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#110.151]

3. #HRE - MR
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s IIATS)=NH TN | TIRXTST— VTRl
an

10mgl 7 A1 | 20mg[ 7 A |
EAVE WA A/ SRV IN & 1L

R (ZVATF— )k L70)
(17 7] 11.1mg 22.3mg
(10mg) (20mg)

JIVEEN) TV, AT T VMg, YV, My EDOO
ATV TS, Db AFE, BB e FoEsSaeib
g WEH (U—2, 7o xu—2, K VNA— 180, A7 LEED
n RY~—LD. €/ AFTT) VT L) V. T )VEi#ENa
# e |BEK, 77 =T Bt 5 > SWALSK, VAT R
Kk JiaFr, ey VRFBEI ATV, 7O 20—
e bek | Fwly. Fwl02y
3.2 WFIDMIR
04 IV AT TS =)\ h TN
" 10mg[ ¥ 7 1 |

;
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-
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Al T 7 IVH)

BH O IREEM BH O RVEf

[ I B A A fil B T TR

N A~ ) TWE|INEY  Hfa~I2< ) 3w
i O 5 75 1 KL C i, O B i M R C d
%o 1O EEH %o 1B O NG
R iBObLZ DDA, Rz iBdbLZ DB A,

IV AT T —=)vh TR
20mg[ 7 1 |

I
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N
3

5

LA 17

#94

afn
afn

IR

4 (mm) 11.3 11.3

i (mg) #169 #9111

4. FEEXIFFR

(h7EI10mg)
B85, TTEEEE. USEs. SHRERER. U5
AEBEEYRAE. Zollinger-EllisonfE{®E. X0
RIEEMNERIRSIFCH I DBEENE T BB EEDER
Fl. BERE7 AV VRSBICBT2BEEXET =155
BB OB

OTPFERIEBIFIANUIINTH— - EOYU DREDHEED

SiEE. TTEBEE. BMALTU VJ/VE, SEEm/ iR
FAE., RHBEICHTIRERMNAELE. NUINY
y— - EOVURRER

(h7E)L20mg)
BEB TTEREE MEHEE FRMEREENR.
Zollinger-EllisonfEI&3%. IER 7O RIERRERIR S
ICBIFBEEEE T EREEOBERING. ERAE7AE
U VESEECBIT 2 BEEX T iEBEE0BFRIE

B EEBRSHEES
872329
10mg 20mg
& 2 & S| 30400AMX00356000 | 30400AMX00357000
RS 20234E1H 20234E1 A

OTFELBIFBIANUINTS— - EOY DIREDHED
BEE. TTHEREE. BMALTU V/\E. =& RmIvR
HAME. RPREBECHT DARRNEERERE. NVIND
y— - EOURRER

5. MEEXIFHRICEHET %32

GEX 7O REMRERRSHICBITS3BEEXIET2EBE
BOBEREIH)

5.1 BAEI) v~ ZHMEESICB T 2EEEHED /D12
AT O A FUPLRIESE %2 RIRG G- L T\ 2 B8 2 %50
& L. FHBAICHE L Cld. BEE LS T ZIRIBES O B
EHERTH L,

BERAE7ZAEV VRSEBICBIF3BEEXIE T TEBESDE
FAMHD

5.2 Mg - EROEHIH O 7- 01 EHED 7 A K ¥ % fkEHK
HBLTwsBEZHGRRE L, HGHBICHL T, HiEk
TR ESE OB AR T A 2 L.

NUONRTH— - EOVDREDOHED

5.3 EATHIHEMALT Y v SEICHTH2AN) INT & — -
W RO AN L T v,

5.4 SEIEMEIM/IMGRAEICRT L Tk, W1 R4 0SS0,
ANV AN F— - ) REREASEY) &S D ERNIC O
AEHERELTH 2 &0

5.5 FIHEF IR 2 NHSEMHEZ Y FMIIE, ~) ansy
F— - ) BRRGEIC L 5 BEOFEIHNI T 2 A5
AL L TR\,

5.6 N anyy— - o) EEEERICHVLEIZIE. N an
75— ) RHHTH L E RUHREREICI DAY O
Ny & —  CO)EREERTHDLIEEERTHI L,

*6. FiERUHE

(Bh7EIL10me)

BEE. TTEBES. WAENES. Zollinger-EllisonfE(&Ef

A
HHEL. BAIET Y AT 5 — )& LC1E20meg% 1 H 1EFE
B53 2%, b, WE., B, WAEIRLEE CIE8EM F <,
T IR E S CI6HEM F ToHS £ T 5,

INR
B R LGB R OVNEIZIEZ Y 27T = e LT,
RE20kg A CTlE 1A 10mg% . AKE20kg L b CUEERIZIES ©
TlA10~20mg% IH 1R 59 %, 2B, #@F. 5EE.
Wy ERiE S CILESHEM £ ¢ T ZIBE I ClI6AM F ok
E5 5,

WRMRER

A
HHEL. BAIIET Y AT 5 — )L E LC1E20meg% 1 H LEFE
BH3 5, p, @E., SHMFETORG LT 5,
EHICHSE - B A AR R i B R OMEREER I BT
12, 1A110~20mg% 1 H 1Ak C#%5-9 5,

