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Beh59 5, B, BE. Bl WEIEE T8RN F T,
+ IR TlR6AM F ToE LT 5,
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WE. RACIRT YV TI Y=k LTLHS30me% 1 H1IEFE
#5325, kb, @ESENE TORG LT 5,

BT, TS - PR D R Al R O MR R IC B Vv
T, 1E15me% 1 H #4539 % A5 BRA T 50841,
TH1M30mg % R 555 2 LA TE 5,

GEV' 5 AME BEWFIE (H 7 =IV5DH))

WHEL. EAICIZT YT Iy — )Lk LTll15mg% 1 H 1Al
#5325, kb, @BEGEEETORS LT 5,
(BERET7AEY U EBS5EICET2BEEIIT BB EEOER
HWE (7 RILIEDHK))

WHEL. EAICIZT YT Iy =)Lk LTll15mg% 1 H 1Al
®59 %0
GEXTO4 FERREEBRERICH T 3EEENEFEBEE
OBEFMH (HhT=IVIEOH))
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(AU ANy E— - EOU OREOFED)

HHL. AT Y TS = E LTI 0mg. TEF T Y
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B, ryvARYA Y VIE, BECS U GETHET L L
MNTE D, 72721, 1Al400mg (Jifili) 1H 210 % LR E$ 5,
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7. BERVARICHEET 3158

(FRERER)

7.1 MEFRRREICB VT, TH1E30mgD % 5-1%. 1H1E15mgt 5
HUZ TS L7267 E15me TRANREDAA + 5 2 E I 5,
GEU 5 AME BEWHRAE)

7.2 & 5-BG2E%GE ARl LCRNRER MR L, SEROSEME A
O LN VYA, BRI OIRRDGE 2 51 b 7201l
DY WO LE T A EFT 52 Lo [15.1.5 2]

8. BELEFNEE
(3hEsEE)

BEZX

* %81 AAORBHEGICI VKR 7 ATy AMESIH DL I L

B HDT, KA RMERS T 28E. Emicmh~< 7%y
T AEERZNET S, [11.1.8 2]
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EDEF Ly
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B % T 5 7 Lg% 550 EAHF Ly,
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11.1.2 AMEGE L. EWEERERAE. BMEE M (0.1%KH). 58
FIERIR A (0.14%™)) . M/MRIED (0.15% ). &1 (0.14%™)

11.1.3 FFEEREE (0. 1%AK0™)

WJH, AST. ALTO RH& %) B2 TR S5 H 5 bh
LT EWH B,

11.1.4 § & 14 & & 3% 3t 5t #% i (Toxic Epidermal Necrolysis :
TEN). RREHEMEERAE R 2% (Stevens-JohnsonfEfREE) (0.1%AiE)

11.1.5 BIEMAZ (0. 1%AKim™)

FEE Wk, IR, WSO RE (REET) S03h b
HFITiE, EHR XS OMAEZ i L. AF OG22 dik
L. RIEHE ARV PRI OS5 0w ) 72 ML E %

11.1.6 REBEEEME % FEAR)
AMEREECELZ LD HLOT, BHREKAMEBUN, 2L 7
Fo v ERE)NEET AL,

1.1.7 RAEE HERH)

* %11.1.8 €Y J x> LI GHEARH)
AAOEMEGICE D, QTR ¥, LOhEzfE5 K~
AV AMIERH HbNDL I ENH b, iz, KT AT T4
MAESHER L 72 A v o A E. K7 ) 7 A UE 55 o B
BRI EDRD D, TS OBMMEEFHE DN L IEIRD
HOoLNBEIIE, M~ 7 5 AREOE Z v, B
WHRD LN ER, 7RV A DOHTE DY) R ILE %
792 &, [8.13H]

(ANJanga— -0l OBREOHE)

11.1.9 BEMKBEREOMEL 5 EELKERX (0. 1%AKi")
ANYanyy— - Ea)oBRwICHWL TEXRTY VU YKRMY.
7Y AR A YTl BRGSO R % kS B
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LDH. y-GTP® L5
iRy IFFRERRE %
AL R T, D&, [, B, SRR %
T BB G . K 2% 4R MG A v Y S
(collagenous colitis|BRE SR, LIN%K
S 2 )
RIS | TG, IRA 9 ORE RIR, ©
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Hib# HRAE(13.7%) T [BRECSEH, MEEBRA IR M0, MR, B
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SEBUE 5
FEARIRE R U, DT v

