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2.1 AFOBST IR LBUE OBHEE O & 5 B
22 7HHFFENGEE. UV SRR £ S o B

(101 ZH]

3. #E - K
3.1 #ERk
Wi5e % T N7F =)V Na$E20mg [NIG]
ARG |18 XTIV =) b)Yy A 0 200mg
D-vv= b=, AL~ AT A, fibro—2, v
Fofy 7ol ra—2, #V A=AV T A,
FHF] EEHREr Faox 7o rera—2x, A57Y Vg~

FAYY A, TFLELVO—A, ESOAT— AT Y )Lk
IATN, 7R YRR A7V, BRILF S v,
ZOEMLER. v oNany

3.2 HAE DMK

1754, 7 ~N7'F ' — )V Na§it20mg [NIG]
@K | REEOBE T A VAT —T 1 v T
IEAE - 7.2mm
IS A = EX:37mm
/) s/ ZhE : #9142mg

4. FHEEX IR
BigE. TZEBEE. WASLEE. WRMEEEX. Zollinger-
EllisonfE &3

5. RBEX IR ICEIHET 2FE
RHNOBGDHREZ L BIERE RS 52 EhH L0 T, BT
BWZ ERMERRD ) AGT DI &,

6. AERVHAEE

(BigE. T=#iBaE. WaskiaE. Zollinger-EllisonfE{&EE)
HE. BRANZIETAXT T =) )y k LC1HI0mgx1H1
FRECH S A%, FRIRIC X 0 1EI20meg % 1 H 1 EEE 3% 595 2
EWRTE D, B, WFE. FHiEE., WEHES CIXHEM E T,
TGS E CIE6EM EF ToRb LT 4,

(HEFRHERER)
W PEREREOBFIZ BV TCIE, 3%, WAZIEIXRT IV — )
F UL s L TIRI0mg % 1 H 1RSS5 455, JWIRIZ & D
1H20meg#x IH IO G52 N TE b, B, WE., S
MEFcoks5eds, /-0 JubrR oy 4 ey —I12L5%
BIETHEAT S 2Y4E . 110mg X1 R20mgx 1 H2M, X5
WSEMRORGT A2 EDTE 5, /2721, 1R120mgl H2[A1$%
GIxEEOMEGEZF T ALEICR S,

7. BEARUHEICEEY 2R

(BiBE. T—HEBRES. WAEREE. Zollinger-EllisonfEfRE)

7.1 RIRDE L WIGA L OFESEN - $HEMEOW A 121 20mex 1H 1
%5452 LD TE S,

FRERER)

7.2 FRIRDE L WA L OFESEN - #HEMEOYA12120mgx 1H 1
53252 LATED (3 - B8 E3dsntaE Lo
HeRpiih, 70 N VY TA Y B — 12X BRI T
BEIER). Ty TUu MY RY AL S — I X AR
TRIFA 257 B IR L1E10mg ) E120mg & 1H 20, & 5
8B 5- 28 A d . INHBEMRAS Calli it 1 f i AN E L C
WHRWIZ ERHERT LI L, B, AAINE20mgn 1 H 2[5
;i‘ ;ﬂﬁﬁ%’fﬁﬁ“@iiﬁm*ﬁﬂﬁﬁ%%%%Lf:i%{%blﬁﬁéo [17.1.1
2

8. ERLEFERE

(hEedt@E)

8.1 AAIOFGHUIIE, MG HAEIZER L, ik
BORRAE - ML 21T ) S E D8 E Lo

(BiEE. T2EEEE. YaiEs

8.2 EMIOMHMERL T3 TV T, MFHREIIIHV VW L
HEE L,

9. HENE=2HFIHBEHICEHT IE

9.1 AHE - BMEEZEDH 58

9.1.1 EMEBEDRETENS 5EE

9.3 FFieEEEEE
JIFRf 22 F8 2 C I RNE DR 58 5 6

9.5 itiF
W0 IR L C W A TTREE O & 2 I IR L OB RED G
Witk % L2 & W S BB EICORKE TS L, BT
(F v F#11400mg/kg. 7 F#E30me/kg) THIBHNE (5 v
N CALEBIE, U FTHREOKT., ALEEL) PHEsnhTwn
;e) o

9.6 ®ILiB
EELOARER ORISR EOFEEEZ ZE L, ZIL oM 1L
iEEBRET 2 2 &, BWER (5 b)) THIHHFABITTS
ESERE SN TW 5,

9.7 /MR
ANBER R E L 72 BRIRRBRIIIENR L T 2w,
9.8 =imE

THALSHERSE OBIWER 25® & b 7o & I3 REET 2 7 LRI
5952 o AHNIEL LTI TIEH SN D05, Eind T
BREPET LTS 2 W4, BERBH DML 2 EHD
50

10. #HEEH
AFNORBIALFAFEEEZF - 7 0 — 2 P450 2C19 (CYP2C19)
K U3A4 (CYP3A4) OBG-ROLNTWD, [164 2]
F7o. KA O G E IR L0 . BEISER OB A i
T2 2 L BB D,