INR
B R LGB R OVNEIZIEZ Y 27T = e LT,
RE20kg A4 CTlE 1A 10mg% . ARE20kg Ll b CUERIZIES ©
T1H10~20mgx LH 1B 55 %, 2. @E. QAT
TOEG LT 5,

ruo



FUSAEBRIEERIE

A

B, RAIZIET Y AT T = v e L C1E10mg% 1 H 1R
B53 54, B, lE., VAT CORS ET 5,

INR

HEL. UL Lo RU/NRICIZZY A TS — e LT, 11
10mgZ 1 H1REO# S35, 2B, @HF., Al FE ok L
T 5

JERFOA REFIRNERIZSIBICBII2BEEN G T EHEE

DOFEFINH

B, RAIZIET Y AT T =) e L C1R20mg% 1 H 1R
#5425,

BERAE7 AV VEBSIEHICHIFHBEEEX I T ZEEEEDER

1l

B, AT AT T =) e L C1R20mg% 1 H 1R
#5425,

AUYINUH— - EOVDREDHED

B, Ay AT — e LClR20mg,. 7TEFT Y
V) ok & L1l 750mg (i) KOV 7 SV 2a< A vk
L C1\200mg (J11ii) 93%] % [EEIZ1H 201, 7H M55
o B, IV ATTA VUL, LEISL CEEHMET S
ZEMTE L, 72720, 1HI400mg (i) 1H 28 % R & 35,
Tu bR TAreEY = TEXFIV) VKNPET Y F
VAU A T O3B GIZL LAY anNs vy — - Ea) Ok
BEEN AT O%a1d, ShIctb b b s LT, @,
WAIZIETY A TS5 — )& LClE20mg, 7EF V) YK
M & L Clm750mg (i) KX A b =4 — )L & L Cl
250mg D 3% % [RF (21 H 28], 7H MR S-9 %,

(h7E)L20mg)

BEE. TTEBES. WEENES. Zollinger-EllisonfE(=EF

A

B, AT AT T =) e L C1R20mg% 1 H 1R
B53 5. 2B, WE, BiEE. WETIEE CIESHEM F T,
IR ES CIE6EAR E ToG L 5,

INR

HE . EE0kg EOGIRKONRIIETY X T T =k
L C, SERIZIE U C1EI0~20mgx 1H 1M &F 0% 53 5, 7%
B, EE. HiEE. WATEE CESEME T T EEEE
TIE6HEM F TG L35,

WIS
N

B, RAIZIET Y AT T =) e L C1R20mg% 1 H 1R
BS54, 7B, i, SEMFE CORG LT 5,
SHITEEE - FRE M RS R M Al S OMERRR I B W T
13, 1[E10~20mg% 1 H LEfR 1353 5,
INR
WE. RE0kg EOGBRO/NRIZIET Y AT T =Lk
LTy RIS U CLEI0~20mgZ 1H1ERF 1% 5§ 5, 7%
B, @, SHAMFEF oG L35,
FEZATO4 REMNESERSIFIICHITEEEN T T ZIERES
DOFEFINH
B, AT AT T =) e L C1R20mg% 1 H 1R
#5935,
BERE7 AEVU VESIHICHITEEENIE T TEBEEDER
el
B, AT AT T =) e L C1R20mg% 1 H 1R
#5935,
AU 45— EOVDREDHEED
BHE, ALY X 75— ) e LClH20mg. 7TEF T
) YRR E L CLE750mg (JIfli) e OV 7 ) A< A 2 vk
L C1m200mg (J11ili) 3% % [EEIZ1H 201, 7H BA ¥ 55
bo BB, 7TV ATTA T IE, LEIS L GEHEHET S
CEMTEL, 72721, 1E400mg () 1H2E % LR &5,

Ta bR TAEY =, TEXFI V) VKA Y T
A< T rO3FNIFEGICEL L) anNs sy — - Ea) Ok
BWIBERDP R OAIE, SHICbbiE#HE LT, #E.
ATy A 7T —=)vE L C1H20mg, 7EFT 1) 2Kk
M & L ClE750mg (i) L " A b =% — )L & Ll
250mgD 3% & [FRF (21 H 2B, 7H BRI S5 5,

7. BERURECEEYT %F3

GERERER)

7.1 1H10mgDMEFHE D THAEDSEO 5 7284131 H20mg T
WEEIT) 2o 72720, 1H20mgDHERRE THIEN D 5
NG E. &2 IE P EEBA ., i, W FEEESEOE
RHFRO ENTGE T, D THRBRESE 21TV, ZORKE
WZEED TR 2 AR D B2 5 2 2 BB THI L,

GEU S AEBRIEETE)

7.2 5 BM2EGE Ha L L CORZMER L, Eko s
HRED LN WA IR, BRSR DI OEINDE 2 5 b 720
MO FY) R RIENOEE A EBTH L,

8. EELEANER

CRhgEE)

8.1 IMiff%k. Frese, BRSBTS 2 L.

GERERER)

8.2 WA B R DMEFFEICOWTIE, T - FRE Y KT
BEIRLEG T2 L& L, ARMFREOLED il
WG TAHIEDRVEIEET ST Lo Tz, MR
SEMIICNRSERE 2 £ 5 2 B E 04T 2 e
FLVv, B, KOFHIITHEET AL,

8.2.1 FISsOBEARE, JEIRDREREE % E M L CHERREO =%
BRT 5 Z L,

8.2.2 EEMEINFEDS AT ICMR- T B &I S 723 A 3R
RiEErEET AL,

8.2.3 MMM %k, IFHhE. BRSO E 21
T LV

GEUS AEBRIEEE)

8.3 HLICHE L CIXMIZIC L v Mg=el). Bl A O R i AE
KA ELESND Z & (LEMB 2020 L) 2o ¥
552k, B, AROEGHENE., EEESEOEEEE K
UMD A LEREIZ L ARERZ BT 5 2 & hH A DT, W
PFRAESICL) INOORB TRV L A2ERT LI L,

