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W (kg L7KB3 12.2 10.4

7. AMERUBRROREL
RSN

8. fhFl L DEAEIL (MEILFMEIL)

AR




9. BHMH
T R 2
<Z Y75 —,L 0D § 15mgINIG] >
I EI L D AW FHIR SRR T A BT A L EDO—EEEICOWT CERL 13465 4 31 B [E3RE%R
% 786 )

AR AT

EE . AARKFS O WHRBRE SRk
(AR E % ONRBRIE : 50rpm (pH1.2. pH6.0. pH6.8). 100rpm (pH6.0)

CHlE]

- pH1.2 (50rpm) ~Cli, FEAERIFIAN 120 /32351 2 RO 1/2 O NEEE SR %2 7375 2 2 R

SRMTON120 318N T, AL OS2 R AR YRR O SEEER HH R = 9% D HEPHIZ 8 o Tz,

- pH6.0 (50rpm) TlE. FEAERIF O SEHEIERHRDY 85%F 1T DB AT 38U TA L O EH i HH = 1A U

BUFN DL 3R+ 15% DHFAFAIZ & > 7273, 60%AF3T DIF AL 6N TA i D PR H =8 AT HE R
DL R 15% DFIPFIZ 220> 72,

- pH6.8 (50rpm) TlE. HEAERIF O SRR HRDY 85%F 1T DB AT 38U TA L O 17 HH =R 1 LA U

BUFN DAL 3R+ 15% DHFAFAIZ & > 7273, 40%AF3T DIF AT ISV TAR i D PR H =8 AT HE R
DR R £ 15% DOHEPHIZ Ao T,

- pH6.0 (100rpm) CTlE, FEUERLRIO IR A 85%AHIT DR AT I3\ TAHL O PR H SR 1A

YERLH O SEHIER R+ 15% DHEIFHIZ 8 o 7228, 60% T D I 512 350 N TA L 0 1419 H SR | ks vl
FI O SELJR =R+ 15% D FEPAIZ 22 2 o 72,

Pl b, ROt zEsh 2 EnEilgl (%77 a2 0D §E 15) &l L2455, pH1.2 (50rpm) DORER
RIZB W T [EWZRORSHERBR T A N7 4 > ) OREEREES L7223, pH6.0 (50rpm), pH6.8

(50rpm) & U pH6.0 (100rpm) DOFRBRIRIZI W CTITHEEEIZE S Lo o7,

(VA H Hl )
BHE (%) pH1.2 (50rpm)} BHEE (%) pH6.0 (50rpm}
100 } 100 } - °
—e— T /73 —)LODEE15mg TNIG) -
80 N 80 . -
-« — %7 70 0Dk 15 _-
60 60 -
40 | 40 ,
20 20 o —e— 5 F5—L0DE15mg TNIG
0 O Ay - A ) 0 ,A’ = = = 55 F0O 00§15
0 30 60 90 120 0 15 30 45 60
BFE (430 BFE (5
BEHE (%) pH6.8 (50rpm) BHEE (%) pH6.0 (100rpm)
_ 100 } —o
100 i _A
80 | 80 -
60 - 60
40 40 ,
s S 2,0 95— )LODEE15mg TNIG
20 A —— 35UV ISU-LonEEmg TNy || 20 _ A YIS lomEmg TG
o _x” =+ = 57I0.0DHS 0 - | T = S27I0 00 ‘
' ' ' 0 10 20 30
0 15 pep iy 30 45 R ()
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<Z > Y7ZV—) 0D & 30mg/NIG| >
BIEIR DLW FRIEI SRR T A R A VRO EIZ DWW T CERL 1345 H 31 B EHEHR
5 786 )

AR
EE AR/ wHERE SRk
[al#nd5 M OVGRBRIE © 50rpm (pH1.2. pH6.0. pH6.8). 100rpm (pH6.0)

CHIE]

« pH1.2 (50rpm) TiE, HEAERIFIZ 120 /231 5 FHIEHRD 1/2 O VAR 2 /89715 Y 72 B
RN 120 431888 T, AR O Ea H 3R TEE RS O SR R £ 9% DI & > 72,

- pH6.0 (50rpm) TiE, FEHAERIFIN 360 /7 I2H1T 5 EHEIEHED 1/2 O EHEZ RS
W TTA S O SR HH 2RI AR HERLA O SR HH 2R = 15% O FEFAI e o T,

- pH6.8 (50rpm) T, FEHERLEK| O FEIER RS 85% UL D I AT I3 N TA L O 4R H 2 [ T AZ v
BUHN O HE E15% OFPIZ B o 7223, 60% AT O IFRUZ I TA G O - BJFE H SR AT R A
DR R+ 15% DFEPHIZ 20> 7=,

- pH6.0 (100rpm) TliE, FEHERIE|OFEFR D 40% K% O 85% I D 2 KE IR W T, RiHDF
P HH SR AR BRI O SR HH R £ 15% D FEIPHIZ 72 0 o 72,

PLE. RSO HZEE 2 EYERA] (% 771 0D §E 30) &t L7255, pH1.2 (50rpm) DikER
HRIZEBWT [EWFRIESENRBR AT A N7 4 ) OHERLEITES L7223, pH6.0 (50rpm), pH6.8
(50rpm) & T pH6.0 (100rpm) DOFRERIRIZIB W CITHEEEIZE S L o7,

(¥ HH Hf )
BEHE (%) pH1.2 (50rpm) EHE (%) pHB.0 (50rpm)
100 100
80 L —e— 5 U 7S5/ —)L0D#E30mg TNIG) a0 |
o0 | - & = %% 70 0D§30 60 |
40 L 40 ]!
20 - o0 1 —e— 3573 —)JLODE30mg [NIG]
oaﬁﬁﬂ-———rwm——ﬂ 0 - & —%7700D§30 .
0 30 60 90 120 0 90 180 270 360
Bl (59) B (49)
BHE (%) pH6.8 (50rpm) FHE (%) pHB.0 (100rpm)
100 r 100
80 r 80 PANA o
a0
60 r 60 r
40 | . 10 |
20 | N e 5 LUTs U LOmEmg TNGI || 20 —e— 575/ —)LOD#E30mg TNIG)
0 7 =& = 57 FOU0DEN 0 -t =27 70 /0D§30 .
0 15 30 45 0 90 180 270 360
B (59 B (59)
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10. &3 -

(1) EBENRELRSR - O, NEFRBRLEERR - AEICET IER
YL

(2) a%
(5>Y7FS5YJ—JLOD & 15mg INIG])
100 & [10 &E (PTP) X10, WM&l A L ],
500 & [10 § (PTP) x50, #feAHIAY ]
(5>vY7FS5YJ—JLOD & 30mg INIG])
100 &£ [10 82 (PTP) X 10, #tRHKIAY ]

(3) PlEEE
YL

(4) BHROME
PTP RV LE=LT 1)V TILI =D LHE
tr—: TAI=UL - RIZFLUTIR—FT /LA
WA ) AL

1. ARSI EHEME
MR L

12. Z0fth
G L

12



V. ARICEYSEE

1. PEEXIEZR
(52vY7F5YJ—)LOD §& 15mg INIG])

OBiEE. + HIHEE. WERIEE. Wit &iE 2%, Zollinger-Ellison JEERE, FEOH AMEE &IE
WA, A ET A Y GRS D B I A O B IEl FERT a A Nk
PO BRFIZ 351 D BB X E+ 4885 o F 58 il

O FRACRBIT B~V a s Z— . v'r Y ORRE OB
HIEE. + 48IE%. H MALT U o N, Stk i/ Masd i, R 3 2 NSRS
WhE, ~Vanyg—. ol EREA

(5>vY7FS5YJ—JLOD & 30mg INIG])

O /g, + _falaEs. MEMRE. Wit fiEZ%, Zollinger-Ellison JEfFH

OFRITBIT DAY a s X — . v'a U OFREOH)
B, +AEES. H MALT U o @, e thf Qs e, R B3 2 NSRS
WHE, ~)anyz—. ol RYE %