5) HUE ORI BB O+ BRI B 27 vy 7Y =, TEF
YYD ) AuY A Yy UE A Fa =5 Y — Vo 3FHIE
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ANYanya— - 0V OKREDHEERD
FUIVTIIV=NVEDOTA N YR T ey =R T ER Y
OV, 75 Au~A Y VEOPEWER A bu=
F =V O R GH T EE T, BCIRFETE AR O H 52

FERAMBIEVEIC 2 D RS D B 720, BC-IRFZEITFEGRERIC X %
BRI E A2 4T 9 B & 121 N o DIEH DI G4 T 4B LLBED
FECHEIET LI ENEF L,

14, BHEDEE

14.1 EHIZHFEFEOER
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FIA L, BiZ1dgile B2 U CHERSTE %% o 85 2 4 00E 2 F
BTHIEDD D,

15. ZOMOEE

15.1 ERPR{EAICE D < B3R

(hEE£E)

15.1.1 RAO R G-I RO HRY — T 2807 L OGN D %o

15.1.2 KFN OB GAEHIC X BFERZ BT 5 2 L2 5D T,
EETLEVWI ERERD ) 25 T5HZ L,

15.1.3 WM B 2 BEOBIENIET, 7y Ry 71 e
7 =2 & BIHEEI B TR S PE S BB BT, TR,
BHEF I D) 2 7 I shCw b, BHc, SR LR
M AELLE) OWEHRZ 52 7 BB Ty BP0 ) 27 L 7z,

15.1.4 NI B 2 FICABBE 2R & Lo BlIZ 5
T, 7O bRy TFA ey =25 L-BE BT 0
APYTTA - T4 T4V NVITEDEBEGD) A Z BNASH
HENTW5S,

GEU 5 AME BEWRAE)

15.1.5 ENMBEHROEY 27 Th bmmis. s, 29~
VE=THiD ) OVFIUT D54 L WA ITIEARK O BRI A
MESII W EDTHEREBRIC I YV RENRT WS, [7.2 8]

(BRAET7ZAEY CHR5EICE T3 BEER I+ EEEEOHEH
i

15.1.6 M7 A ¥ VGBI B 5 B U+ B s
DFFE A 71E, ~NY any y— - ¥a ) &Gkt Oz
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15.2 FEERAREAER (ICHE D 155k

15.2.1 F v M IZ52:8 [ 5 sl #% 4% G- L 72 308k ©. 50mg/kg/ H
FE (PR T 0 59 10045%) 12 B W TLBIS BLPE 0 45 3 R M B 75532
DOHENTWVDEY, S 512, 247 ARGRHIROHRS L 723 T,
15mg/kg/ H LL_E OB 3> C KLV o0 K L 1IN B o> 3 A 59
25, F72. dmg/kg/ HU LOBIZBWTHO A VF 7 A4 NS
MROLNTBY, M2 T, MF v olbmg/kg/H UL LK O
Z v »®50mg/kg/ H UL DOBEI 35\ TR S 0 56 A 4 o 1y
MABTRD LN TV 5,

i B T R Y, ORI A LS D WU, = ™ A DS A B
42, PVoGEERETIRED LN, Ty MIFAELRE(LE
EZbNb,

15.2.2 v M2V 75—V (15mg/kg/HU L), TEFT
2 Y KFIY(2,000mg/kg/ H) & 438 B R ¥ G- U 72 3005
BOA X575V =1 (100mg/kg/H). TEFT VY ¥
KA (500mg/kg/H). 75 2ua<A ¥ (25mg/kg/H) #4
EBOEHROR S L2 BT, 7TEF YT YA E Bl
B IE B PG L2 SR SRRSO ST W B A%, #ahiE
TEFT VY VKA PHERBIHI LD TH Y., KAT
W LD TIE AW EPHEINTWS,

16. ZE4EIRE

16.1 IMrhiEE

16.1.1 BE@E%LS

KHNDOINA F T XA FE) T 4 IR TEPIBDO SN L, i
B (660) 1211E130mg (154 T2 V) & 7 1 A F — /8 — 312 T
BT ERIS, T2, HORERA (66]) IC115mg % i T
RO G L7z, iz s v v 79— Vo KRBk
FL L THlish, MM RSN 5, 1H30mg % #2104
5 U786 O RZALR O i i BE RS o OSSR By R 221 /8 5
A—=FEUTOLBYTHY., MEHTESALNLTNDSY,

