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3.1 #HmK

074 Z 2 75 —)LOD#E Z 2 75 —)LOD$E
/G 15mg k=17 30mg h—"77)

1EHF D HRE 5>V 75— HE >V 75J—=)b

FRNFRGY | e I5IG|  ceeerrrrere 30mg

D-7 > = h—JLERIREERL, L-7IIVF =2, 7O R
O—XZ, D-%x>=Zb—=)b, ZIVU. AZ U ))VEIR
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80, YV UNBIFIV «- AV UNEAFIVIARY
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RE KT A B T O3S
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JE X (mm) 4.7 5.5
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4. ShEEXIIRhE

(S>Y7S5Y —)LoD§E15mg [ k—"7])

OBEE. T-iEHES. MEMEE. FHRHERER.
Zollinger-EllisonfEl%BE, FEVSAMBREYHIE. EFET
AU R ERBICBIT2BEEXIETZERESO BRG]
FERTOA RERRNEERSBICBII28EEXIIT2I5RE
BEOBRIE

OTFRICHEIFBEAUIOINSGY— - EOVDREDHEN
SEE. TTEREE. BVMALTY /N8, SR m/MRED %
WA, PHBEICHTIARENAERE. NVaNyg
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(S>Y7S5Y —)L0D§E30mg [ k—"7 )
BEE. T_EBEE. MAERES. FTRAERER.
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WH. RAIEZ >V 75 =)L E L TLES0mg 21 H 1[E# H %
59 %,

BB, EE. HEE WEEEE CIESEMET. FERBEET
136 EMETOHREET S,

FERERER)

WH. RAIEZ >V 75 =)L E L TLREZ30mg 21 H1[E# 0%
595, 2B, @ESHME TORE LT 5,

T 51T, F¥ - HRERORTEREREROHERREICBNT
13, 1[E15mg A1 HIERE OG- 9 508, IRAHo0%a13. 11
1[E30mg &R %592 Z &N TE S,

GEN S AN B RIEWL A (0DFE15meD )

WH. RAIIEZ >V 75 —)LE L TLE1SmgZ 1 H 1A 0%
595, ad. BFEGAMETORE LT 5,

(BEAE7 AV RERICBITZBEEXIIT IEREEDER
#%I (ODFE15mgDH) )

WH. RAIES > 75 =)L E L TLE15mgZ 1 H 1R # 0%
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BH. RACEZ >V 75 —=)bE L TLE30mg. 7EFT TV
kR & U TCLE750mg (Ffl) RO 7 U 20 A 2> &L T1
[E1200mg (M) D 3% % [FE 1 H2E, 7HRIR O 53 5,

B, 77203103 BLEINCTHEEET S &0
T&%, 72721, 1[H400mg (1) 1H2[E 2 LR &3 5,
TR TA P EY—, TEFIIU DKM EET S Y
Z20XA T D3FRGITEBANY ANTF— - EOY OREGBE
MARDOE A, ZHITROZEFEE LT, @B, RAIKIES
>TSS =) ELTIE30mE. 7EFI U KM EL TLE
750mg (Filh) LA kO =4J—)b & L T1[E1250mg D 3% 2 [ KFIZ
1H2[E, 7THREROEST 5,

7. BERVRAEICHAET 5 FE

(ETRMERIER)

7.1 HERPRIEICB W T, 1H1EB0mgD #5143, 1H1[E15mgfk 5/
FHRL 72617 E15mg T RN TG E IR 5,

GEV S A B BB FRA)

7.2 ¥5RMA2EZERRE L TR EHAE L., EROEMHEMHNE
D HENBNWEEFITIE,. BRSNS OIRERNEZ 5N DO
YIIRBRNDOEREZ2EET 5T &, [15. 1. 55 ]
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(BiB%E. TZIERER. MEaHES)

8.1 EMOMHMRERIZ T/ ThRWD T, #HFERICITHW RN &
MEE LW,

(GETRERIER)

8.2 MEFFIRIRICBWVWTIZ, ¥ - BBV RTEF I LEST
5T EEL. BRMFEEDOVLEDRNVEFIIHREG T LD
WEDEETSHZ &, £/ 1H1EB0mg X 15mgD %52 L D E
fRAREE DS BT 72 0 kR ZHEFI T, BTG IEICED
HRETI2BZTNNBNEHE SN 555131 H1E15mgi2 2 Xid
kT2 &, B, HRFEEPIEHNICNESEREZERT
LR EBRETHITITO T ENEE LW,
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IR OISR U TV S aTEETE D & 5 kI3 ib i L OB A
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TnW5,