2. DERXEIHRIEHETHIE

S5.MREN TR RICEET HEE
(BRE7RE) VEERIZE T4 BREX X+ 2IEHRESOBRIS)D

5.1 A2 « ZEROEEIMEI O DITIKHEDO T A VARG L T\ A BE AR ES e L, #
HRAMAICEE L Cid, BB T+ IS oM E AR T 5 2 &,

(EXTHA FERRKEFXRBRERICE T BESE+EBHEESZSOBFERNH)

5.2 P ) U~ T, EIEMEBIEIESE T T DERE BEDTZDIZIEAT v A FHEHURIESRE 2 & ke
BHELTWHBREFELEGRGE L, BERAICE L X, BIEE I+ BRSO B 2 iR
5HZ &,

(AN)ansa—- B0l OREOHE)

5.3 #EfTHIE MALT U > REICKkT DY a7 Z— - e'n U BREREOANEITHEN. LTV,

5.4 GEMM/IMBEIZRT LTIE, A RIAVFEESRL, ~Uany Z—. 'n U RERED
WY &K SN DIEBNC D BRBRETEIR TS 2 &,

5.5 FHIHE I3 2 NERETHIIRIEL HUSMCIZ, ~V a s 22— vn U REIREIC L D BHEO%
FEINHNT 635 A 2PETMESZ L T 2w,

56 ~JansZ—. - rELEERICHODEEIZE, ~Vanrsgd—-va NG ThsrZ &k
ONHREREIC L DAY as 2 — - Ern VERERTHDL I L EMRT DL L,

(BERN)
1) H MALT U >/l

O ~Vanyz—. vrlRERIEO#EIGE 725 H MALT U > EZRSH (Lugano [ERRE
HOVHE D stage T b LI JEFIZ D, EITHERNICIIT 2~V a7 2 —. oV RE
VL DB NI STV R,

Q@ ~Yanyg—. ol REREESFAZHEINTWD Z &0, REFEIEICL2EHMO
BREMER IS OWTIIAIMERNAAETH D720, ~U a3y Z— - v'r U RERRE b RS
Lo+ 34TV, RENZIS U CEE 2 BINaR 2179 2 &,

© BRERIES b EMNRZ 22T 5 89 BE~OBEELHRET S,

2) Stk Mg E (ITP)

@ ITP OIBFIZ STz - T, AT EE AR E ORI F 3 | i iikeE 2 E e BT 5 7

EIFEHE) 128D TR ITPIRET A K712 (2004 ) | 925D L,
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@ E@EHA FTA T, ~UanyZ—. ol BRERIEOBEIGEFIL, ~U any Z—.
v U ORI E LT 18 sl EDI/IMREA 1 i/ u L 2 # % 218 ITP JEFITh 5,
BREFIEORIER (2. MIbasiek, HifEm oE(L2 &) ICHEE L, BREEEZITY
EMEE LV,

@ BRERIEZ L EMN2Z2 52T 2 X 0 BE~OFGLHET 5,

3. AERUVAE
(1) AERUVAEDHEHR
(Eiﬁ% +=1EBES. WAEEE. Zollinger-Ellison fEEEE)
HE . KA i7//77/~»kbf1@&Mg%lE1@&D&5T6

ek, W, BIEE. WAMEE I8 EME T, FEBEECIE e EMETORE LT L,
(GEFREREN)

WE. RAZIZT Y 7T —= L LT 1E30mg 2 1 H 1 EEROKEET 5, 2k, @HF 8 Bl E

ToRE LT 5,

DT, B - PR A WM E R TE R OMERFRIEIC B W T, 11 156mg % 1 B 1 B O#& 5
THR, SRR DOEAE. 1 H 1 30mg 2R O0&KE5ETHZ LN TE 5,
(FULAMBRENRLE (OD §£ 15mg DH))
WH, RAICIET Y 77— LC 1 15mg 2 1 B 1 RROEET5, 2k, @ 4 BHE
ToHREET D,
(BRE7RE) VEERICETSBEBXII+EHESFSOBEREING (OD § 15mg O#H))
WE, RACIET Y T = LT 1 15mg 2 1 B 1 EfREAHFRET 5,
(EXTHA FERREXRBRERICE T BESX I+ IEHRESOBRMG (OD & 15mg O#H))
WE., RACEZT7 Y 77— LT 1E 15mg % 1 B 1 EEAKES 5,
(ANJans4s—-EnY OREOHB)
WHE L RANCIET Y 7T =L LT 1 30mg, 7EXT VU kR E LT 1 E 750mg (i)
L7 7 2~ LT 1E200mg (i) @ 3#ZFRFIC1 H 2\, 7 AMEO&EST 5,
B, 77V ARTA U0, REIDS U CHEEHET S22 LN TE D, 72720, 18 400mg (/i)
1H2MB%ERET D,
Ta bR TA e e — TEFVVY VKK T Aavw A D 3HRGIZL A~
any Z— . vn ) ORERREPREDOGEIL, UMb DIEEE LT, BHE., AIZIEZ Y
7ZY =t LT 1E30mg, TEXTVY K E LT1[E750mg (i) M OXA he=X >V —
e LT 1R 250mg @ 3 AlZFRIKEZ 1 H 28], 7 HIEROEET 5,
(2) AERUVHAEBORERE - B0
MR L

4. AERUVAEICEET SR

THRERUVAEICEEYT 5EE

GEFRMERESR)

74 HERRBIEICB W T, 1 H 110 30mg OF 5%, 1 B 18 15mg #5923 L7-#l72 & 15mg T
(ESHIE N ps e Fed M

(EU B AMEBBRERRE)

7.2 BeHBAAG 2 A B L L TR EZME L, JEROUGEB RGO B WIGEITIE, B
HDIFIKNE 2 5D T DM OB RIERA~DEEZZETH 2 L, [15.1.56 B3]
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5. ERERRUIR
(1) BERT—2 1Ry o5—o
MMERR L
(2) ERIRZEEHER
MR L
(3) AERICERER
ME R L
(4) BRIEMIFER
1) BERERAR
(BEE. +—EREE. WAaRES. RERER. Zollinger-Ellison FERH)
17.1.1 BRE I/MARER (—RERFEBRUV_EERHER)
NEFE 23512, 1 H 18] 30mg % — MR CliE & LT 2~8 H#, —HEMRLR R
BCi 8 A (B KOV6 M (- TiEEE) Rnh LRI\ T, Rk NiisE
HENMTONTF v Y 75— VEEERE 1,109 BlOREBHIEHRIT TED B0 ThH 929,

PR Bil%K e S TRS)
HE 575 505 (87.8)
+ R RS, 445 418 (93.9)
e RS, 19 17 (89.5)
W PR BB 2% 67 61 (91.0)
Zollinger-Ellison JiE i # 3 3 (100)
it 1,109 1,004 (90.5)

BapiE, () NiE%

B, BEEAOT _HEEERE LR E L —EEREEERBROSER, 07 I —
OHERMENRRD 5 TS,

F72. 1 H 110 30mg %z 8 MR AHG-95 Z L2 & 0I5 & HE SNt &k o B & x5t
BT, SOICHEREELE LT 1 B 11 15mg % 24 AR A& G L7z B S M i R ER o fG 5.
ST T =N AMERHER ST S 2920,

(EU D AMBEEYRAE)
17.1.2 BRFIHEER (CEERHER)

RABEZXGIZ, 1 H 18] 156mg 2R O 5 L7z “E ek BRBR O R, &5516% 4 B
B TORIRT DR B EDEIS (hRfl) 1257V 7T — A5 T67.9% 69 %), 7¥I%
REET 42.9% (72 6) TH D 27,