Pehat 30mg (7 a A+ —/3—k) 15mg
Bt M itk ML
Tmax (h) 2.2+0.4 3.5£0.8 2.2%£0.8

Cmax (ng/mL) 1,038 =323 679+ 359 530 =267

Ti2(h) 1.44+0.94 1.60+0.90 1.37+1.09

AUC(ng - h/mL) 3,890+2,484 | 3,319+2,651 2,183%2,195

(P fl + BER 2, n=6)

(ng/mL)

14001 —0— AT (30mg)
--0-- Ak (30mg)

12001 Pl = BEHE(R . n=6

1000

8001

6001

(FWd) BRETHE

400

2004

—— r e (h)
012 3 4 6 8 12 24

53]
Fos ARERZ TN T 7 — b JUIKRBILT VI = 270
KEEAL= 7% 7 A BRI S 2 &\ AH] o ILAE i BE 7S
EFF %2 EAWETHE S Tw5Y,
BB, KA OHE DEM (Extensive Metabolizer) O fa Hep A
(48%1) 12, 1M30mg (B35 H 7 NvH b WiFlGHh FI) #ra
A = N =B THE TSRO L7 & O B RE 8
FTA=FETROLEBYNTHY., 35TVl h TELIZ
WIS TH S 2 E PR IN TV S,

Easay 30mg (7 & A% —/3—ik)
55 35h TR Vgh 7w
Cmax(ng/mL) 907 =334 1,022 +442
AUC(ng+h/mL) 2,444 1,080 2,475+1,241

CEfE = e, n=48)

16.1.2 RIB#HRS
fERE R (6491) 12 1IR130mg X 1% 15mg % 1 H 11817 H B g ££ I
HEREO G L 2o g i o R, Rb eI S5 hNE
Wb EEZ5NBY,

16.1.3 >V 75V =Ib, ZEXFIDUDKMPRV Y Z 1) 20
YA Y U HAROEYERE
BEHER A (6B 125 vV 75— & LTlA30mg. 7EFT Y
YAKFI & L CLE,000mg (JUfili) % O¥7 ) Au~ A4 v e LT
1[1400mg (i) D 3% % MR FR I G- L 720, 5 0y 75—
NORBALKRDOIEYENE SN ST A =S IITEROEB) TH S,

HET
Tmax (h) 1.7+0.5
Cmax (ng/mL) 1,104 +481
Tu2(h) 1.88+1.88
AUC(ng-h/mL) 5,218+6,284

CPIgffi + B, n=6)

B SHIBEH R O3H 4 4 O L PR R L BRI i
WL IR Z R L7,

F 7z, RO (7TH0) 12350 % [ AR o F 5 CRIEC T H 207 H 1 R
BRI G LR o EhER &, ERMEII 2 VwEE 2z bN 5,
WAV INT F— - EO ) EGIC T LRBHE - HRERE %, (6.2

]

16.5 Bt
fERERE A (651) 12110 30mg % ffi £ F 3 A2, F 720 11H15mg
AT ISR G L7235, IRACIZACE Y & LT S 1,
TV T I = VOREAMKIIR SN o7z T 515241
W F CoORBPEIFIZ13.1~23.0% TH > 72,

17. ERERRIR

17.1 BEIHRORELMICET 3558

(BigE. Tk, WASHEE. THRMEER. Zollinger-
EllisonfEf&EEE)

17.1.1 EARSE I/ DHARR (—RERZBRRC_EEHRER)
WNEF 2R RIC, TH1IN30mg % — KRB CldI & L T2
~QIA M, T H Mk ook B AR T 1 8 ] (B ) M 0N6 M
(H 4RI ) RS L2 BRSBTS
EDAT O NI ARFIPG L, 37RO BIERERITEDOESD
w@ﬁ)é(ﬂf%)o

HEL %k HHBIEL QA=)
HiEs: 604 535(88.6)
AR 445 418(93.9)
Wy & BB 19 17(89.5)
WL 5 66 61(92.4)
Zollinger-Ellisonsi 3 3(100)
it 1,137 1,034(90.9)