9. BEDERZAITHEEICAHATIER

9.1 GHIE - IEREEDH D EE

9.1.1 EBHEDEEEDS % EE

9.3 FFikeEEEEE
JFHETH Y . MHIRENE L 22 BENNH 5.[16.42]

9.5 1FiF
W0 AR L T B REMED & 5 PRI, i Lo f stk
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9.6 Z3iw
HE FOFRER BFLEEOF ST EE L. ZILOME L
Bk EBET A2 AFROTEIKTHLET AT T =)L
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%9.7 IR
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9.8 =HE
BHE» OG- ZRGT A2 Lo —MRIZIFRERE, Z DMl FEE
BEDMET LTV 5B 2 ED %,

10. HHE{EHA
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E 72 BERSWHIHRIERC L0 BERER O 2 LA U3
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$HI 55 FRPRER - H i 5k FeIF - fabud 1
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(LATH ) R ZBET2BENHICEY 7 5FF N

[2.2ZH]
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HUBESIRT 22 &
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[2.220#]

JIVE Y IEREO
TEH 2559 5 B2
Wb
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15 MR IR O W LS KT
L. YILEEY Yol
TIRENMETT L2 L
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A 45 FRPR R - 18 5k i - a1
DN AN N B OEFOEM % [ AFNL IO T T
AR N R 52 EDH b, |7 10— AP450K Y
JUAY ) — ) B FZCYP2C19C AL 3
[16.7.1%H] ENDrzd, KHIEE L
TNT T Y PrgeIm e 2 s L, |(RAEEE o n s
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b 70 b vE U
fi) ] S A e 1 (INR) il
£ o ML & T BE O 22 B)
o EE L&
H952k,

YO, PRl z 2
ESELBLND D5,

5 1) K AR

& o0) NADIER %
WERd 52 LD b,

AN MLFY—|

EHEO AN ML *
=t x&5TEE
1E, —HE IR F o
HEmkv szt EE
BT AHT k.

M HAEH OB XA
Thhbo

NS DIEK O IR
ERLEATALZEND D,

vakvr
AFNTITRT Y

NS DOEHOIER %
W4 2 2 LB D,

AN O H R W A
Hizihyryaxs oo
Tk 43 7 ASE0 i & 1,
VxR
WERTLZEDDH D,

A FZ7arv—)

FuTr X —EHEH
TIA4F=T
—uF=7
yuF=7

IS 0EHOERZ
WEGT 252 LD b,

ARFHN D e W E
JAIZX ) s o3EH
DOEBEPBET L, 2
NS DSEF O [ E
PETTLZEDDH 5,

Ry afv—i

RHNOVEN % 589 %
DB b

K H DCrmax ft. IWAUC
AT A BZEN
B dH b, KV aF
V= v i R FE o AR
f F#(CYP2C1I9K O
CYP3A4) # fHET 2 =
LEz b,

11.1.2 NIMERRIAME, BFRMERAE, JBMMMEL (91 b SR
B). MVRIBEAN (19 i)

11.1.3 BIERFR. FFHEaEEE. BB, FRE( 3L HEAH)

N4/ 5 & F K IE 3 B ## fiE(Toxic Epidermal
Necrolysis : TEN). R & #; & BB /E (& #(Stevens-
JohnsonfE(&E$) (V371 S EAH)

11.1.5 RAEMRNR G EARE)
WMk, FRIRINEE, S8 T O RE (BRE) S R0 5 ne
aid, R XM, MESCTEHEoMmAE L £+ 2 2
& MVEMERI DS 2B Id S 2 ik L, B B R
WE CRIOEGEOBY) R LEEITH T &,

11.7.6 HEMEBR. 2HUEES (3T HEAY)
BB (BUN, Z L7 F V) ICEBT A L,

11.1.7 1ERUERRARIE (S A)
. B, CK RS, MR ORI 4+ 70y FA%
VBHLEOLNDLZ EDRDH 5,

11.1.8 &7 MY LMNAE (BHEEAN)

11.1.9 $BBLIREE B AHT)
SEEL, WO, BN, SEENHSDONDLIENH D,

11.1.10 $RAEE CGHEARH)

1.2 Z0fDEIHER

(BiEE. TTEEEE. WEHES. ERMERER. IFUSA
HEEEYRAE. Zollinger-EllisonfEl®EE. FEXFO4 Rt
WERIRSIECBITZBEEXE TS EE0ERING. &
HE7ABEVY VRSIHICHIT2EEEXETTEBEEDER
D

1~5%Ai 1% Al B
SEAE BI5. KR €0 FEDURuBEL. 2R
IE. HIRE
Ak M. TR MR, fE B Mm. RGO BHEE
fh. CONYE. B v P 7R K I %% (collagenous
GiE. 1 colitis. lymphocytic
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Rl R LA
IR FMERER A
FER AR R SHR. SRR, IR, |RIRIE. O DO
FEMED F v
Z Db CKES. MEmtEd 0 EiE. BET |, &

W HEARILEE. BRI A, B, BRI £
e WE. KT, K~
7 AT A IE (K 7
VT ME, Y
T AMAER PR & & A
HbD). FAYEFIE

FIVT 4 FEIRX T
/e

AT 4 FENVOIVER
ERBETAIENDH D,

FH AR OB AW
ThHbo

VT 4 FE DI
FEMMET 52 05,

tAavtF bFY Y
%7 (St. John's Wort.
trhTVa—-rxX-
7= M) EA R

KA Oz 8555 %
DB,

A4 I3y F FFY
Vo s AR A o AL
B #(CYP2C19K UF
CYP3A4) ##FHE L, &
F oA A HE S A
HEESET A2k

SRR E IR & L7 7 RV O BRI ZEE ) 0N 7 2 7 3k
[7] 5 MAH ML BGRER) IR D X B L T 5,
NYONTH— - EOV DORREDOHED
EIWERH OBEICOW L, BB T+ =REEEicsir s,
KHDOFT L IROF ATFT =), TEXFY I VKPR
7 7)) 2aaxA Yy O3FNFxEGOmEIZED