RIVERZBBEE LT v Y 77 ) — V5T 8.6% (6/70) Th o=,

(BERE7REY VEERHICE T2 EREX T+ _ERESEOBRMG) =7
17.1.3 BRFMERER (CEEREAR) RUEH#REEHR

EHET 28V > (1 B 81~324mg) OEMBEGEZNBE L L, 20 BIEE UL+ RS O BEE
AT HRANBE LGSR E LT Y I — AR (10 10 16mg FRO#EE) ExtBiEes o=
HE R ST B O B, TP AT IC 31T 5 Kaplan-Meier 512 L 0 #E5E L 72 1REH4A 361 H
IR D BRI XU+ RS O BFERIERIX, 7Y 7T — Ve 9.56% (95%(EHIX[H : 0.00
~23.96) , X IRHE 57.7% (95% {ZHEIX [ : 29.33~85.98) Td V) R MREEIT 45 ¥ — Pl 0.0793
(95%fE#EHIX[H] : 0.0239~0.2631) (logrank /& : p<0.00001) Th o7z, £7o. HAEMITHRICIE
\7 % Kaplan-Meier #(2 X 0 #E7E L 7= 18544 361 H IS 00 B iE UT + R IHEE O BREIIER
X, T YT T =B 3.T% (95%EHEXE 1 0.69~6.65) ., *IHRHEE 31.7% (95% ZHEX M : 23.86
~39.57) TH 0, MIELTT DY — REIE 0.0989 (95% ZFEHIX [ : 0.0425~0.2300) (logrank
MiTE : p<0.0001) T -7z 2929,
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ST, FRRRREBEFEM T TIV YT IYV =L ZHE LT, WL, B2 T Y 7T —
JNZEID 2T, 1 H 18] 15mg % 24 B DS Lo Rk 5382k T B UL
+ THRIBIEB O RIEITIR D SR Do 72 30,
BIVERRBRMBE LT v Y 7T — A ERET 16.2% (55/339) T V. EAEWEMIL, (i 4.1%
(14/339), T#i3.2% (11/339) Th -7z,
1) AT uA FERKIERRYER G R ORBREMILE T ThRu,
(EX 704 FERREERESHICEIT5BBEXE+I5mBEE OB RMF)
17.1.4 BERFEMAERER (CEERFER) RUEH#RRERSHE
B ) v~ F . ERMBEEESOKREBEO-OIC, AT oA FMERREROENR S 203 -
L. 22 OB EE U+ RSO EZ E T M ANBEENRE L7 vV 7T — it (1
H 1A 15mg £ N#5) & xtRRTEE o ZE 5k RO FE R, Kaplan-Meier £ L D HETE
L7ciaiBaas 361 HERF RO BIRG I3+ RIEEOREBIERIT, 7Y 7TV =R 12.7%
(95% 5 HEIX ] : 5.85~19.59) ., XfHARE 36.9% (95%[ZHHIXIH] : 27.51~46.35) TH V. xHREEIC
X B AP — K1 0.2510 (95%(E4EIX ] : 0.1400~0.4499) (logrank ¥ /€ : p<0.0001) TH -
7= 31)0
RIVEFRBMEE LT Y 77 V) — VEERET 15.3% (28/183) TH V., EFIERIX FH 4.4%
(8/183), wA A KV UIfE 2.7% (5/183) Th -7z,
(BEREBXE+1EREBICETEAY a1 48— EAYREE)
17.1.5 BREMERER (CEFRKAR)
~Yany Z— . va GO BIEE U3+ ZIRBEE O RN BF & k5 L U2 BRE O BRI
(TG ITIT— TEXVVY VAR T ) Za<A v 3HHEE) I HBRETY
RIFTROLED THD 32,
2) BERiE KR O WHEORER N T b k.

HEGIC BT 2BRER (7 HRREO&RS)

S ARNEEEES P G-[E4 RS
77TV —/L 30mg
TEXTTU K T50mg  (Jiffh) 2 [Bl/H 87.5% (84/96 f])

77 ) An~A Ty 200mg (F1f)
52 Y75V —) 30mg

TEFV KR 750mg  (JI1i) 2 [/ H 89.2% (83/93 i)
77 ) An~A T 400mg (F1f)

T BRSBTS ERER (7 R0 &RE)

FIRKN D 1 A% 5 & AR Wi %
7Y 77— 30mg
TEX VY K T50mg (Vi) 2 [\l/H 91.1% (82/90 #i)

75 ) 2u~A 3 200mg (Fi1fh)
Z 7T —) 30mg

TEXVY AR 750mg (i) 2 [F/H 83.7% (82/98 )
7 ) 2n~<A 2 400mg (Fifi)

BREA I EAMAT R R 2 R L LT,

BIVE BB X 50.5% (217/430) Toh 0 | E/2RIWER IZH(E 13.7% (59/430) . T 8.8% (38/430)
ThHoT,
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B, KEROEE T TR~ 237 Z— -« v a U BEo-+ HBE RS ST 2 bR O ERK
BT 1ZBWTH, FREORERENED LT D 3939,
1 3) #FEAORGE, HEHFITITRoLEBY THY, BENOKRHAELOHERELE RS, [6. &
Gy
KE: T 7T =L LT 1E30mg, TEXFIUY KR E LT E 1,000meg ()
i) 7 Z U A2a~A L LT1IE500mg (Hffi) @ 3F|%2 1 H 2[E], 10 HEX
% 14 AR A &S
WE: oY TFTY— 1 LT 1H30mg, 7TEFIUY VAR E LT 1IE 1,000mg (1)
) RO Z V) An~A e LT 1HE250mg (Jifli) @ 3FIZ 1 H 2@, 7 HRFE
mE; 52
17.31 MEHR M) VIZRIFTHE
1 H 1/ 30mg %, HIBBEEREIC S HMRAKRS L-GE, mMiEH A M VEOAFE R EFH3HE
SNDN, FEHKT 4 WEICEET D 22,

2) ReMHER
MEERR L

(5) BE - WEAHER
AR L

(6) ammfEm

1) EAMERE (—REARERE. BEERARERE. EAMBRLRAR), RERTRT 4R
—RRE. WERTREBRAROAE
MEERR L

2) RREAFH L LTEBFEORNBXIIEE L-RE - KEBROBE
RO

(7) £t
Y L7R0
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VI. EhZEBICEI HIEE
1. REPHICEESHSLEYXITLEDE
A =1 NV NN GV s
IR BEO & G DORREXIIZNRFIL, TOEBTIRLESRT 52 L,

2. EIEER
(1) {ERERLL - 1EFREF

T V7T — L R RS IR O ER A G ~BAT L1212, BRI L DB SUL 2 R CIRMER A~ &

RGBS, Z OB A R DB AEREMICREL T e hoR 7 e LToOREZ#H - T

% H+K*~ATPase ® SH (£ & 54 L, BERTEMEZIGIT 5 2 LIk BOoWEHH+5E5 26

ns 35)-38)O

(2) EDZEEMITHEERE

18.2 EERO W INHI1ER

18.21 RUBHR MY URIBS b
BERERR A~ 1 B 18] 30mg BA[AI7 NS 7 H IR 1 5% 502 X 0 209 72 B B /0 WA /E A 233880 B,
Z OEMRITES 24 BRI & EgE T % 39,

18.2.2 4 VR Y VRIB 5 i
fEEERR A ~D 1 B 18] 30mg7 H IR N # 512 X 0 E 0 7 B E /W EH 23588 i s 40,

18.2.3 KE 7
TR A ~? 1 B 1 [8] 30mg7 H #0512 X 0 HERy WD IR & 22 Bl 235588 Hiu s 4,

18.2.4 24 B 433
TR AICH T D 24 R B R BGRERC, 1 B 1 [ 30mg7 AR O&HEEICEY 1 HamL CHEE
STUWDZEB 72N AFRD H LD 42,

18.2.5 24 BEIBR pH E=4 ) V5
TR L O B B REE OB~ 1 B 18] 30mg7 HREREAHZGICEY, 1 HEZ®@L T
I 7 H R E AR B D 4949,

18.2.6 24 B THRERN pH E=4 1) VT
WM RERBE ~0 1 H 1[0 30mg7~9 H MR 0512 L0 BB A sl g o & 22 sl 2
BHHND 18,