Brdmt, () miE%
B, HEEROCTRBBEEREZIS L L2 ZEEHRILEK
SFIRGABROAE R RAOHHEDED LN T2,
F7:. 1HI1M30mg% 8MAMAEI 594 2 L1 & ) iHE &
SN ABEROBEE NG, S HITHEFEEE LTIH
1/ 15mg % 248 B #1045 5- L 72 55 e beiscod B ks o &5
KA O REDFER S TV BB,
BV 8 BUSE B 3 AR A B 5B C H ML AE IR & L T3.0%
(35/1175) T V. EAREWER IR REMB LS L L CTALT
F53.1%(30/982). AST F52.2%(22/982) T - 72,



GEV 5 AME BEWTRIE)

17.1.2 EINE DR (CEGHRHER)

WNEBE ZX RIS, 1H1E15mg 2 #EEH L 7z 2 B B I
RERODFER, $%5- PR AR TOMR T OMEREIR H B 0 E4 (Fhge
T I ARHN P GHET67.9%(6961), 752 REET42.9%(7260) TH %,
FIVE S BN [ AH 3 58 CT8.6% (6/70) TH V. T 4RIEH
g b 7 k5 4 FEIN2.9%(2/70) TH o720 B, il
WRBHETL O Y A 27 Th L Eid, Biis, ZIAv=7#
BB 0T @Y L ERICB T 2% 5-Mihk4aEm T
DRV O ESEIR H 8 D EA (b YL il) 12 AH)$25-1 T 37.5% (20
Bl) . 7T b RBETA6.4% (2461) T 5,

BRAE7ZAEY 5L T 2BEEIETHRBEEOHER
i)

17.1.3 EINE IR (CEEHRAR) RORB#RGRS S5
BHET A1) ¥ (1H81~324mg) DEMX G243 L L, 7D
B L3 RSSO MAREE AT ARABEEZ NG L L
7oARFIRE (TH 1B 15mght 8 5-) &R BEHE & o — i H it B
AEROFE R, P RENTIEIC B1) A Kaplan-Meieri# 2 & ) L
72 G HEB A 361 H I S o0 B i 5 53+ IR I i o RIS R
. ARAFNEE.5% (95% S HHIX I : 0.00~23.96), xF FE#ES7.7%
(95% 15 X T : 29.33~85.98) TH O\ W HRBEIH T 2/ F—
NI 120.0793 (95% 2 FHIX [H : 0.0239~0.2631) (logrank#i %€ :
p<0.00001) TdH - 720 F 7z, WAMAHTEFIC I 1T 5 Kaplan-Meier
BT & YR L2 E# B AR361 H B 2 o B 8 O+ iR R
B BRISHERIL. AHIEES. 7% (95%12 HEHIX [ © 0.69~6.65).
xR EESL. 7% (95% (5 B IX [H] © 23.86~39.57) TH b, xHIEHEIC
X3 BN — FI130.0989(95% 13 X [ : 0.0425~0.2300)

(logrank#% %€ : p<0.0001) TH - 720
(%)

100
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804 — A - - - - xhEERE
g;‘i 70-
it
% 60
IE
# 504
40
30 T
20 e
104 ¢
0 e
0 91 181 271 361 151 511 (H)
AABE (0=213)  (1=183)  (n=141) (n=85) (n=28) (n=6)
KIERE (n=227)  (n=158) (n=111) (n=62) (n=14) (n=1)
BT H 25 O I

I ASRNTIREIC 35 1) % Kaplan-Meierd#12 & % B 5 U+ 485 0 2
TS A

S5, FEHBEIFERT CTAR ML T, HoH I, K
WRIEZ ARANCY) Y B2 C. 1H15mg % 248 B ¥ 5 L 72 &
ke P G- BRIC B W TL HIEDU T IR I O e R
OONRro72,

IR 78 BUBUEE I3 AR FI 3% 5- 1 T16.2%(55/339) TH V. F 74l
ERE. AEFE4.1%(14/339). F¥#i3.2%(11/339) TH - 72,

TEDIEA 70 A PP R G- R O MBI & T Tu i,

GEZXFTO4 FERREERESEHICH T2 EEE TR EE
OEREIMH)