HEZHLND,

1. BfEA

ROBWERDH SbND D DDT, BIgzE T2 4Tv,
TR DD S NIGAIIIE G 21§ 5 7 ) A LE & AT

)&
11.1 EXFEHER

NI vavd, PFI45FI— (TR HERY)
Yav i, TH74 7% - (IWERE, JE SRS 5H 5

PNBZENDHD,

5%L) k. 1~5% A1 1% A4+

TEEUE 3895

HALEE RO BRAE| TN g5, B, B |E K. e, TR

(33.4%) . |75, HE.L JEEB R G| 2%
WRESE | ER
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. AFPLEA. v
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19% At
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H.oBalL A50o—
VS QTIE £, 5
B, BRE Y
SE. BE. S
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) BEANE &,

12. BRFRRERRICKRIFTZE

NYaNH— - EOVU DRRE DD
IVATII—NVEOTO N BT By —RTEXFY
YUK, 75 AuT A Y VEOYUEYWE R A b=
F = v O R 54 T E Tl BCIREBEIMFAGREROH
EDMBIEMEIZ 2 LR D B 72, PCIRBRITRABRIZ L D
B EZAT ) HE 12, SIS O3HOF G-H T 15408 DU
DOEEITTEMT 5 EDEE L,

14. BALDEE

14.1 ERIZMAFOER

PTPAH DOIEHIIPTPY — MW L CTIRAS 5 £ 948
W52k, PTPY — b OFRAKIC L Y . B E AL A G AL
AHIA L, HIZIZEL 2 B2 L CHFR SO EE 2 A 0HEE
BERT B LD D 5,

15. ZOMDER

15.1 ERRERICE D < ER

(RhgEIE)

15.1.1 RHFIOEMZEGHICBEO T R — 728072 L Ois
Wb

15.1.2 AKFI OG5, BIEIZX 2ERZEHRTLZ LV HLHD
T, BURTRWZ EERBRELTHEST AL,

15.1.3 /MBI 2 BEEOBIENEE T, 7u bRy 74 vk
Yy —I2 & 2 EB B COFMEE 1L ) IR ET ST, TR
FI . BHEEITO) A 7825 s hTnb, Fio. BHE
T ORI EL ) Of#FEE 2 BB T B0 225
¥InL 7z,

15.1.4 A MI B 2 EICARBE X NG L LB EROBIZ%E
T, 7O bMYRYTA ey — %5 LBRIIBLTr O
AMYTYT A F AT AL B GEGED ) A 7 HEHIASEHR
EHENTWD,

GEUS AEBRIEEE)

15.1.56 NPT OE ) A2 ThHbHEEZHNLNEEHE.
BIANNVZT ZEMHT2EEOVTRICO Y L2 WHEIZIE
KA DB FHE S U L WITREMD D 5 6

15.2 FEERPRERERICE D < 1EER

15.2.1 v MZKRF DT IKTHE A+ AT F V' —)V]1.Tmg/
kgDl I & 2 M #E O 5- L 72 BT, HICAVTF /4 Fo
FENRRLENTE OREDRDH L, ZOHINVF 7 4 FOFEEIZIE
Ty MIHEFRRESFED SN TV 5,

15.2.2 5 v MIHEETH LT vV 75— (B0mg/ke/H).
TEFT V) VAR (B00mg/kg/H) 7 S5) Aa< A Y
v (160mg/kg/ H) % BEE G- L 723k <. @ coHto
Bl L QIIRIBOFEEFEIH BRI RO 5N TV 5,

16. EYENRE

16.1 MEE

16.1.1 BEi%S

i BE B N 53 14 Wk B8R B (n=24. CYP2C19®homo EM. hetero EM % ¥
PM® 250 121 X 75 ' — )b 10mg & 0°20mg % 225 I | 2 B [l [ 19%
B L7 & &OREAROIYIRE T A =5 1ZPTOEBY TH LY,

5 Cumax(ng/mL) Tmas (hr) AUC (ng-hr/mL) Tuvz(hr)
10mg 247 1.00-5.00 565 1.19%
20mg 489 0.75-6.00 1085 1.08

T;quliﬁ'z—id\ﬁﬁ*ﬁkﬁé\ Z DAY
a)n=23

16.1.2 RiEH%kS
Tt B B N 5 1 Wk B (n=24. CYP2C19®homo EM. hetero EM & O°
PME A ) 122 X 75— )V10mg Kk 020mg % 1 H 11815 H i K 1H %
A5 L7- & & 0%E5H B (RIS O RZE(R DI BTE/ T 2 —
FIZUTDEBYTHBY,

Eiasn Ty Cumax (ng/mL) Trmas (hr) AUC (ng-hr/mL) Tz (hr)
10mg 376 1.00-5.00 825% 1.16%
20mg 883 1.00-4.00 2083 1.23

Taxld i/ ME- IR, Z LI
a)n=23

%530 H R USH HOCuul 3 AR TH - 722 &b, EHR S FlGE
BHIZIZMAE Y X 7T — VIR EFIREBICHE L - E 26N
7o $£55H HOH G HRI2M RIS B 2 M=y 2 775/ — Vi EidIE
IR FLLL T IART Ly THLRIRAE 5 L Cd RIRIEFRD S o
72,
*16.1.3 $HRROINE

MR B O/NBEFIZZ Y X7 5= )10mglk 020mg# 1 H 1[5 H [ LA
FRAERORS Lzl 2 A REMEOSEWBE ST A — 5 IZLT O
LBH)THo72Y,

JJIBED | png | g cmjyjiﬁfk%mﬁﬁﬁﬁf?}wynu

i e O (ng/mL)? T ()™ (ng-hr/mL)? (hr)?