18.3 ANJany 44— En) REDOHBIIER

1831 7TEX TV U VKLY Z VA~ bl 7T — N EONFRICE D &N
B G5O BHETIRED EAPEDHND 9O (T v b)),

18.3.2 ~V any Z— - UREREICKIT AT Y 77— VOFENIXENpH # LA S5 2
L2k, PFHENATEX Y LK, 77V Ar~A L OHEEEERO L LICH D
EEBEZ DD 4D,

17.3 =04t

17.3.2 RSB EEICRIZTEE
BB L O e BESEEIC 1 B 1[0 30mg 2 S AR O&E LGAE, v Ty, ars
v'—/. GH, TSH, Ts, Ts, LH, FSH, DHEA-S, 7 A h AT, TA T IF—/LIFRER
Ba RIT S 720023,

17.3.3 BREOAT DHMRZEICRITTEE
IS L O FEIBESAEE 21 B 1R 30mg % 8 MR N & 5 L7546, BRSO N/ Wi in s
JEIZ R % RIF & 72\ 29,

(3) YERZTIRFME - FHifEERH

MR L
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VI. EMSREICETSER
1. mMAREOCHR
(1) AREEDLGOLPRE
MR L

(2) BRERTHER SN -LPRE

16.1.1 REERS

Rk AN (6 ) 12 1 [\ 30mg Xi% 15mg (W9 b 7 E/H) 21 H 187 BHEFHE TIZK
WO B U7 Re 0 Mg RS OHER . IRPPEIEEN S ERNEREEIZ VWb D & B 2 Hhvd 39,
16.1.2 SV TSV—IL, PEFIOY KPRV I S RAAT A O U HARKOENEE
Rk N (6 6) (277 —)L& LT 11 30mg (B7EAAD, TEFU K E L
T 18] 1,000mg (Jiffi) f 7TV 2u~A & LT 10E400mg (Fiff) @ 3 #lZ REHCRR O
B LMY 0V 7T — VORBEIERDOEDBREFLH) ST A— X I TFTROLEY THDH 49,

LEyeg

Tmax (h) 1.7+0.5
Cmax (ng/mL) 1,104+481

Tz (h) 1.9£1.9
AUC (ng - h/mL) 5,218+6,284

CPEME AR R, n=6)

72k, 3FIDFHRED 3 FI4 2 0 i e L 1L B R o M3 TR EE SRR OHERS &R LTz,
Fo, EEEERA (7 61) 13 F A FEEROHRECTHRFFC 1 H 2E 7 HEKER DS LR ORYE)
e s, BEMEII B2 6N5,
) ~Yanyg—.vn ) BRIk 2&RMIELROHEE B2 5, [6. B3]

16.1.3 EMFEMRFEHAR

(5>vvF5YJ—JLOD§& 15mg INIG])
1) 7 V77— 0D #E 16mg INIG) L% 77 v ODEE1s %2, 7 A4 —"—{EIZL D%
NENLEE (T Y7 TV — e LT 15mg) BFEHRAS FICHEREE., KbV RUUKA LHEERE
N5 LCiigh 7y Y 77 ) — VREZJE L, B o= yEfe <7 2 —4% (AUC, Cmax)
W2 DU T 90%15 HEH X REIVEIZ THEGHIENT 21T - 7o /5 3L, log (0.80) ~log (1.25) D#IFHNTH Y |
A D AR PR [ S PE DS ERR S AL 7z 50,

- K THR AR
KBRS T A =X

HIENT A—F

AUCo-24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
Z 77— 0D &
1302.6t£452.1 490.91+138.7 1.8+1.1 1.3£0.3
15mg INIG]
247w 0D
15 1272.11£418.6 529.81t140.6 1.7£0.7 1.3£0.3
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{ng/mL)

—8— 5 V75— 0D 15mg[ NIG )]
—o— ¥4 70 ODEELS
500 - Mean +SD, n=20

g

200 1

RN ® — NN N B
3

100

0 L ™

0 3 ] 9 12 15 18 21 24
5 &ORM (hr)

» K% L CHRARE
SEYENRE N T A — X
HIE/RT A—H BENRT A —H
AUCo-24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
V7T —v 0D &
1339.6£579.3 453.81+132.7 2.1+0.9 1.3+04
15mg INIG]
&7 a 0D BE
15 1294.7£529.0 460.4+193.5 2.1%x1.2 1.4%+0.4
(Mean=S.D., n=20)
(ng/mL)
5{]} —
—8— 5 75— N0D%15mg[ NIG

0 400 | —O— &4 7o 0D% 15

i‘qﬁ Mean+SD., n=20

5

= 300

w

=

=200

v

]

N

i 100

iy

0 3 6 9 12 15 18 21 24
#i5806H (hr)

MFFEEEEN N AUC, Cmax HED/XT X — &%, #BRE ORI (REOLRIRAIEL - FFHE % O R
R L > TRRD AT D 5,
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(5>vYv7F35YJ—JLOD §& 30mg INIG])

2) 7V 77Y—L0OD#E30mg INIG] L% 7r0D#30%, 7R AF—"—LIZLD %
NENLEE (T YT TV =k LT 30mg) MEERMAS FITHR%, Kb v ROUKAR LHER
N5 LCligEh o vy 77— VREZJIE L, 5 5h 723 pEie <7 A —% (AUC, Cmax)
2D T 90%(E HE X FIVAIC TREGHIRNT 21T - T2 /5 3. log (0.80) ~log (1.25) OHIPHNTH Y |
T O A=) [R] PR S e R S 7z 50,

- K THR AR
EYBRENT A =X

HIE/RT A—H BENT A—H
AUCo-24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
F V75— 0D 8E
2529.7+1130.9 893.6276.6 2.0£0.7 1.1+0.3
30mg NIG]
247 0D B
30 2409.2+1327.7 948.91t371.6 2.1x1.2 1.1£0.3
(Mean=S.D., n=29)
{ng/mL)
1200
i —o— 5 V75— L0DEENmMeNIG)
B 1000 —o— ¥4 70 0D 30
‘:f: Mean£SD,n=29
> 800 -
Vi
7 600
=
v
I o400 b
v
iff
BE200
0 .
0 3 6 9 12 15 18 21 24
E5 RO (hr)
« K% L CHRAR
HYENRE R T A — X
HIE/NRT A—H BENT A —H
AUCo-24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
Z 77— 0D &
2641.91+-1155.0 897.31£248.1 2.1+0.8 1.4=+0.5
30mg NIG]
247w 0D
30 2925.7+1323.4 | 1021.5+318.7 1.7£0.8 1.4£0.5
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(Mean=S.D., n=20)




1400 -
—8— 5 ¥ 75— L0DEE3mg NIG]

i 1200 ¢ —O— ¥ 471 0D 30
i Mean=5D, n=20
1000
5
My
J
29 800
5
600
I
I
i 400
BE

200

=

0 3 6 ‘Eli 1I2 15 lIS 21 24
5 EOEM (hr)
MIFFREF N AUC, Cmax D/ A —X 1%, #EERAE ORI, RIK OFEEAIEL « FRFH5 0 ER
LT L > TR D ATEESERH 5,

(3) rhiEE
AR L
(4) BE - 6tAEOEE
TV TT = EKBIET VI =T LT Kb~ TR U A EERICIRT 2 &, VT T
VLD MSEFRENME T 5 2 ERETHE STV 5D,
(TVIl. 7. fHEAEM ] OHEZM)

2. EMEER/NS A4
(1) BiAEE
RH R L
(2) RILEEEH
FEERR L
(3) HEEEEH
U ERR L
(4) DUFPSVR
RH R L
(5) FHER
FEERR L
(6) Eith
U ER R L

3. B%[A (REaL—Lay) @&iF
(1) BinAE
MR L
(2) IRSA—ZEHER
MR L
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4. IR
MR L

5. 9

(1) Ii%-fkBE @@t
AR L
(2) mik-paiRRAFTEBEME
(IVIl. 6. (5) #Ftm) DIHESM)
(3) Eit~nBiTtE
(Tvi. 6. (6) #=3im) DOHEZH)
(4) HEHE~ADBITHE
RCNER R L
(5) TR~ DBITHE
Y ERR L
(6) MBPERESFE
M ERR L