9.6 1R7.I%
B EOBERERORAEZEORREZEZEE L. BAORME I
HmikEBRFT22 8, BB (S N TRAFABITTSZ
EOE I N TS,

9.7 INEZE
INREEE R E U ERBRITEM L ThiRn,
9.8 SRE

BHBEPSHGZMAET LR EHAIIRSGT LI L, —RICHE
BETIRMAWEIIENTLTHED, ZOMAERBREMKRTbH S,

10. HE%R

AHNFFE & U TH DB R CYP2C19IICYP3AA TIR# E N %,

R/, AFIOBEPIHIERIC IO, OF 3 O W 2 (2 303

T 22 EndH 5,
10.1 HAZE BtALAZWZ &)
HHEN % ERARIEIR - &1k W - fEbR AT
TEYFEIEREEE | 7Y E)VERIEHE | AR 0 e s IR
LATH Y OERZREIIT 5B | Ik D7 ¥ FF UM
0. 950 TNND B, BOWEMMEAME L, 7
B 5455 E)L Ol ns
KRS 2 uREMD S 2.,

*
* %

*

*%

A% FEPRAEIR - 5 A1k Wy - AT
UIVEEY VKRR | UILEE Y SRR | AHI D H W
TY253 R DIEAZRIET2H LD UILEE Y S Hi
[2. 2201] TNH B, EOBAAHET L. V)l
P EZTR Y > oA
TI2AReEN B 2,
10.2 HREFE (HAICEET R E)
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R (0. 14%ED), m/hiRiEEA> (0. 15%ED), Em (0. 14%7%D)

11.1. 3 FFEEEREE (0. 15REHED)
#H, AST. ALTO ER& %S EEAEIEEREEND 5bhd T
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MN.1.4 WEMREIZEFERMMBE (Toxic Epidermal Necrolysis :
TE“N>))\ REHEIRAEI%E (Stevens-JohnsonfEfREE) (0. 1%K
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11.1.5 BEMMR (0. LhARHED)

FEEL, nguk, IEURAREE MO RE (RET) ShdbsbniY
BT, FHONIEXFEEOREZERL., AFOKS 21k
L. BIEKRERIVE > HORGEOBYSNEZTTD 2 &,
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ANYIANRNZF— - EOYOREICHNVWD Y EFT Y KM,
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BRMBSONDZENHDHDT, . HEO FFND SHN
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B, SETITONZHABR TED SN TWHEIER (LKL
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(8.7%) i, BRI E
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(NYangg—- QY OREORHEE)

5%LA L 1~5%A s LA

BREE (13.7%), |PRE R, EHE | o, EE 17
TR 9.1%) | ik . AL, N

®., &R, MO
. M. H

Wik 5
R, Bk
PSS

AST. ALT. Al-P.
FF e LDH. 7-GTP, t
UIE>D L5

W RS A, bR | R
¥ ﬂ?i"‘ég\ F 1f K 3
. Al

B
&
&t
W
N

r =55

HE. RS, 0
W, AR, L
Uik, 22K

s
e

R AR

7_
2]

V70t I10 R, | BEE
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15) MEFRRTHEE X TEBERICBIS I Y IVl TEF
Y KR ) 20RA T O XIFA MAZY =)L D3FIERE
DA I HE D <,

12. BBRREBERERICRIETHE
(NYansg— - EOUORKREDOHE)
ST\ EOTO R R TL L EY =T EF I
UKk, 7020312 EOHAMERUA MO
V=)V ORI R ER TEE TR, BC-REMPLHR D H ERE
BBV T2 B EREMED B D 72D, BC-RFEIPLHBRIC L DR
HHEZITOBEITIE. 25 OEF DR 5 T HA4E LI O S
THEETDZENEEL W,

14. BRALDIEE

14.1 EHIZMBDEE

14.1.1 PTPAE D #HFNIPTPL — bSO L CTIRHT 2L 5 5
I B ZE, PTPY— hOBEMITE D, FEWE AT BRI A
FIAL., BIZIIHEAZP I L THEFRIAA L O BEE LA OHE 25
TBHZEND D,