15D E

o || A3 |13 b9)| (e |0-80%0.18
1~11g | 1Ome |10 (o0 | ©0.55000| 8o |0-97H0.5
ME oo |10) T | 0.bhon| ot |L0820.4
lo~1ai | 0me |9 <913.171%> <0.913?27.95> <1oglg%> 1.370.88
PREE | 20mg | 10 (5??&%) <0.915'-73?,oo> (32?%‘7%)) 1.060.25

a) BT T CEIRE)  b) thdefi G/ ME—H A i)

o) M + R Dn=7 e)n=9

16.1.4 E£YFHIEIE MR
IVRATTT= AT eN20mgl 74 1L RF T ah T N20mg
AR A B (CYP2C190homo EM™#) 12221 7L (1Y 2
7T =) & L C20mg) ZEREIE K OV BB AR G- (2 0 A F — N —
B L. MRy X 75— Vg2 L7z, 155 N7-3EWE)RE <
7 A —% (AUC. Cmax) {22\ T90%15 HEX I CHEHENT 2 17 - 72
i log(0.80) ~log(1.25) O#HPHNTH V) . WHI O ALY FERYE S DS
RSN,
BB, ZIATIT= VA TR NVI0mg T 1 i, BERHEWTH S
IV AT T =) T eN20megl 74 L sEECH D,
FIRZ =D WS PR SN,

FHHNL A TN GREOSEYBYFE ST A — 5
Cmax Tmax Tz AUCH
(ng/mL) (hr) (hr) (ng-hr/mL)

% |\IVATITI—

B |57 n20mg | 445.8+190.9 | 2.1£1.0 | 0.7£0.3 |630.2+383.7
Borodl
o [RxvvanTe| . .
(0b7) | 120mg 422.3+180.6| 2.2+1.0 | 0.70.2 |612.8+374.8
& IYIRAT T =)
% |P7EN20mg | 294.6+153.2 4.6+1.0 | 0.8£0.6 |548.9+310.6
;;i“ o4
(n=117) f;;g;g”ﬁwc 298.8=158.2 | 4.8=1.0 | 0.7%0.2%%|528.6+296.4
WA ¢ AUCoshey £f% 0 AUCo-100 ¥ 3¥n=116
(Mean=S.D.)
" 500 | (ZERERHR IR SIS D MEER R
%E —e— TYAT T =) T )L 20mg A |
T 400 ‘ --om- X F Y LA T )L 20mg
Vi i Mean=+S. D. (n=67)
A
Z 300
7
7 200
i
i
100
(ng/mL) ‘
11 1 1
0 05)1 15 2 25 3 35 4 45 5 55 6 8
0.75 PEEBOFE (hr)



W 500 | (REROKRSROMIRERIR)
§ —e— IYAT T = AT N 2me T A |
T+ 400 o RF I LHT )L 200
Vi Mean=+S.D. (n=117)
A L
) 300
7
{ 2000
i
i
100
(ng/mL)
Il Il

=0 | 1
0 1152253354455556657 8 9 10
2515 OB (hr)
MAE R 72 & NCAUC, CmaxZ:0 /85 X — &1, Mg oRwIN, 1K
ORI £ - B2 D RBRSAE I X o TR W REND B 5
##)homo EM : CYP2C19*1/*1

hetero EM : CYP2C19°1/*2313CYP2C19°1/°3
PM : CYP2C19°2/*2, CYP2C19°2/*3X1ZCYP2C19°3/"3

16.3 £

16.3.1 MRZELEFES
IV AT T — v (RINERE  2301320pumol/L) @ b b IMLHE 2R G 4
(in vitro)1397% Td - 729,

16.4 {8
m vitrolF AU REORE L2 S, v FaF UK, 5-0-Fi A F viko 4
A2 IZCYP2CI9. Ak UAEDERIZIZCYP3A4D S L. 25 3%
DRI ~ORFH 7 V7 5 v AGFABETH L EHE SN TWEY, =
VAT T = VDin vitrofFREIZB W T, & Fu ¥ IR K U5-0- »
F VRO KB S5-§ 5CYP2CIO0F 5= (R#EH 2 V7 I A :
CLin) 1373%Td - 727 AEAD 7 — & Tid, g ARG v
ATT =V EERRERE L8 &, DO ERBWIE ANV K>
HRO FO X6 Th-72Y:.19.3. 10.2H]

16.5 HEttt
MEIANDOT— % Tld, “CEHRIY A 75— Vi HEORO%kS L7 &
& PG HURREDFI95%HM8IE R F TIZIR P J OFE R S AL, SR
Ptk & 3 AE PR 0 3451 TH - 7295

16.6 HEDERZRTIDEE

16.6.1 SkpE
HWEADT — & Tld, TV AT T — )Lk S ERZ C1H 1a5H
BRI G L7z & &, #5550 H OAUCK UNCuasld IE 5 #5 0 JiE 5
TS S GEEE LD DB AR L BT 0 M (R E G,
FE ) 1L 4 1.25(95% S JEIX [ 0 0.94-1.67). 1.18([F : 0.91-
1.52) TH-7:%,