6. ftH

(1) REBBELR U HERE
Y ERR L
(2) RBICEEET 58K (CYPE) OHAFiE. BFE5F
AFNZEE U TR HEESE CYP2C19 Xt CYP3A4 TR#E &N D,
Fio. BAIOBERPWIHERNZ L0 | OFRFERI ORI 2 (2 IIHT 25 Z L3 d 5,
(TVIl. 7. fHEAEH) OHEZH)
(3) PEEESROERRUVTDEE
Y ERR L
(4) KEVOFEDFRRUFEEL. FELE
M ERR L

7. Bt

R (6 B1) 12 1[0 80mg (B 7 B/AAD Zfa T XITR%ZIZ, £72. 18 16mg (1 7 &I/LA])
EHATICRAORS LEGE, R fEm e LTt h, 70 Y 77 Y — L ORERITHRH
Ihigirolc, BH% 24 K £ TORPHRIEERIL 13.1~23.0% Th - 72 39,

8. FSUARR—E2—(CEHT 515
MR L

9. BHFI-kIMREE
LR L

10. REDEREFTHEE
REERR L

1. TDih
LR L
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W ZeH4 ERLOEESE) (BT 5EE

—
]

ERARTEZTDER
RE I TN

W

®

EENRLETNEH

2EE (ROBHIZEBELLGLI L)
2.1 KFN ORI w T D IWBUE DBEERE D B 5 B

22 Vel UG AZ RSP oEE [10.1 2]
3. REXIHRICEET HEE ETDER
(ITV. 2. ZhEEX I FICEHE T 27EE ] 22T 52 L,)
4. AERUVHAEICEET SIBELZTOER
(ITV. 4. HEEKOCHEICEBESTZEE] 220752 L,)
5. BEELEXRMITELZTDER
SEELEXRMNIEE
(XhBEHIE)

8.1 AAIDRHHEGIZL VIR~ 72> T AMIEDRH LD Z ENH DD T, Aila RHERGT 5B
F, EEIRICm T 7Ry AREZIET D 2 L, [11.1.8 ]
(BEE. +=HERAS. aRER)

8.2 EHIDFEHMRERIT T/ THRVWD T, MERFRIEICIIHW W EREE L,
(FFRERER)

8.3 HMEFRFEIEICB W T, B - FRAZM D IRTREFICH LEGET L2 L & L, ARMERHRIED M
DIRWBEIRET D EDRVWEIYREETSHZ L, £/2. 1 B 111 30mg Xt 15mg %52 &
D FARRIEN RIS 0 ke 3 D REAI T, JE IR G IRIZ X0 BRI D BE N0 &

Tl 570 P E 7

SNAEAIE 1 H 1A 15mg [CEIITIET 5 2 &, 7o, MRHRIETITEMAICNRERE 2
ITH T ENEE LV,
GEU B A BBESRIE)

8.4 MRZIC X o), FMEEDOEFIERIMVIKLASNS ZE QMBI 2 BLE) 25
RO ZBETDHZ L,

B, AEIOEG NG, RiEESO
DT, NHESRESEICEIY b0

M M DM DT L BRIR BRI L DIER ARk T 5 2 & 2D
ERTRWI L 2ERTHZ L,
6. BENDERZHTHIREICHET HIE

(1) BHHE - BEEFOHLHBE

9.1 AHHE - IERFEDHLEH
9.1.1 EVBHEOREENHLHE

(2) BHEESESE
BRE I LTV
(3) FreeeEERE

9.3 FFi#sEE R

ARANOH, JREDEBIEST 5 Z 0D 5,
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(4) £REREERTDE

(5) WEb%

(6

(7) INRZF

(8) ElmE

BE ATV

9.5 iTiE
BEha X ATATHR LT 5 AlREME O & D VI IXIR R EO A SN fERRME 2 ER D SRl S 5856
WCOHFEETD L, SRR (T v b)) (2RO TR MmAE D T RE o mAE T X v &
ZEMRBOLNTWD 52, F-, UHF (0 30mgkg/ H) THRIBLTLROEMAZTRD STV
%8, B, Ty MITYTTY—)b (50mgkg/R), TEXT U LK (500mg/kg/ H)
k7 70 An~A T (160mgkg/H) ZOFHEG LR C, BB COHRMEOHIRE & I
R D FEEMHI O TR FRD HIL TN D,

) RELE

9.6 Z3LIF
B EOFWEMER OCRALRBOA M EZ ZE L, L OM TP Ik 2 Bird 2 2 &, Wl (7

v ) TR A~BATT 5 Z LA S TWnD 52,

9.7 MR
NSRS & U T BRIRRRER 13580 L TRy,

9.8 BiHE
EHEN OB EAZET A CEEICEGTAZ L, —RICERBET CIIBOWEIZIETLTEY .,

FOMATREREDIR T H 5,

7. HEH#A

(

—r

10.88E/EA
AHFNTF L LTI RETESE CYP2C19 XWE CYP3A4 TREtEN 5,

Fo. ARFNOEEBEZWIHEIERC X0 . DFHEEA OV A (RESIIHT 5 Z ER3H 5,
) BFREREFDER
101 $fHEZE BFHLABWC &)

KA % ERAIESR - HEE 71k By - fabRR1
UL E D IERRE UL e U R O E R & A K O B BRI E R I LD
EAVES HTTLHBENLH D, VLB E Y IR O WM
[2.2 &/#] TL.UAEEY ol HEEM
KT 2rEetEDN B 5,
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(2) tRZEE L ENEH

10.2 AR (BFRICEEI S L)

THLZENDD,

AL % ERAREIR - HIE 51k PR - fERIAF
TEZ4Y TAT 4V O |ARA DT EEE S 2 FHE L

T 7 4V OREERET D
TEREZBNTWVD,

27 a ) hAKIY

Z7m ) NADOMAFIREDN LF
TLHLZENRDD,

ARBNDHFED BRI D
X7 m ) AAONRHEBRERIZ
=T H7-0EEZBNTWD,

vaxv v
AFN AR

TERCERAN ORI 2 ¥ 984 5wl HE
TRH 5,

AA O H RS B HEIERIZ LY
DA% DMK RN &
TR DM RN 5
THAREMENRH B,

A FaFryS—

Fu v X —EHEA
F74F=7
RAF =7 K
= F = T HRE KT
T)vnF =T
THITNTF =T
Y F=7
A F =T KT
A aIF =T K
FRF =T b VIR KT
N7~ F =T R K

FERRHEAN OVEH & 8553 2% Al 6E
HERH 5,

RAF =T KFn & OPERIE AT
HEZRBR YV BET 5 2 &,

AFN O E W5y WwHHAERIC LY
FERRFEA O M P REMET T 5
ATREMEDN B D,

it~ 7120 L

it~ 7 % v v AOFE FERM
WIT AR ENRD B,

AFN O H iR W IHERIC L S
HAN pH LA VB~ 7 *x
VU LDEMREPR TS D720
LEABND,

AL R D)L A VR

YL A D)V A VVERYE O 1
BEMNMETIT DN H 5,

AHN D E BRI I HIERIC L 5
BN pH ERICK YV~ ERXY
Jb A VIR O WIS B S
LEBEENRH D,

AR RLES— b

A b b L — b oA 28
AT Bz LN 5, EARD A
FRLd—hERET 556
I, B AA DG % kT
HILEEETHIL,

BRI AATH D,

= N N
T EIRA

FERLRAIDOIE &2 B304 % T HE
PER S %,

S QAN O, PSR AE
THIENER (AATT Y —
V) THRESHh TV,
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(fiFah)
OTA 7 4V EOMEEM

TR A 701 (4R 22~387%) AXRIC, TV 7TV —130mg & 1 H 11011 H[E
BOo#EL, #5 4L 11 BEICT I/ 74V 300mg (747 4V AHE 240mg) % [FIFEF
RN LT, e R - SRR ZJE LT,