14.1.2 AANIFO LICOB TR ZEMI 82 EHET S0, K
BLUTRAWEETH D, £/ KTRETZIEHTES,

15. ZDM/DFE

15.1 BRER{ERICE D < 1B
(GhELiE)

15.1.1 AFIOEMZGHICRIEOERY — T 23807 EOWENDH 5,

15.1.2 AFNOBENERBICLDERZRBRT S ENHZ0OT, B
TRWZ EZMERDD 25922 &,

15.1.3 MBI DEBOBIRE T, Jobh R T bEY—
X BIBBICB W TEHEEIE IS RS ET. TGS THE
FOUZZEINMNREZIN TS, Bic, SHERCENE (4L
) OBEEZT-EET, B0V X708 7=,

15.1.4 #AMCBI B EICARBE ZMNRE LZEROBRMET, 7
ORI T EEY—2HELEBRFIIBVWTIZ/ORAMN) DY
Lo T4 T4 VIVCE D BIBBEO Y 27 EINSHE I Tnb,
(FE S A B BIEHAE)

15.1.5 EEABTHEOE) A7 Th 5 T Eind. Es. 2=
THIR® D ONTIITH LY LR WES I AR OBES NS SN
W< W2 ENEERRBICE D RENTNWS, [7.28H]
(ngYXEU>ﬂ5ﬁt$ﬂ%§%ﬁ2ﬂ+:ﬁ%ﬁ%@ﬁ%m
)

15.1.6 {KFEY A 5T 5 B ilE i+ hEE OR
FUZZIE. ANYINZY— - EOUBEREER OIS E D EED
AIREMED B B Z ENEERIABRICK D RBIN TN S,

15.2 FEERAREBRICE D 1B

15.2.1 Ty MZE2iHRMARAIRE 3% 5 U 7zilBrC. 50mg/kg/ AR (HK
FARDF1006%5) 12BN TLHNC B DR BEEME GO s T
53, X5IT, 245 AMREIEORE L -k T, 15mg/kg/ HUA LD
FHCBWTEIEOREMMRREO R AN, £/, 5mg/kg/ AL L
DIFIZBVWTHDONINF /A REENZEDSNTHD, MAT, I
Z v h®15mg/kg/ H UL LK O~ b D50mg/kg/ H A EDOBEIZB N
THANEZENE D FE LB O RINASRD 5TV S,

5 B RE R ORISR I DV T, I 2 DM AEMERE, 1 X,
P OEERBTIIRDSNT, Ty MUEERL(LEEZ NS,
15.22 v kg2 75y —)b (smg/kg/HEA L), TEFT U >
KF (2,000mg/kg/ H) ZLERIPHAR OGS Ui, KO X
2975 —=)L 100mg/kg/H). 7EFT U KR (500mg/
kg/H). 75V z20<A > (25mg/kg/H) Z4ERBEHABOEEL
BT, 7TEF I LKA E BRSSO E LB
HRRDBBDSNTVNBEH, EREITTEFT 2 DKM HEHREIC
HMHLZEHDTHD, KNTHHLUZSHDTIIRWNZ EDERINT

W5,



16. ZEYENEE
16.1 MAEE
16.1.1 BEEI%S
R A12611C % 77 70 > ODEELSH B WIEy 7 7 a > h 1 )L1s
z, /2 BIOBERALFICY 7 70 2 0DEE30H 5 NWiEyY 7 F o
CH TN EZFTNENYT OZXF—/N—EI T, HHER FICHERK
O 5 U=, migEficizs >y 75—V ORBILENREE LT
M E N7z, REMARD I IR EHER T NS B RE 20X T A —
FEILTFOEBOTHY, ODEEEHN T IVIIEMFNICFETH D
ZENHERINTNDS,Y

%5 AUCo-24 Cmax
(mg) (ng + h/mL) (ng/mL)
OD#15 15 1,105.3+1,101. 4 474.1£254.0
1 7RIV15 15 1,136.2+1, 186. 2 442.7+231.7
OD#$£30 30 2,216.5+1, 270. 1 992. 8+384. 3
717130 30 2,223.6=*1,203.0 949. 2+361. 6

CEIE + BEYEfR 7%, n=12)

iz, VT IV EKBIET IV I ZI LTI - KEEEY T *
PULNERKBICRATZE,. S0V 75—V OMmETEENMET
T3 EMNETHESINTNDS,D

16.1.2 RiEHxRE
fgERE AN (6% 121[E30mg Xid15mg (Wb H FEILFD &1H
1[E7 H A FICKEROKE L oM @E P iRE DR, RE
HEi R S ARNBREMEIZ /RN DD EEZ BN S0