16.6.2 FFikEEEEEE
MWEADF—F Tk, TV AT TV — L% FHheREE %21 H a5H
BISAEREIES L7z b &, AUCHE. FHAEIR T 0 2 WERE T i
TR I, B ORI E B E TIL2 38 (. BE~ P
JEDFRERERERZ TH FDidl . 4~1.8TH - 727,

16.7 EYMEE(ER

16.7.1 IY7EINL. Tz b UREIILTFUY
FEHARCYP2C19K. ' MIFI 710y — A% v bin vitroitBRIC B W T
TV AT 5= VIECYP2C19D iM% B4 L 72 (Kifiti = 7.9/ U8.6uM)
#%. CYP2A6, CYP1A2, CYP2D6, CYP2E1., CYP2C9/% USCYP3A4
DIEHIZDOWTIRIE L Wb TR HEFHEZR L2 9,
NEANDTF =% Tid, V7E8L, Jo= b XEI V7 7)) v (R-
IN7 7)) (Pl CYP2CI9DHE) & =V 2 75— VO pHIZ &
D, ITENA, 7= M Y DAUCIEFNEN81%, 13%H K L.
R-7)V7 7)) Y OIsER b5 7 1313% 5 L7219, [10.251]

16.7.2 ZDfthDEE
IYVATITT=Er ) Aa<A vy RITTEXR Y V) YR OHE
2L, 790 20x A4 L Y ROTEX T V) KN O
B o leht, 7T A~ A Yy OIARIKERALA S O AUCH
R L7z, T720 TV AT 57— VOAUCITIEBE O #5265 121k L
720 F2T O FTuRL N ukysaT S )T AE T
A B LY X T 5= VO T EERILED SNk h oz

17. BREREE

17.1 BMERULZLMEICEET 5558

GERERER)

17.1.1 BN MEEER (RRA)
WM EERE NG L L EEMRILERABR T, + 27T -
20mg. TV A 7 FV — V20mg ¥ (340mg7s1 H 1] iz K8H [ #% 5- &
. LG8 IS O 2 O i [95%15 X 1] 1287 .4% (166/190
B11)[81.9%. 91.4%]. 87.3%(165/189%1 ) [81.8%. 91.3%] K 190.0%
(171/190%1) [84.9%. 93.5%1TdH V., F A7 F /= )L20mgl 3 5 =
VAT =) 20mg K F40mgD IEL DTS H T b,

FEIERZEBUEE X, = 2 75 — v20mght T7.9%(15/189%1) T&H -
7oo FEREWERNETHI2HIA.1%). 7I9=Y - T3/ TV AT 2T —EH
H0261(1.1%) Je OS2 L 7 F & AR Ak & F —BHEM2E1(1.1%) T - 721,

17.1.2 EREIEEER (BRA)
WM EEREOBRELE E R E L HERIILESRERIC B W T, 42
75— V10mg& K L 72 A 75— )L10mg MK 020mg 1 H1[1]124
S I G2 B30T B T EE S D FFEEIHIRN AT ST B,

IVRATI=) | ZVRATT—) FRXT T =)
20mg (18831) 10mg (183f41) 10mg (187%1)
s 1451 22451 3141
*ﬁ@fﬁf’) 92.0% 87.5% 82.7%
+ o~ 0, —~ 0, — 0,
[95%Z HEIX 1] [88.0~96.0%] [82.7~92.4%] [77.2~88.3%]
0.62[0.32~1.21]
NH— Rl (Y A7 T = V20mghfvs TV X 75— )L 10mght)
[95% 15 HE X )] 0.43[0.23~0.80]
(v A 75— V20mghtvst X 75— )L 10mghf)
p=0.158
) (VA TF = V20mghfvs =V A 77— )L 10mght)
Pl p=0.007
(= A7 57— V20mghtvs+ 2 75 ' — )L 10mghf)

a)Kaplan-Meieri: |2 & % 3t

b) Log-rank 5.,

Boki#E  WHI5%. Hochberg® J7i:\Z & % Mg O % E kO #

BIERZSEHEE L, =V X 75— L20mght T9.0%(17/18861) & Of
VAT T — v10mghE T8.0%(15/188%1) TH » 7z ELEIEMIZT Y
X 75— V20mghE Tl 7 L7 F ¥ R AR ¥ F—BHhn26(1.1%) T
HY. TV AT T =) 10mght T FHI260(1.1%) R I 7 L7 F >k
AR FF—BRN26I(1.1%) T - 721919,
GERFO4 REFRRER(NSAID)RSEICBIT 2B EEXIE T 2155

BEOBFMGD

17.1.3 ERNE MEEER (BRA)
LS OB % A3 2 NSAIDM IR B E 2 R L L HEE#H
WG BWTIY A 75— )L20mg? 1 H 1[nl2458 #5112 51
BT IR IGES O FEIHE RO SN TWw b,

Y A 75— )20mg(173%1) 75t R (16861)

S B 661 56
B 2M 20 o 0 oo

FssEste 6. 4.
[95% = X 4] [92.8~99.1%] [56.8~71.9%]

N — R
[95% 5 481 1] 0.09[0.04~0.20]

pfi® p<0.001

a)Kaplan-Meieri: |2 & 245 b) Log-rank#i7E .

