIE, 71 F3I B A
VIVERYE) EHR5h o BE 3G k14
HUAo®EE [10.12H]

TV AT = IREE KN & 55 0 B3E 3L
G-k AR DN O BE [10.128]
EHRICE D T RERNRENL TV WTAD
AEE DERPEALT 2 BZ00H 5] [9.1.2
Z ]

T 7 BRI L R R AR E o &
5EE 921, 93.15H]

2.3

2.4

2.5

2.6

2.7

3. HERE - MWK
3.1 #mk
BR5e & Y —17 L EE25mg
ﬁk‘?’ﬁiﬁ b7~ F— VMR 25mg
EHEBOEE 8.75mg
WIGEBDE R 35%

Wy TNT At Ty Ty, Kkt n
— A, b RFoxy o irtino— A,
ATTYV VBT TN, HIVERF Y
P VR)I—, AV AT—AF M)
A, b7 xuo—RA, v 70 d—)L6000,
FLAEAR A

A hnEl

3.2 HEOMIK

BR5c 4 v — b5 L $E25mg
HIR TANLT—F 4 27 2Bk
EERDE =R
= filE
7.6mm 4.3mm
e =
T
BHE 173mg
SEEMmEX
7 1 IVLJE (EEEH)
EHEB (HE)
®gE (Ae)

4. RHAERIIRIR
JEAEA M FERHI CaBEREL TRICH T 2R
(A TESE

5. MEEXIRRICEET 5EE

JEH & 70 % S B IR O - R, KR
A7 & FO BN B E ATV AH OGO # T
HEEIZHES S 2 Lo

6. AERVHAE
WE. BEACIE T F— VHEEIE L LT 1 H100~
300mg% 2 [0 TRELIHR G- 3 %0 2B, FERIZIS
U CHEEHEMKT 5. 7272L 1 [H200mg, 1 H400mg%
M2 W EET D,

7. BERUVRAEICEET 2FE

7.1 PEHREE

RENZ O THGT 261 1 BI50mgn 5 G
HZENEFE L\, BB, Mo b T~ F— VIR
BOFI2 S8 0 B2 5561 ZoROFO 1 Hix
Hm, SRR OEWER % E/E L <. KF oM
HHEEHRETHI L,



7.2 B5MERE
REIOFGIE1IH2EE L, 8, FIZRHAT2Z L
HEFE L,

7.3 HEERUVRE

KEN P 5-BG BB OIRE L BIgE L. #Y)% EH
BREPEONEERD RN 25 &9 HEMREEZIT
)k, WE-HEOHZIE, 1H50mg. 1H
100mgd 2179 T EDEF Ly,

7.4 B5OH#E

KEN O G-FMGER 4 AM 28 L CTh 2 BHFFT 2
BIRDPE SN WAL, Mo@Y) 2 inRA DL H
MR A 2 &, E7o. EMITHREIR K OB R %
AL, HEOWIEDLENEIZOWTHRGF 5 2 &,
7.5 #HEOHIE

KENOP G- %ML L ko loaid, BIER
DFEBE CTOIHmLAITHET S5 2 &,

7.6 SWmEANDERE

75 UL E O S Tl ARHI O MR EE A IR TE
THife Ly TEH R OBRIWER ST 2 B2 NhH 5
DT, 1 H300mgZ W2 W EHNLEFE L, [16.6.1
Z ]

7.7 25mgiEDx 5

JEHIE LT, 25mgdEld 10 1 DA THH L 22
Lo REIO@EFEHEIZ. 1 H100~300mgTHh %,

BEELELXNER

ALV RYIKFZELL 2 EDHDLDT,
B % T ATV EEICRE 5 2 8, [11.14
S ]

FAIEBRS LIRS, B, Bk, g o
RBHEDLNEZ DB D Eols - NI
LR E LCHItH OB %2 RS 5 %)
KELTTAIOBHEZZE L. KHH&ESFEOR
VERHOZEIU T ERET AT L,

RE. ©F v, BEREHEPREZLZLD2HLD
T, RFFG-h o BE 21T HBHEOE RS G R
B OBIEICER S E VL) EET A
ko BB, EMHECL)HEESFKICES
7B SN TWw b,

FEIR A X B IR REE CTld % < REE
ETHHILICRBETLI L,
AFNIERERATH H 2 s, AT
BEO AL 2EELEEHOREIZ##IT 5
720, IRHIZE L TE o720, vz b ids
BT L d ) IR 5 2 &,