TG TITS =N E 4 HHTIET A7 4V D AUC O K7 )7 5 A (CLapp) DO
Ay, #4511 A H Tl Tz B XX MRT O 038D itz

IRFP DT A7 4 ) ARG O TIIE G- 4 HH, 11 HH & $1Z 3-methylxanthine O & 721
(8 20%) RBROHNTEY, T VT I —LOKEHGIIFEDR#ERZLFELC, 74
74 U OREEET D 2 LRI S s,

8. ElER

11.84EF
WOBIWERANRSH LoD ZENHDHDT, BERE D27V, RENRRO NG IZITEREE T
1T 27 AR EEZITH Z &,

(1) EXGEIER &L DRER

1.1 EXLEIEA

(ZhREE)

M1 TFHI245F1— (25HS. EEmTE. FRE#HE) 0.1%K5E"). avy (0.1%KlH

iil))

11.1.2 RIMERHA ., EERBRAE., BMEEM (0.1%AKmM"D), EHBRKBY (0.14%" "), MR

4 (0.15%*V), &I (0.14%*")

11.1.3 FFEEREE (0.1%K0" ")

B, AST, ALT @ EAZEZ1ES EHERIFKEREENOODONDL Z LR H D,

114 PEMRKRIEFEBAE (Toxic Epidermal Necrolysis : TEN) ., BB EBEZH

(Stevens-Johnson fEfZE) (0.1% A7)

11.1.5 FEIEMEMSE (0.1%A5H" ")

FEEN, Wk, PR IREE, MR ORE (REE) S036 bR HAITIE, BN X R O

HEFEMmL, AFOEGE2HIEL, BIERESVE CRIORGEOEYRAEEZITH Z &,
11.1.6 RAEMBEMETR GHEAH)

SMEBEEEICELZLHLOT, BH¥EMRAM (BUN, 7 L7 F=r A% CEETLI L,
1.1.7 HAEE (EEARH)

1.1.8 BT R LMGE (BHE R

AHIOEMEEIZL Y, QT R, &, LUONEE2E K~ 2y v AMERS Sbhd Z &R

b, T, M~ XU AMFEICER L72AR S V> T AGE, K8 U o A MGESE O EARE BE &
HEOLGENRD D, ZNOLOBEMERENEDONDIERNH O ONHEIIE, if~ 7 R 7 AR
FEOREZATO RENRO NG EIE, 7RV T AOMAE OB RALEEITH 2 L [8.1 &

]

(AJans4a—-ERY OKREOHEB)

11.1.9 BIEEXEREOMEZHE S ERGREE (0.1%KMH™")

AN angg— - ea ) OBREICHWATEXT LU VK, 7T ) Aua~A 22T, (B
KIGREDOMAEZ S BERRKIGRPI O 5oL ERHLHOT, R, MEIO THNG bbb
BAITE BICE S 2RI 57 CEb R B AT Z &,

T 1) BB 1 3KFRIE £ CORER BRI RS TR TE DR RIS <,
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(2) EDthDEI{ER

1.2 ZDOHDOEHER

(BERZ. T-HRES. WEHES. EHRERER. Zollinger-Ellison fEfR#. FULAEERE
WA, BERE7AEY UEEKICEIT2BERXITT {5 EROBRNF. EXT04 FiER#
EREBERICET2BEBX I+ ZBEEASOBRENG)

0.1~ 5% A 0.1% Al B
W UE ¥, ¥ % TEALBE
B & WAL ECY) T~ h—F
A
JHHik AST, ALT. Al-P, LDH,
v -GTP ® _E&H
IIRTE3 I BRERE 2
THibs fER, TR, P8, NEEMEEL, e, BARIR, IE[ER
&, KBS (collagenous|fifi. B> VX JE. R IFLH
colitis %™ & e) AN
R AR SRR . R I OMREE, RHR, HFEW,
Z DA HE, AL AT a—b |\ ZMAEAFE. FE R, (T A B B, BHE.
REED E5 T ABEO LU, MUK B Y o aifE, K Y
O LU, iR, B |V AffE, K0T Al
JiE

£ 3) THIDHERES 256

T 2) FEBUBHEL TG £ T R IRBR ST RS IR e 2 i A O RIS <,

collagenous colitis ZENFHL L T\ A A[REMEDN B D 726D, HRLNTAHI
OG- ARIET 2 Z &, BEREICHEEER. ObA, HHLFEORELZRODLENRHLD
T, R, MAEREDLNL5EITIE, EURLEETITO 2 &,

(AN)ansa—- B0l OREOHE)

5%LL 1~5% A 1% AT
THibEs R (18.7%) . THI (9.1%) | MR B SR Bl WEH, AR, (ERL.
HAE, &L, B, M
J. HEEUE, BACRE
JH ik AST, ALT. Al-P, LDH,
v-GTP, Y vE VD EH
1k G ERISD . AFERERIEZ . |if /MR
BRI 2. &
W UE S ZOFE
R AR SR, IR, D FEWV, RIR,
L OV, 9 DlREE
Z DA, N ZUETA R, REED (R
FH. Bz xge—1o
A AT REABME,
R

T 4) HEFORIBFEE X T+ HBRERBCB 27y T =, TEXV VY KRN
ZVAr~A D 3HEGORBAGRICEES <,
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ek, HMETITONIZRB TR LN TWDHEITEH HE 1%L 1) 3k THD,

5%LL E 1~5% A
THibs TH (13.2%) . BT (8.7%) Bl R ANZ. M. PEEEEIEM
Ji ik AST. ALT » |5
W E WIB
FhARRRRE FEVTNIRSESR

EL) HEFRRIFEE I F _HBBERECRBIZ T YT — N, TEXT VY VKT R O
S22 A T NTIA ha=F ) — o 3HIR ORI S,

9. RKRREHRICRIFTHE

12.BRBRERBRICRIZTEER

(ANYanRs 48— - ERY OREOHE

FGUITTS=NEOT O R T A e ER—RTE®R VI K, 7T ) Auw AT
LEOHAEMEKROA ha =Y — VORI G5# TEL T, 13C-JRFE MR OH ERE R0
BRI 72 B ATREME R & B 7280, 1BC-JRFEMFXGRBRIC X ZBREHIEZ1T 2 /AL, T b D03EH|
DOEHHETH% 4 BEUFEOR R TEMET 52 ENEE L,

10. BEES
FRE I LTV

11. ERLDEE

14.ERELEDEE

14.1 ERIZHBOITE

14.1.1 PTP 30 A% PTP > — b2 b E L CARAT 2 L 9458425 2 &, PTP > — F Ok
Wk, EOCELAEAREREAEIA L, FICITRIL 2B 2 L THERTRR &0 EE 72 A OHE 2 0F 3
THZLENDD,

14.1.2 RFNIED IOV THERAZRESE 2 EHET L7720, K2 L TRARRETH D, £/2, K
TIRHTHZEHTES,

12. ZOH/DEE
(1) EREREERAICE I 1HHR

15.1 EREREEAICE D < 18R
(ZhRELE)

1511 AFOEHEGFIZBRMEOBRY — 728D L OHERH 5,

15.1.2 AFIOFEGNERBIC L DERZEBHKET 22 E08H 50 TUEETRNWI 2RO 5 2 & 5T
5Tk,

15.1.3 MM BT DEBOBENET. 70 F Ry 7 A U BEX—IC K DIERICE W CERHERIEIC
P B E . FREEEI. FHESHO ) 2 78R HE SN TW5, Bio, mAELROEYR”
(LAELLE) OWRHEZITIZEE T, B0 U 27 B3 LT,

15.1.4 SMC BT D EICABERBE Z R E LTEROBIENAT. 7rn bRy 7 A e B — %
HBLEBRFEIZBWNCIZRA NI VUL T 47 4 UKD BIBEREO Y 27 8N HE ST
Do
(EU S A B B E YR