ARORIE THI5%
BMERZEBIMEEX, =V X 7TV — V20mght T13.9%(24/173f1) T
b ofee EAFEWERIE EIERE260(1.2%) . THI260(1.2%) . ER261
(1.2%) . WEIL:2M51 (1.2%) % O HERE R 2610 (1.2%) Tdp o 7217

17.1.4 ERREIESHR(BA)
HALEESE OEE 2 F 9 2 NSAIDiktIR HEE Z R E L2y X 7
7=V 20mg® 1 H 1AI5238 4% 5- R 12 350 F 5 B i85 33+ =48Iy
DIFFEFRIILTOLEB) TH 5,

s

5230 £ I3 4E % (Kaplan-Meieris:)

TV AT T — L 20mght (130%1)

95.9%

BIVEFSSBUE 1, TV X 75V — v 20mghE T16.9% (22/13061) TH -
720 EBEWERIIHEEME261(1.5%). -7 VE IV T VAT 2T7—F
RESL 261 (1.5%) Td - 7219,
(BERE7 AV VESRCBIF D EEBEXE T 5B EE 0B R
17.1.5 7 I 7 HESE MR (EA)
WAL ESG oA 2 AT 2R T A Y ¥ (81~324mg) ke ik &
HFAANBEED) R E L7 27 S5 M H a5k o o 1 1
FICBITAEHRICBVT, TV A 75V — 20mgn]1 H 14858 [ 4%
LRI BT B B U IR IS O IR IR R AR H iTw

21 (1.5%) « SERE2H51 (1.5%) K O H%

bo S BT, HIRHAT LIRE,

IV RAT T = VEEOWERE O A GH

HEFE S, TV AT T — )L20mgF 1 H 1Al 57258 % 585 12 B
T, G720 BOIERIEFRIL6.4%ThH - 720 B, Rtz B T
IVRTTS= NV, T RBELICem s 7y v — MR L

TwWz,
TV A7 5V — )v20mg(18261) 75 &R (18261)
FEREBI L 251 2231
Fe AN > 08, 3% a1 2%

g " .

(96 650 K] [95.7~100%] [72.7~89.7%]
NF— Rl _

[96. 65% 51X 1] 0.0910.02~0.41]

pfit® p<0.001

a)Kaplan-Meieri#:|2 & 235 b) Log-rankiE, A RKEE  WHI3.35%
TV AT T =V 20mg G- HI 21450 31 (14.5%) DRIV ASE i S
TWwho LHFIERIE, THI2E0.9%). U5 AL %261(0.9%) . IEH6
J&ii2160(0.9%) BARY —7261(0.9%). Al261(0.9%) 5% TH - 7219 2,



(BEE. TZERBRESR. MEHES. FUSANLBERIEYRE.
Zollinger-EllisonfEIREF S TICBEE. TZEBES. BEMALTY
VI, REMMIMREAME. RPHBECKH T SRRENEEES. N
YNy — - EQURRBRICBIFEIAU NI — - EOYDRE
o) :1:)3

FEIP1Z B\ TR KT R O R U85 55 o0 G I S8 BB EE AS AR & 72 2 3t
B 92 L T,
(BiEB. TTEFEES. WALKEE. FUSAMERIEERAE. Wik
BiE%N. XlEZollinger-EllisonfElREE)
*17.1.6 BN [ /MAESER (SRR UIMNE
B, TR WA EES. OO AMEE EEUE, S
PEAE %, i Zollinger-EllisondERE#E 2 H T 45 XIEHTA58V0H %
1~ 147 D BHS0B & x5 & L 72 EHREETIE, AR 10kgPl - 20kg#
ORI IC= Y 2 75— V1H10mg#x . 20kgbh 121 10mg
A~11510BI[5528E] . 12~ 1451060 [ 4545 ]) 3L 1311M20mg (1~117%10
BILE3EE]. 12~ 1451061 [455%E]) 2 1 H 1R ASH IS L 720 &i%
Lo FEHALSER (W00 e, OEEE. KO RIEFAPL®)
E. TEHRNEREZ A L TW 2 BE OB EoF & THE L, £
7oy PSRN ISR RIS © & 72 B 0 ) BRI R AT
D HNT3BITRTIEBW TG HRICH AN L7z,

EiacRd ks oW F53hE AR FEOHE
(Fe5-61%0 (10%1) (10f%1) (10f%1) (10%1) (10f%1)
AEHE 1%L b 1~117% 12~145%
i éggiﬁ 20kghl -
fiacn s 10mg 10mg ‘ 20mg ‘ 10mg ‘ 20mg
Kaplan-Meier{# 12 & % eIk o> Bf s g
loksdba 100% (261) | 66.7% (3f61) | 100% (161) | 50% (2f1) 75% (4451)
ik 75% (4451) 100% (3%1) | 80% (5%1) 50% (4%1) | 100% (4%1)
LB 100% (251) 50% (6%1) | 100% (661) | 40% (561) | 57.1%(7f1)
EEEAREYE | 100% (361) | 66.7% (661) | 100% (4%1) | 60% (561) 50% (6451

OFGRNAERZ A LTV Bl
1~145% 0 BEHZS0BI 261 (4.0%) ORIWERA P HE SN TV b, ZOH
. TR OB e RS 160 (2.0%) Td - 722

%

18. EhEE
18.1 1R

B BEAIIL O MIFARE 1A\ AFAE T B T AR S TR W B AR &3
HZEIZX), BEMBAICBWT—HOERIMBENBESL, &
OGO BTl BEMBN2SH 2L L. b ) ICK % 1L
DAt Ta s YRy TEMENDBEREBMHT D, TV T T —
Vid, 2o7a by Ry 7o 2HET LI LICLo T, HRSW
= 52,