8.1

8.2

8.3

8.4

8.5

9. HENERZRJHBEICHT IR

9.1 BHE - BEEZEDH 2 EBE

9.1.1 18Kk DAC .  BFIZE {4 B AR Aok 4 0 OR i 1
HXIEECHEABREETIEE

BeGLanwz &y BEERMIIHI D) 2 7 25014

BBENH D% -

9.1.2 Tﬁbﬁwaﬁﬁ%‘ﬁﬁﬁﬁéﬁzbv
TUOBEXIEEREORTEDOH 5 8E
BEICLUTDEEEINIATVEVTA
PABEERL)

AR G-I BIEE % 5012479

YLD D, [268H]

9.1.3 EYIEARAXIEYEKEFERODH 3 BE

BAE R EATOEH TIZ, FEHEICR-> 59562

o KAEER A LRIV,

9.1.4 MRIRINHIIRRBICH 2 BE

IR 2 585 2 B2 D 5.

9.1.5 mcﬁg%%@wﬁéﬁ%

IR LB NED LA EZRTBENDD 5.

9.1.6 #FEA 1 NEBEFICX UEBUEDBEEED
H3EBE (RFOKRD X L BBEDBLE
BEDHs5EBEEZRS) [222H]

9.1.7 Yav IRKREICHIEE

TEERAN G R I ) % 34503 5 BEZ A D %o

9.2 BHEEETERE

9.21 BELBREEEOHSEE

B LanwZ b BnIihiEErFe L. EARY

BITEHI 2SR 2 BZ N0 H 5. [2.75H]

9.2.2 BREEBZEOH>BE (BELBHERSE
DHdBEERKRL)

IR Rt T 5 BTN DH 5,

9.3 HFFiEEEEZEE

9.3.1 BELFREREENHSEE

B LnZ &y B ELS R L. (EH RO

BIVEHI 2SR 2 BZ N0 H 5. [2.751]

9.3.2 FFHEEEEDH2E2E (BELITHERE
DH>BEEKL)

BB ES RS 2 BENE D 5,
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PRI SR LT B T REVE D B 5 et id, HIE

FoRmESEBREE LIRS BTSN LA

AP35 Mkl L, BEEERESH A

IZHRZ ZURELND D, B BIWER T, BHETLK.

FALK AR O EFITEEY RITT I &hHE S

nTwnz,
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FLOMAB ST IEZRET 5 2 & BIRNERS (E

WARKFE) OEA. 0.1%0 3Lt I +46 2 &

MoNTWib,
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RER L7 F=
%
A
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LT X QTIE & 77
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13. BEES5
13.1 fER

L & U AR SN TR L
BMEC 2 2 BRI, A AR 1k 2 B IR
HEEDrME ST D,

13.2 A&

RALE L LT, RELZMER L. ERIZIS U720
EHEEROER LT Lo AFIERL 2 B DL
NO¥E. BNEWOWRT]. Bk 2 WIZiEE K
&%%@Mﬁﬁﬁ%f%ﬁhit\W%m%mﬂt
TiEFueXxy rofxh, B8 L TET TERA
g%%ﬂ&%%ﬁ%:k(+niyyuﬁ%£ﬁﬁ
LB I L LEOMEDVHLOTHERERT S
E)o BANIBITIZL o THITEAEKREZSNT, &
MhFICH LT, MEBEO-ODMEBENT. H 50
M D A DIHFIIAFY T 5 .

14. BAHLOIEE

141 FHXMHEFOEE

14.1.1 RHEOFGIZH7--> Tk, BARNRIR S
B RAFEOFEZE S, REHEEFEE 512
Gt L. AA O HILUANOEH %2 L 722 \»
EIIRET A L L bIc, REE T HOTF
DEHPHRNEZHIRET S L HTEET S
ZEs
PTPEE DO IEHNIPTPY — M B D L
THRHT AL OEETLZ L, PTPY—
@%ﬁmib\@wﬁﬁ%ﬁggﬁg«w
AL, HIZIFELZER S LTt %o
HELAHELHET LI 0D 5,
BRI RO REH] (PhiFik) AT
WHElE S D 2 e B
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14.1.3



15. ZOMmOE=E

15.1 ERPRERICE D 154

BRI CYP2DODTE AN ER Td 5 & L AVHIB LT
W% B (Ultra-rapid Metabolizer) Tld, 7~ F—
IV OTEHEACHY O MRS A L IR EHSE o
RITEHD B LR T 22BN D %,

16. EYHE

16.1 IMiRE

16.1.1 HEkS

RN 7 B2 b T~ F— VIEERIER S * 2
M 2 N50mg. 100mg. 200mg. 400mg™ #i £ F 12
B 5 L2k, N7~ F—= )V KR ONEERAEOo-7
AFINVE T K= (M) DCmaxJt FAUCHintlZ B