15.1.5 BIENMISIEOE Y A7 Th A @, BE, A~V =TS OWFhicbigd L
IRV AITIIARFNOIRFN NS SIS W I ERBERRRICE VW RENTWS, [7.2 K]
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(BEAET7AEY) VERERICE 5B EEXII+EHEESOBEFHEING)
15.1.6 IKAET A VR ERFICBIT 2 HEE XTI T ZHBBEEOHERE Y A7 1%, AN a g Z—.
o U R R OYINESIC L D B FE A FREMOH D Z & DN ERERRIC L WV RIS TV A,

(2) FEERRABRICE S 1HR

15.2 FEERFREABRICE D < 18R

15.2.1 7 > T 52 BEFSRFIRE O b L7k T, 50mg/kg/ H#E (FKRH&EOK 100 £5) 2B\ T 1
Bz BYEOR B MMIIEAR O SN TWD %, X 52, 24 4 A MR 0BG L2k T,
15mg/kg/ H LA LRIV T BEYEO R REMIRIE DR AN, £7-. 5mg/kg/HLL EOREZB W
THEOONTF /A FEERBDLNTEY, AT, M7~y b 15mgkg/HU ERWHET ~ b
50mg/kg/ H LA EOREIZ 35\ CREEZERE O F& AL OHMAFE D HIL TN 5,

s B ETARAE K OSEIRZERE IC DWW T, ~ 7 2O ABERER, A X, FAOFEERBR TR S
T, Ty MIFAREILEEZBND,

1522 7 v NMZT vV 7 7Y=L (1bmgkg/ALL L), 7EXT U k¥ (2,000mgkg/H) %
4EMOEARORS LR, KOS X277 7Y —/L (100mg/kg/H), 7EX U LkFI
¥ (500mg/kg/H)., 77V Au~A 3 (256mgkg/H) % 4 EEFARO®KRLG L-RABRT, 7F
XU LK E B DV L2 EMICHRS R R DSFE O HAILTW D, FEERIE T % v
U KRR IERBZIHTHE L2 b DO THY | KRNTHFH L2 b O TIZ W Z L AR ST
%
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X. JEERERSARRICBEY HIHE

1. EEEE
(1) EHFRERBR
(VI ST B H | OHBH)
(2) REMRBRE
DR L
(3) ZDMOREE
MR L

2. SHHEER

(1) HEHRSSEHEHER
RCNEE R L

(2) RE#SSEHER
L E R L

(3) BEHEMHHRER
AN E R L

(4) RARMHRER
RCNER R L

(5) ERERESEHER
L E R L

(6) RFTRIEMERER
B R L

(7) 20O HEHKREN
RCNER R L
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X. EEMNEIEICEYT 51EE

1. HHEX%
Z V75— 0D §E 15mgNIG)
Al e s - 2L
Z v 7Z " —1 0D $ 30mgNIG|
HpSy | 7 77— L
2. B3R
34F

3. EaRRETORE
EiRRAF

4. BEWLEDEER
BE ATV

5. BERIITEM
BEMERLTA R T
<TFvoLYy : fF
ZFOMOBEEFEM A (X, 2. ZOMOBEEEE] DOEEMR)

6. F—H% - RA%E
El—psy : #77 a2 OD$€ 15, #4771 OD #& 30,
HhrTarh TN 15, X7 v B 7L 30

7. ERELEERARB
R

8. HERTRRFEAORUVRRES, EEEENHFEAD., KB EAR
<7277 —/L 0D §E 15mg/NIG] >

RUTE FE AR . AT FE R R 52 BRAf
T Wik R AR ik
HHH H#HH HHH
78 T TT =) 2011 4E 2015 4 2015 4E
22300AMX00765000
Bi%s | OD && 15mg/RTO] 7H 15 H 12 A 11 H 12 A 11 H
o S5
- FUITT—) ] ] 2022 4% 2022 4
OD % 15mg/NIG| 8 H 18 H 8 H 18 H
<Z v V7Z— 0D & 30mg/NIG] >
RUIE T AR ) SHRAMG FE R AR5 BRAA
& i Wi, R BB e
HF£HH £ HH £HH
iR 78 FU T T — )L 2011 4E 2015 4F 2015 4
. 22300AMX00766000
Bits | OD & 30mg/RTO) 7H 15 H 12 A 11 H 12411 H
ST T — )L 2022 4 2022 4
Tk ) N
OD £#£ 30mg/NIG| 8 A 18H 8 H 18 H
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9. MEERIIFEW, RERVAREEENFOFEABRUEDOAR

<ZhRE XUThAE M >
HRE X RBNAEH H - 201347 H 18 H
W54« 72/ 75— 0D $E 156mg/RTO), 7> Y7 Z V' —,L 0D # 30mg/RTO]
A :
¥ 5]
52V FS5J—)L 0D §& 15mg MRTO] S5vv7F5J—)L 0D §E 15mg MRTO]
OHEEE. + . WEamEE., vmtt | BiEE. + BN, WEamiEs., okt
BIER. Zollinger-Ellison JEFRE, FESH A | BIEXK., Zollinger-Ellison JEFERE, FEORH A
P Al S E P RIEE, BVEE UE IEE I
OTFRICKTFIAY ansZ—- - ErlORE |BIF5~Ya s ¥—. val OREOHB)
DHB)
o BiEw. + _fREEE, BMALTY o/ V#,
e e IR R A =S - N b S R N IR A
% BERERE., ~J a Ny Z— . ol Y
B %
;3; 52y F35—)L 0D & 30mg RTO 52y F5Y—)L 0D & 30mg TRTO
= OBEEE. + 5. WamEs., vmtE | BiEE. - B, WamEs. okt
fIE2%, Zollinger-Ellison AEERT fIE%, Zollinger-Ellison SEBERE, BiEE X
OTFFICHB T LAY aryZ— - vrl ORE |13+ EBEEEIck T~ as2—. v
DOHBY 7 U OBRE OB
BIRE. + fRIRE, HMALT U /Nl
R e IR 8 5 e = -t W= b 22 R s RSN K
BEREERE. ~) anNg x— . o) g
H X
A
&
y-d PN
> FUTEED) (%)
A
2
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% KIEH

DA Zydus Pharmaceuticals USA Inc.

W74 LANSOPRAZOLE delayed-release orally disintegrating tablets
I - M | delayed-release orally disintegrating tablets : 15mg, 30mg
INDICATIONS AND USAGE

1.1 Treatment of Active Duodenal Ulcer
Lansoprazole delayed-release orally disintegrating tablets are indicated for in adults short-term
treatment (for four weeks) for healing and symptom relief of active duodenal ulcer.

1.2 Eradication of H. pylori to Reduce the Risk of Duodenal Ulcer Recurrence
Triple Therapy: Lansoprazole delayed-release orally disintegrating tablets
/amoxicillin/clarithromycin

Lansoprazole delayed-release orally disintegrating tablets in combination with amoxicillin plus
clarithromycin as triple therapy is indicated in adults for the treatment of patients with H. pylori
infection and duodenal ulcer disease (active or one year history of a duodenal ulcer) to eradicate H.
pylori. Eradication of H. pylori has been shown to reduce the risk of duodenal ulcer recurrence.

Please refer to the full prescribing information for amoxicillin and clarithromycin.
Dual Therapy: Lansoprazole delayed-release orally disintegrating tablets/amoxicillin

Lansoprazole delayed-release orally disintegrating tablets in combination with amoxicillin as dual
therapy is indicated in adults for the treatment of patients with H. pylori infection and duodenal
ulcer disease (active or one year history of a duodenal ulcer) who are either allergic or intolerant to
clarithromycin or in whom resistance to clarithromycin is known or suspected (see the
clarithromycin prescribing information, Microbiology section). Eradication of H. pylori has been
shown to reduce the risk of duodenal ulcer recurrence.

Please refer to the full prescribing information for amoxicillin.

1.3 Maintenance of Healed Duodenal Ulcers
Lansoprazole delayed-release orally disintegrating tablets are indicated in adults to maintain
healing of duodenal ulcers. Controlled studies do not extend beyond 12 months.