17.1.4 ENFEIERR (CEEHRER RURHRGR SR

B ) v~ T TR E S OEREHOz0IC, EAT
A FHPIOERO RS 2B e L, 2o HiEE I+
BGEEOMAEREZ AT 2RABEE TR E LAARABEAHL
F15mgRR I#E5) & ot HRBE & o — 7 B Mo Lo B 5k o i it

Kaplan-Meieri#:12 & 0 #E5€ L 72 B9 BHAE361 H I oo B i 5 X
F TR O BRETERIE, AHITEL2. 7% (95%45 X 1Y
5.85~19.59). xFHAHE36.9% (95% S HHIX [ : 27.51~46.35) TH
0 SHBEEICHT BN — FHIZ0.2510(95% 12 HEHIX  : 0.1400
~0.4499) (logrank#isE : p<0.0001) Td - 72

BIVEH 76 BUB B (X A A 3 5.9 T15.3%(28/183) TH V. F 74 Fl
PERNE TII4.4%(8/183) WiA# A MY YIdE2. 7% (5/183) fHifh

1.6%(3/183) TH - 7=,
(%)

1004
90
804 — KHIH RRR S gl H i
7
704
ity
5 60 1
I
350
40 e .
30 '
20
101
0.
T T T T T T T T T
0 91 181 271 361 451 541 631 721 (H)
AHIHE (n=168) (n=120) (n=98) (n=80) (n=57) (n=27) (n=12)  (n=1)

SFHEEE (n=162) (n=102) (n=74) (n=62) (n=32) (n=19) (n=5)
WAL S5 H %> & O

Kaplan-Meieri: (2 & 2 W55 T 38l o BRI i =

510, LB IEE R T A Z MG L C. 1010 15mg%
24 B OB G- U 72 BRIk B be 53k Bk o #5 F. Kaplan-Meierik:
WX e L2 B iR o BESRERT 13,
T E M B IR G5 0 TR B 46 361 1 I T 14.4% (95% 15 i IX.
[ 1 7.89~20.85). 631 HIF £ T19.6% (95%13 X [ : 11.10~
28.05) TH o 72
VE2) T E MO I EERIC B 1) 2 AHIRE 0 5 B BRIk G- BRI AT L
Lo o BHE. RO T HE MBI B 2 RHIFED 5 H RIHK
Fete GBI BAT LB B2 AR L TR L2,
(BEBEXIItT=FBEEICETBRIAUINT 42— - EOELE)
17.1.5 ENFEIERAR (CEEHRER)
AN ANy y— - ¥a) ko B IR O A
BHEERNL L LIBRROBKRRBR(Z >y 7TV —N, TEF
I VKRBT 5) AuwA Yy O3FPEE) 1B Ak
WHITROEBY TH S,
HIB B 5 BREE (7TH BRI 5:)

& 3EFH D113 54k P -l %% BT
F vV 75— 30mg
TEF VY VAAW 750mg (FI1ii) 2/ H 87.5% (84/9641)

79 2uxA4 > 200mg (i)

J v 75 =) 30mg
TEF T VY VKR 750mg (FI1) 20/ H 89.2% (83/93%1)
791 A< 4 ¥ 400mg (Fifi)

BB BRI (7H 1 )

HHA O 1% 54t Eraca b EGES
F vV 75— 30mg
TEXT Y YARAW 750mg (FIili) 2m/H 91.1%(82/90f1)

79 2u<A4 > 200mg (i)
F vV 75 =) 30mg

TEF T VY VKR 750mg (FI1) 20/ H 83.7%(82/98%1)
7 1) A< 4 ¥ 400mg (Ffi)

SN ENES N TRPIE S DIk e Rl By

EIVE I S8 BB I 12 50.5% (217/430) T 0. F 2 B/ (LK AE
13.7%(59/430) Ffi8.8% (38/430) Td - 72
BB, RERPEETITbNIzANY) anNs y— - Ea) ko
T IR EE ST A B O BRRBT 1Ic BT, MRE
DOBREIED LN T WD,
23) B A8 L OHLRE S Wik oA s 37 b Btk
H4) FHA OF 58, HHHEIE TRoLBY TH Y. ENOKRMNE -
wmERL D, [6. BHR]
KE 7V TIFTV— e LTUABZ0mg, TEFT Y YKMPE LT
1[H1,000mg (i) % O°7 5 ) Au~< 4 ¥ & LT1H500mg ()
fili) 371 % 1 H 201, 10 H B 3114 H B#E 5
WE 7T I —= e LTIA30mg, TEFT Y VKM E LT
1[1,000mg (JIfii) K O°7 5 ) Au~< 4 ¥ & LT1H250mg ()
fili) >34 &2 1A 20, 7 H FFEO$% 5