10.1 HEAEE BALAEWVWZE)

ESiEE FERAEIR - H51E 7k W - fabERF
7y ENTEERIET ¥ VO AE o F e
(LATH YY) WET 2B H b, HIZL) ., HHpHA E
[22 ZH] AL. 7Y% FELD

HRESETL, 7%
P ¥V D I R S
KT 2BZN0H 5,
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ANMNLFF— oo
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D aE. —EEgICAR
Hlo¥5E2mikd 52
LEEETHI L,

AMPLFF—L WRIIAHTH %,

11. BMERA

WOBWER DS b b 2 DB 50T, BlEEE 512470
TR B NG ARG 2 kT 4 7 SR 2 LE A 1T 9
Eo
11.1 EXEEIEA
1111 2avy HEAH). PF7145% 2 — HEAH)
11.1.2 SAMEREA CGHEEARH) . MFERERAE (BB, MR
WA (0.1%Ab00) . BMEEMm FHEAB)
11.1.3 BIEERFR (HEEAH). FF#ERES (0.1~5%&im) . BE
(BFEEANH)
11.1.4 FEEMRRE (0.1%KH)

FEE WK, PRIREE, T o 8E (385 S50 bl
HliE, R I XS OME Y Ehiti L. AR oG55 d ik
THELEDIC, BIERERIVECHOKGEDREY) 2 ILEZ1T)
Z&,
11.1.5 BEEE (HEAH)

g F R AR R % (Toxic Epidermal Necrolysis : TEN) .
B2 RE REREARAE 27 (Stevens-JohnsondERERE) . ZIEALE DD 5
bNBLZENHD,
11.1.6 SMBEEE BUZEAH). BEMBER HEAH)
BHREMAT (BUN, Z L7 F =205 ICHFEETAZ &,
11.1.7 &> MUY LMAE HEAH)
11.1.8 HEIBBIRIAE (WIEEAH)

R, B, CKEH. I ORI 4+ 7 uey EAZ
LT ARRUHRFED D S b b 2 Ehh b,
11.1.9 HABEE CHEARH)
11.1.10 $EELIRRE (BHEAH)

AR, BEATE., RRMEE. KR, AR, ER BTSN
LbNDLIEDRHD,
11.2 ZDOMOEIER
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F

-
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0.1~5%A i 0.19% i HHEEAEH
ik B ER G o I AR O BR A
BRI, ATERER B | Bk L . ) v SER
%, #f HE%a
-k AST. ALT. ALP. (Y VvE O L
y-GTP. LDH® L |5
TR A I b5 S
L% fERE. TR, JEES| MR . R, o v EgE, MR, BE A
Wik, WE, D25, b i K B %
%% 8. A K. |(collagenous
37 colitis.
lymphocytic
colitis)
FEAREER | BH OEV, ALDE AR, HiE
[l AN
HUH SRR . 42 ) K
T, Ho b2,
E T
kit walvAsu—|23AH, FEJBOLLOX
Voo R A - BRI, FEE B, AR, B
BUN® EH., B&A|EME. LN |7 ¥ €= 7 IMIE.
PR MR TSHESIN  |CKO 15 K~ 27 v Al
It WAL

1) FEHBUE L BE R T T,

14. BRALEDXE
141 ERZMFEOITE
1411 PTPHED#HAIZPTPY — F 25 ML TIRET 5 X5
8§22 L, PTPY — M ORRAIZ L ) . B S ERDS A R
~HIA L, T2l % B L CHERSIN 225 O EEE 2 & 0HE % §F
BTHI LD D,
14.1.2 RANIIGESETH Y. RHICH 2o TEL WAZD . Brw
720U, DAL BT I IFEETLHI L,

15. ZD/DEE

15.1 EEER{ERICE D 1EHR

1511 RFOEMBES PICEEOERY) — 7% B0 72 L 05
H5bo

15.1.2 M B 2 EBOBEM%E T, 7u bRy 7 4 el
Z =L DEFICB W CEHEEICE D BB ST, TRESE
P BHEFH O ) A7 B2 SN Tw 5, FFis, SHERD
EHIE (HELLL) ofRE 27288 T B0 ) 27 38
Lf:o