W HEIBIEDRRD H 7z, (D®@)
D RAOKERRIC B 5 1 G RIZHEA200mg T
Za)o

R AP E22~248 2 /R E L. FTF~ F—IVIE
g R 1R i $E & = 2 125mg X 28¢. 50mg. 100mg.
150mg THE T ICHL A # G- L 72K, P I~ F—IL K
UM1 D Crnax % P AUCo7)s VAR L CTHEfN L 726

(®)
o~ R
A
25mg X 2§%|  50mg 100mg 150mg
Crnax 116.2 114.0 207.5 325.5
(ng/mL) +25.0 +23.4 +36.0 +51.9
1.36 1.04 1.28 1.51

tmax (h) +0.93 +0.54 +0.65 £0.64

) 8.463 8.598 7.853 7.596
£1219 | +£1.096 | *1.128 | =1.202

AUCo+ 1319.6 1265.6 2301.1 4101.5

(ng-h/mL) | *+449.8 +384.4 +625.2 +978.8

4004 _ .
o~ K=

350-
—B8— F&I150mg n=22

—A— Z&&I100mg n=23

300+

—O— A&I50mg n=24
- 950 —o— AFI25mg X 28F n=24
%-E Tt LA HE(RE
A I
B 201
(ng/mL)
150 T

10048

50t

012 4 6 O 126478 24857 4885
B 5 %%ERE (h)

M1
A
25mg X 28E|  50mg 100mg 150mg
Cmax 28.33 26.68 54.12 69.79
(ng/mL) +10.21 +10.28 +15.57 +22.82
1.56 1.38 1.63 2.57

tmax (h) +().98 +0.66 +0.80 +1.24

6 (h) 10.738 11.658 9.727 8.898
) +1.861 +3.933 +1.771 +1.327
AUCoq 432.54 420.41 822.17 1201.37
ng-h/mL) | *£106.83 | £130.97 | +161.98 | £277.44

100~
M1

—H8— A&I150mg n=22
—A— ZAF|100mg n=23

% —6— AHI50mg n=24

h ] —o— AHI25mg X 2§ n=24

Dyg FE H1ZHERE
(ng/mL)

PEBA

24857
B 5 %R @R (h)

16.1.2 RE#HS

AR 6 ~ 76112 b T~ F— ViR
ZZNZ1 1 [50mg. 100mg%x 1 H 2 [0 7 H [ RAE
LK, NI~ F—= )V OGS M 12
P G- 524050 F CICEHIRBISE L. Con X O
AUCo1213 ¥ 5- 1 HHOM 2 f5CTh > 720 (@)
16.2 BRYY

16.2.1 BEOZE

B A BMEI8~206112 b T~ F— ViEEIE i
% Z N2 N50mg. 100mg. 150mgifi £ T I & &1
ARICHEEES L2k, W o 8 b il & &
IR EBEG D N T < F— )V ®Cmax 2 FAUC041Z
BWT, AFHOBEIIFO N ol T2 &
BAE G Clmax 0™ 1 FER-IE R L 720 (@)
16.3 9

Moo b g~ F— VIRREKE 2 HEME S » 112 2 mg/kgdD
= CHRREO G LR, 58058 Tl3ize
H ST RE AT S A S v, BT, B e e OV IR N C Uk
IMAE T REIREE & KL T Wi 2R LTz, £
D%, IMHE L AR IS S HAE P 2 5 # L 2 ISR L,
TG RE I B 13 4% 5 12 2405 ] TS E D 10% UL T 121K
T L7z MC-F I~ F—VIEMIE # #IR S v N ICH ]
LANESICRBYAY P N (& DN Y ek S X P L A R
GrAE L 7ze e VRS BB L R oD I PR &
FIFEREC. BRI 2 & O ISR o ML st B
ERFBRICER D TH - 726

v MiEES X7 E OREE (invitro) £, 25~
2000ng/mL O FE &P CT25~30% T - 72 (®)

012 4 6 O 12878



16.4 {Y:8

b~ F—= VO ERAHERIEL. N-IL A T VL
O-ii * F VAt CEIEEUS) & O-fii 2 F VAL H Y
HWEILTH %,

EHERHEO-TAF IV I K= ML) % EDO0-
i 2 F VABIZCYP2D6, N-Fii 2 F )V {LIZCYP3A4HSF
IZB5 L Twb, (®)
16.5 Hkitt

R AN BT N T < K — b ¥k H50mg.
100mg. 200mg % U400mg™ % 72 5 5 i [m] 68 [ 13% 5-
L7k &, #5196 £ T o R Pk 12 H = R
TR L, B REDIS~20%REE L L T,
20~25%7A M1 & L CHEM S 7z, (D®)
16.6 [HENHREHIT2EE