1.4 Treatment of Active Benign Gastric Ulcer
Lansoprazole delayed-release orally disintegrating tablets are indicated in adults for short-term
treatment (up to eight weeks) for healing and symptom relief of active benign gastric ulcer.

1.5 Healing of NSAID-Associated Gastric Ulcer

Lansoprazole delayed-release orally disintegrating tablets are indicated in adults for the treatment
of NSAID-associated gastric ulcer in patients who continue NSAID use. Controlled studies did not
extend beyond eight weeks.

1.6 Risk Reduction of NSAID-Associated Gastric Ulcer

Lansoprazole delayed-release orally disintegrating tablets are indicated in adults for reducing the
risk of NSAID-associated gastric ulcers in patients with a history of a documented gastric ulcer who
require the use of an NSAID. Controlled studies did not extend beyond 12 weeks.

38




1.7 Treatment of Symptomatic Gastroesophageal Reflux Disease (GERD)

Lansoprazole delayed-release orally disintegrating tablets are indicated for short-term treatment in
adults and pediatric patients 12 to 17 years of age (up to eight weeks) and pediatric patients one to
11 years of age (up to 12 weeks) for the treatment of heartburn and other symptoms associated with
GERD.

1.8 Treatment of Erosive Esophagitis (EE)

Lansoprazole delayed-release orally disintegrating tablets are indicated for short-term treatment in
adults and pediatric patients 12 to 17 years of age (up to eight weeks) and pediatric patients one to
11 years of age (up to 12 weeks) for healing and symptom relief of all grades of EE.

For adults who do not heal with lansoprazole delayed-release orally disintegrating tablets for eight
weeks (5 to 10%), it may be helpful to give an additional eight weeks of treatment. If there is a
recurrence of erosive esophagitis an additional eight week course of lansoprazole delayed-release
orally disintegrating tablets may be considered.

1.9 Maintenance of Healing of EE
Lansoprazole delayed-release orally disintegrating tablets are indicated in adults to maintain
healing of EE. Controlled studies did not extend beyond 12 months.

1.10 Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome (ZES)
Lansoprazole delayed-release orally disintegrating tablets are indicated in adults for the long-term
treatment of pathological hypersecretory conditions, including Zollinger-Ellison syndrome.

DOSAGE AND ADMINISTRATION

2.1 Recommended Adult Dosage by Indication

Indication Recommended Frequency

Dose

Duodenal Ulcers

Short-Term Treatment 15 mg Once daily for 4 weeks

Maintenance of Healed 15 mg Once daily

Eradication of H. pylori to
Reduce the Risk of
Duodenal Ulcer

Recurrence®

Triple Therapy:

Lansoprazole delayed-release orally 30 mg Twice daily for 10 or 14 days
disintegrating tablets

Amoxicillin 1 gram Twice daily for 10 or 14 days

Clarithromycin 500 mg Twice daily for 10 or 14 days
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Dual Therapy:

Lansoprazole delayed-release orally 30 mg Three times daily for 14 days
disintegrating tablets

Amoxicillin 1 gram Three times daily for 14 days
Benign Gastric Ulcer

Short-Term Treatment 30 mg Once daily for up to 8 weeks
NSAID-Associated Gastric Ulcer

Healing 30 mg Once daily for 8 weekst
Risk Reduction 15 mg Once daily for up to 12 weeksf
Gastroesophageal Reflux Disease

(GERD)

Short-Term Treatment of 15 mg Once daily for up to 8 weeks
Symptomatic GERD

Short-Term Treatment of Erosive 30 mg Once daily for up to 8 weeks*
Esophagitis

Maintenance of Healing of Erosive 15 mg Once daily'
Esophagitis

Pathological Hypersecretory 60 mg Once daily?$

Conditions including

Zollinger-Ellison Syndrome

“Please refer to the amoxicillin and clarithromycin full prescribing

information, Contraindications and Warningsand Precautions sections , and for information

regarding dosing in elderly and renally-impaired patients.
TControlled studies did not extend beyond indicated duration.

fFor patients who do not heal with lansoprazole delayed-release orally disintegrating tablets for
eight weeks (5 to 10%), it may be helpful to give an additional eight weeks of treatment. If there is

a recurrence of erosive esophagitis, an additional eight week course of lansoprazole delayed-release

orally disintegrating tablets may be considered.

$Varies with individual patient. Recommended adult starting dose is 60 mg once daily. Doses

should be adjusted to individual patient needs and should continue for as long as clinically

indicated. Dosages up to 90 mg twice daily have been administered. Daily dose of greater

than 120 mg should be administered in divided doses. Some patients with Zollinger-Ellison

syndrome have been treated continuously with lansoprazole for more than four years.
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TControlled studies did not extend beyond 12 months

2.2 Recommended Pediatric Dosage by Indication
Pediatric Patients 1 to 11 Years of Age
In clinical studies, lansoprazole was not administered beyond 12 weeks in 1 to 11 year olds. It is
not known if lansoprazole is safe and effective if used longer than the recommended duration. Do

not exceed the recommended dose and duration of use in pediatric patients as outlined below.

Indication Recommended Frequency

Dose

Short-Term Treatment of Symptomatic GERD and
Short-Term Treatment of Erosive Esophagitis

<30 kg 15 mg Once daily for up to
12 weeks

>30 kg 30 mg Once daily for up to
12 weeks

Pediatric Patients 12 to 17 Years of Age

Indication Recommended Frequency

Dose

Short-Term Treatment of Symptomatic GERD

Non-erosive GERD 15 mg Once daily for up to 8 weeks

Erosive Esophagitis 30 mg Once daily for up to 8 weeks

2.3 Hepatic Impairment

The recommended dosage is 15 mg orally daily in patients with severe liver impairment
(Child-Pugh O).

2.4 Important Administration Information
e Take lansoprazole delayed-release orally disintegrating tablets before meals.
e Do not crush or chew lansoprazole delayed-release orally disintegrating tablets.
e Take lansoprazole delayed-release orally disintegrating tablets at least 30 minutes prior to

sucralfate.

Antacids may be used concomitantly with lansoprazole delayed-release orally

disintegrating tablets.

Missed doses: If a dose is missed, administer as soon as possible. However, if the next
scheduled dose 1s due, do not take the missed dose, and take the next dose on time. Do not

take two doses at one time to make up for a missed dose.
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Lansoprazole delayed-release orally disintegrating tablets
¢ Do not break or cut.
e Place the tablet on the tongue, allow it to disintegrate, with or without water, until the
microgranules can be swallowed. Do not chew the microgranules.
e The tablet typically disintegrates in less than one minute.
e Alternatively, for children or other patients who have difficulty swallowing tablets,
lansoprazole delayed-release orally disintegrating tablets can be administered with

water via oral syringe or NG tube as follows:
Administration with Water in an Oral Syringe

Place a 15 mg tablet in oral syringe and draw up 4 mL of water, or place a 30 mg tablet in
oral syringe and draw up 10 mL of water.

Shake gently to allow for a quick dispersal.

After the tablet has dispersed, administer the contents within 15 minutes of mixing into the
mouth. Do not save the water and microgranule mixture for later use.

Refill the syringe with approximately 2 mL (5 mL for the 30 mg tablet) of water, shake gently,

and administer any remaining contents.
Administration with Water via a NG Tube &8 French)

Place a 15 mg tablet in a catheter-tip syringe and draw up 4 mL of water, or place a 30 mg
tablet in a catheter-tip syringe and draw up 10 mL of water.

Shake gently to allow for a quick dispersal.

After the tablet has dispersed, shake the catheter-tip syringe gently in order to keep the
microgranules from settling, and immediately inject the mixture through the NG tube into
the stomach within 15 minutes of mixing. Do not save the water and microgranule mixture
for later use.

Refill the catheter-tip syringe with approximately 5 mL of water, shake gently, and flush the
tube.
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Drug Name Category

lansoprazole B3

(2021 4E 3 AfaER)

A=A T VT DBIE

5% SO

F—A FZ U7 D43% (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
Drugs which have been taken by only a limited number of pregnant women and women of

childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans.
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