17.3 Z0ft

17.3.1 MFEAZX MY ICRIFTHE
1H1W30mg% . WG AHEICIISHM, + T IRE L #2136
MR L2 a, M7 A b YEOA B LA
SNBH, PG THRBIZINET 52,

17.3.2 A BREEICRIFTRE
B L O R s B 121 H 111 30mg % 838 [ #E 142 5 L
YA, TugsF . anvFV—, GH. TSH. Ts Ta
LH. FSH. DHEA-S. 7 A MA70r, TA T T4+ =V
CRBERITE RS,

17.3.3 BHMEOATBHlRZEEICRIETHE
B O R B 121 H 11R130mg % 838 [ #E 142 5 L

B, BRI O NI R RIS HnD,
18. ZERhZEI
18.1 {EHHF

ARFNE HRGBRE R O 1R A2 G AT L 7 e, MRIC X B ¥R
B % 6 TR AR E R AR S, 2 ORI E R Y 25
EEMCRELTCTr by Ry T LTofk#HzHo TS
H', K'-ATPase®SH#E & KA L. MRIEHEZIIHITLZ L0k
0. BAWEIRHTAEEZ NP,

18.2 BERDMHI(EA

18.2.1 X AH X M RIS
fERE R A~ D1 H 1181 30mg . [1] 36 OS2 7 B BRI 5-12 X 0 0]
7 BB WIHRIE I AT S, & O3 524K % b 4%
AR AR

18.2.2 1 > A V) L RIE5
TEREHA~O1H130mg7 H BI#E O 5-12 & 0 2500 72 H B 5
WA 25720 5 5%,

18.2.3 RED M
EREA~OTH1B130mg7 H B #8512 X ) HER-woW 5
MRS S,

18.2.4 24BSRE9
TERER NN 1T % 2418 1] B BRIGAER T, 1H1I8130mg7 H Bi#E T
PG X D 1H 28 LT HBWOEN AT Sh ¥,

18.2.5 24B5EBRpHE=42YU > J
RN L O+ e B BRI o0 3~ 01 H 115130mg7 H ]
REOPEGAC L D 1H %28 L CFWH 2 BRI e 25320 &
h%)t;ﬁ)%s)o

18.2.6 24BFE THMEEARPHE=4U > J
WG S B~ O1H 1130mg7~9 H MR #5112 X b H A&
BB G OZW R IHRIER AR 552,

18.3 ANUany 42— - OV KBREOHEIER

18.3.1 7TEXF V) VAKAWIK 7 5) 2Au<xAf v EbIlT v
VTV = EDHIC LY, RO SH%O H T ERE F
ANEDOEND(F v b,

18.3.2 AN anyy— - ¥ Y REHERICBILFT VYTV —
VoOBRENXHNpHE FASELZ 812X, FHSNETES
YUK, 79 Au<A Y ONBEIEEREDLZ L
HsbLEZHNEY0,

19. BT 2 BILFEMAR

—#4% 1 5~ 75— (Lansoprazole)

b4+ (RS)-2-({[3-Methyl-4- (2,2, 2-trifluoroethoxy) pyridin-
2-yllmethyl! sulfinyl) -17-benzimidazole

Ci6H14F3N302S

369.36

Hf~H @A E O MEOB K TH L. N N-Y A F )k
VAT I RIZHETRT L X7 = IR <,
I8 7=V (99.5)IZRREITITL L, KIZIFEALEHET
B\ N.N-YAFIVFVAT I FEEE(1—10) 35
ERS LV, FEWMEESRDONS,

P
TR
[{RINE

2. A
(#4a7arh7 V5

1004 7€V [104 7€V (PTP) x10].
50074 7€V [104 7+ )V (PTP) x50].
50074 7NV IA T AH, NF]
(#2470 H7+IL30)

1004 7€V [104 7€V (PTP) x10].
500% 7 [10% 7t (PTP) x50]
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