18.2 £ RTODEHA

*18.2.1 BAPHICRIFTHE
fEFERAIZBWT, TV A 75— )V10mg. 20mglk O40mghk5-12 &
D) 24BF R 2 E ApHAMPL L2 R THEH o E1 &1, E 248 +23%.
62+ 14% K V68 = 8% Td - 722,
INBEHSBNZBNT, TV AT 5= 10mgh 020mgf5-12 & ) 121
HIHC E ApHAMLL 2 R TR O #4113, 51.2%~98.3% TH - 722,

18.3 JEERIRIBRICH|T B1ER

18.3.1 70O ViKY JIBE/ER
T FERB RO 7 a Ry 7 (H, K-ATPase) (12t L CRLEEM
R,

18.3.2 BESWNEIVER
il o F KRB B B EEREA A LRI 2R L 722,
B Z v b & OHeidenhain PouchA X128\ T, Ml IcER I N7
B LTI E R &R L7225 %),
KHNDENESTHALLIATT)—=VIid, T IhTHIAFATT
V=V D—J5 O EEAR (STR) Th %o

19. B ICET SIEEFEMNAE

—R TV AT TR T R LKA

(Esomeprazole Magnesium Hydrate)

{E24 : Bis{5-methoxy-2-[(S)-(4-methoxy-3, 5-dimethylpyridin-2-yl)
methanesulfinyl]-14-benzimidazol-1-yllmonomagnesium
trihydrate

SFI ¢ CauHaNeO6sS:Mg - 3H20

DFE 76717

‘el -

H:C
\
OQ\N CH:
P R o
o N
- 2

MR R~ HWIRE TSNS EOR R TH L, A5/ —
ZRREITR T <L KIZIZEAEBET 2V,

22. g%
(TYATSY—=IVAT=ILI0mgld D1 ])
PTP : 1007 7V (10Cap x 10) . 5007 7"+l (10Cap x 50)
NG EEFIA Y ] 2007 7V
(TYATSY—=IVhTIL20mgld D1 1)
PTP : 1007 7V (10Cap x 10) . 5007 7L (10Cap x 50)
NG EEFIA Y ] 2007 7V

*xe3. FEXHt
1) HARNERRAERE 2B 2 ARG (A X o ah TR
20114E7 H1H KRR, HIRSERMESE2.7.2.2, 2.7.2.3, 2.7.6.2)
2) HERNNEEZIZBT 58 1/ IHHRER (R F 27 A0 7))/ s
FBRE - 201841 H 19 H KRR, HEHERMESE2.7.6.2)
) THEPHEIAM © 259 & gk, 2022 5 59(10) © 545-561
) Andersson, T. et al. : Clin. Pharmacokinet., 2001 ; 40(6) : 411-426
) Abeld, A. et al. 1 Drug Metab. Dispos., 2000 ; 28(8) : 966-972
) Hasselgren, G. et al. : Clin. Pharmacokinet., 2001 ; 40(2) : 145-150
) Sjovall, H. et al. : Eur. J. Gastroenterol. Hepatol,, 2002 : 14(5) : 491-
496
Li, X. Q. et al. : Drug Metab. Dispos., 2004 : 32(8) : 821-827
9) in vitrofRHTEHEIE (A F v A5 7R - 20114E7TH 1 H ARG, H
FHEAMRE2.7.2.3)
10) Andersson, T. et al. : Clin. Pharmacokinet., 2001 : 40(7) : 523-537
11) Hassan—Alin, M. et al. : Clin. Drug Investig., 2005 : 25(11) : 731-
740
12) JURGER @ BRREESE, 2011 ; 27(10) : 747-756
13) Niazi, M. et al. : Int. J. Clin. Pharmacol. Ther., 2009 ; 47(9) : 564~
569
14) ARTFHH—M - HIHEE 2013 : 110(2) : 234-242
ARTFF5—M - HIHRE 2013 5 110(8) : 1428-1438
[EI P28 AR EABR (B ) (R F 27 20 7 8)v © 20114E7 A 1H KGR
HEE SR TE2.7.6.2)
17) Sugano, K. et al. : Aliment. Pharmacol. Ther., 2012 : 36(2) : 115-
125
Sugano, K. et al. : BMC Gastroenterology, 2013 ; 13 : 54
Sugano, K. et al. : Gut, 2014 ; 63(7) : 1061-1068
20) 7 ¥ 7 FKFEHEMAHBRER (BN (2% > 7 4% 7L @ 2012486 H 221
KR, AW
21) VERMET (R a8 7 @ 20114E7TH 1 H AR, HEE R
2.6.2.1)
22) RN BRREESE, 2011 1 27(10) © 735-746
23) 7 FH, K-ATPaselZ 3 27EH (k¥ 2 A7 72 )b 0 2011487
RA1HAKGE, WiFEEE2.6.2.2)
24) B FEIEBICBT 2EH (A F 27 400 7 )b L 20114E7H 1
HAKRE, HRHEEIEZ2.6.2.2)
25) HET v MBI LR (¥ 20 72N 0 201147 A 1H AGE.
HEE SR TE2.6.2.2)
26) Heidenhain PouchA X128 A1EH (A F 7 4% 7)v 1 2011457
RA1HAKGE, WiFEEE2.6.2.2)

24. WEREERERUEVLEDEE
PO BRI SAE R > 8 —
T532-0003 AWK EH5 T H2-30
TEL : 0120-381-999 FAX : 06-7708-8966

26. BLERRGTRES
26.1 EGEARFETT

IRARZERISHT

ABRTENIRERSTH2-30
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