16.1.3 S>VYTSY—Ib. ZEFI DU KMPRLSS ) 204
o U R OEYEEE
fREERR A (651) 125> T 5 =)L & L TLE30mg (7 7EILAD.
TEFI Y KFIM E L TLEL 000mg () K7 SV 20 A
3> & L C1E400mg (1) D 3% 2 FRFICRE O 5 LD 5>

HE/ S A— 5 BENTA—S
AUCo-12 Cmax Tmax Tise
(ng + h/mL) (ng/mL) (h) (h)
7275/ —VODEE| 5 go51 065 | 1,058+4370 | 1.9640.98 | 1. 28+0.35
30mg [~—"7)
5702 0D§30 | 2,916+1,129 | 1,007+323 | 1.91=0.85 | 1.290.32

CEEiE +AEHE(R . n=39)
MAEFPREENETNCAUC, Cmax% D)8 T A—F 13, #las ORI, (RROBRIEE -
IR DR AR IC K > TRIR D WHEMA B 5

(2) xTHRA
(ng/mL)
—o—: 5275/ —=)LOD$E30mg [h—17
1200 4 —— . ¥/ 710> 0D#E30

T+ R, n=38

1000 A

800

600 1

MRREEEE

400 A

200 1
0

P 5% O (h)

v 75‘/‘—)L@ﬂ%%{t%@%%?ﬁ%?ﬁ@}\"5}—7%1?‘2%0)2::}3D HIEINT A—F BEINT A—F
THhs,
AUCo-12 Cmax Tmax )
FEREmN (ng * h/mL) (ng/mL) (h) (h)
Tmax (h) L7205 7o 7T LODR g sorer1ze | ouieses | 2095113 | 1.210.41
Cmax (ng/mL) 1,104+ 481 i
T Coils 547U ODGE0 | 2.201461,267 | 863391 | 2364140 |1. 150, 35%

AUC (ng * h/mL) 5,218+6, 284
CEI9{f + BEEIR . n=6)
728, 3HIGEHEE D3R & O I I B % 58 D ifn 75 vh i
LIFIEREOHEB ZRL T2,
F7z. HERERRA (TF) 123F kRO H & TRFICLH2E7 B R IE
OG-0y BN S, EHEEanEEzZ5N5.7
) ANUINTZ— - EOVREICHT 2RBHE - AR R, [6. 3]
16. 1. 4 &2 RIS MHHER
(575 —)LODgE30mg [ b—7 1)
>V 75/ —=)L0D§E30mg Th—"7) &% 7020D#E30%. 7
OXF—N—kickoznznleE (5> 75— &ELT
30mg) 7 U7 T RADKEBRMFEBRAS FICHEERBERORE OK
72U CHRA R OUKTIRAD) LU Tl REMLAREEZHEL. 55
N7 ENEE)N S A —4 (AUC, Cmax) IZ D W THEHRIT 21T - 7255
B, KARUTHRALZEEE, MEMEOEEE D2 5og (0. 90) ~
log(1.11) T, 2D, RHRB THET 2T X TOLMETRHHEE N
A% THo/zZ & KTHALZEAIZI0%EHERXMEICBNWTRE
P D EIIE D FEDT —20%~ + 205 DHIPANTH > /= EMn S, WAl
DAY FHRISEM D TR I .Y
(1) k7L THRA
(ng/mL)

T 7 2V 75 —)LODEEOmg [h—17)
1200 1 {1 e %70 O0D}E30
o SEAE + REUER S, n=39

1000 1
800
1 600 |

400 {

200 1
0

Pe 5% O (h)

<$tﬂﬁ§ﬂ;—~;¢fﬁ§ n:‘;?)
¥ in=
M5 PP IE N T AUC, CmaxZ5 D)8 5 A— 4 1E, Wl OFR, (R o HREE K -
WE2 DR BRI & > THRIZD AR B B,
16.5 HEt
fREERR A (661) 121m30mg (7 7RIVAD AT UIREIC, X
7. 1[Ellbmg (7 BIVAD) ZHATICROES LSS, RPICE
R & LTt S, 520V 75 =)L OREBRIIHRE SN
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18.2 BEGOINEIER

18.2.1 RUZHR MY UHlED
R ANDO1LH1E30mgH FNE N7 H R D% 5IC X D EHRE
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