16.6.1 =&

HEHER N E MR E L2 B G RE (P4
Wi25.65%, 7BI) L. EkEOLTEEREEE SRS %
G & L7 i SR (T4 n72.35% . 23f1)
DEMBFENS XA —F — 2 L2 2AH, bIv
K — )V D AUCw-ine®D -3l D L8 TR B i & (65
e DL 75 A, 1661) TIX15MEE <. BEE
Z (75 LI E. 7B TG E D - 720 tpld#
NZN20f5. L7RFER L72. [7.65H] (@)

17. ERERRIR

17.1 FRERVREMICEY 2R

17.1.1 ERMBRESECXH$ 2 ERSEINERHER
BIVEERIEE & B S, JEA T 04 FHR S
il (NSAIDs) O#FEII#5-12 & 0 145 70 85 &) F
PELN G VEEREE TR E L, FFEMT T
1 ~4EM 2 C1H2M, 100~300mg/ H o i
THEE BN L2, EE R~ 0BT ERES %
W72 L7 B 1596 % . ARFIHETHI N IL 7T 1 R
BIBNC T v & LB LAARRES Lz ZEEMR
BB RAE 70 S (R BRIE O SR B DA+ 55 & 2 51
T CTOHIMIZOWT, log-rankffi7E TR L 7245 F.
HEZEDPBROOLN (p=0.042). AFFHED T T LR
VX9 B B ATRRRE S 7z

RiEfkiE

REIFF 84%

80% | T

fffff

60%

40%

20%

28 38 48

ZEERFBY S DBRE

BIE 0 58 31 221380.2% (199/248%1) T & - 7=,
10% A B L 72 BIVE R E.044.4% (110/24861) |
E@MG.?% (101/248%1 ) . 18 H21.4% (53/248%1 ).
Wii-17.7% (44/248%1) T -7, (®)
17.1.2 HRESHEER IS 2 EAEINEHER
RIS R & B S L. SRR Eh A IR
I A FERA OR G & 0 45 % R A
b eWEMEERREEEZNRE L, FERTTL ~
5HEMAFC1H 2[E., 100~400mg/ H @ i T j#
HHHE L2, SEEMRIINORITHRES 27
L7zBELTI6 & . ARFIBEL3FI XL 7T £ R EE88HI
2T v & AET L 4 EBERS Le, ZEE IR
TR S| BB OB EAAR TG E 25 %
TOMIZ DWW T, log-rankif %2 T H B L 7245 &
BEENED S (p=0.0005), 7T L REEIHT
2 RFNHE O BN HGE S 7z,

RiEHk =
100% 4
i AHIB 82%
80% i _
L
—‘777#‘*7 1

ol T
60% 75 uABE 59%
40% -
20%

0 T T T T T

0 18 28 38 48 58

—EERFARY > DBEH

BIE S B 1, 70.7% (176/249%1) TH - 726
10%LA_E383 L 72 BIVE A 8 8543.0% (107/24961)
T 0:33.3% (83/249%1) . MHIR18.5% (46/24961). F
Bk £1110.8% (27/249%1) TH -7, (@)
H2) “EERINOBITE

IEER (FEW) ORRZEEDT0%L - TH 5,

- EEMIIBAAHET 3 H H 0 PIINRSEASIE B B AAHT 3
HIEOFIHENRSE L D 2 L ESE L T\ 5,

- CEEBRMIBAAET 3 H I ONRSIE O R AN & e/ MED DS
2LANTH 5,

HE3) SURMEAAA S & e b Hite

S CEEBRIIC BT ANRSIHEA T EE MR/ 3 H
OFINRSE & e LTy 2 DL EAL L 72 HAS2 H ik L
75

- CEERIIC . BRE AR % BRI
Pegdik & o LA,

17.1.3 BMEREICHT 3 RIS

MR RE . AT PERERIETE. BIER) v ~F. BIEE
ZERE AR T IR . A TR TN R P AR R
MAHERIE . A RPTERERETEO VT AT X
LEWERAEA L. SEEAMAIRLIEL E 4 A N
FIOROAREGIZ L 0 T e s R 2E o Nk W
H1TAB 2 xS L L, A%l% 1 H 21\, 100~400mg/
H O HEFHC 8 i B 389k L T b2:8M1 (12 H)
w5 1L 7,
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DIRKIER) OEALEOFHME (EEFEE) &, H
EMERTRET 277 (1.77) TH V. kx5
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