15.1.3 WA BT 2 BICAREE Z R & LEBROBE3E T,
TURNYRYTA ey — %G LZBEZ BT OA MY
VUL TATAYNVICEBEFEEGD ) A 7 BN EHE ST
‘/)Z)O

15.2 FEEERRAERRICE D 153k

15.2.1 7 v MIZbmg/kgbh b % 24E M4 5 L 7z @ BRI B v
T, MECTHBIZH VT 2 A ROEDRA LN EDHREDVD D,

15.2.2 BWMER (5 v MEOHS25mg/kghl ) THURIRE &K
U A a2 oEinsHESNTH20T, HHICHz-
TIEHIRBAR AR IR T 5,

16. EMBHRE

16.1 MehiERE

16.1.1 BEKE (EET - B%). REKRS (EET)

RS 12 20me % M T S F R SRR S L 22 o ik
FARICEER LB T X — ¥ OFEBEE FIRTD,
[162.1 &)

SRR ORI ST A —

Crmax tmax AUC
noe s
B oAt (ng/mL) (hr) (ng * hr/mL)
AT 437+237 3609 937+617
Atk 453+138 53+14 901 £544

(Mean+SD. n=12)
F 7o, fEFE A T125mg. 10mg. 20mg% #i T CREHRSG- L
oHE (G5HHE) OFRYHE T A—-F I TOLEB) TH
Z‘)Z)O
TEEE RS T2 B 5 AES 58 (bmg. 10mg. 20mg) DIiEHR T X7 5
V=S M) LA OSEYEREINT X — 5

o Chmax tmax AUC o ti/2
A =N bidll
B8R | BB (ng/mL) (hr) (ng + hr/mL) (hr)
5m EM* 146 +56 3.0 (2045) 236 +97 18+09
& PM* 252+55 25 (1555) 585+ 137 42+05
10m EM* 383+83 3.3 (2050) 539 + 200 1504
€ PM* 509 + 64 2.8 (20-45) 1230+ 200 38+0.3
20m EM* 654 = 348 40 (2580) 994 £477 2314
€ PM* 822+232 3.3 (3.0-6.0) 2331 +663 37+03

(Mean+SD., tmaxlZMedian (Min-Max) , EM n=16, PM n=8)
MAFAHRESE T b7 10— 4P450 2C19 (CYP2C19) #£BUANLZ, TRl 17
Loy sng,
EM (extensive metabolizer)
CYP2C19*1/*3
PM (poor metabolizer)
CYP2C19*3/*3
16.1.2 &EMFHIEF MR
7T F = )V Nagé20mg [NIG| &8 v FE20mgk 7 1 A
F=N=FIL D ENENLEE (FXRT TV = F )T AL
L C20mg) % fdFER A\ Y3 12 Z2 8 IR HE MR 14 5 L Cafndg b ok
TALRIEEZWE L, S5 N3 aiE/ s x—% (AUC.
Cmax) 2DV CHEEHEMNT % 17 o 7258, Wi o Az 2210 [l 4
DHRERR S T2,

tCYP2C19*1/%1, CYP2C19*1/*2X 1%

©CYP2C19#*2/*2, CYP2C19*2/*33 1%

HENT A =% BHEINTG A =5
AUCo-10 Cmax tmax t1/2
(ng - hr/mL) (ng/mL) (hr) (hr)
7 NT7F =)V Na 861.85 501.63 23 1.01
$20mg [NIG) +264.81 +162.54 +0.75 +(0.16
X)Ly M EE 853.25 545.64 35 093
20mg +310.64 +220.92 +0.67 +0.15
(Mean+SD., n=29)
(ng/mL)
600 —e— F\75/ =)V Nafi20mg[NIG
w00 - -O- /%) Ty ME20mg
i Mean+S.D., n=29
m T
i
300 -
i

m"l?/ T

0 1 2 3 4 5 6 8
FNT5 =V Naf£20mg[ NIG #% 5 O M4t il EE 0%

10 (hr)



MR NICAUC, CmaxSE /85 4 — 7 1d, W 0%
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16.2 TRIR

16.2.1 BEOHE

TERER TS 712 20mg & A 2T AL BRI IS L2k, &%
G-I E TR G L tnaxSL7E RIS 2 & & & 12
BFEIFO SN TS, [161.1 =]

16.4 X

R A F1210mg. 20mg % #1135 L 72 Rp o I vh o A3
. FAIIERERM 2 E TG X D Bl L2 FF = —F Wk T
Hote TOMIZHAAHEEZET M7 10— 2P450 2C19
(CYP2C19) BS54 2 i A F MALRIESIZ & 0 A L 7226 2 F v
&, 3A4 (CYP3A4) 532 A& AMLBISIC & Y AER L 72
2k EDSERD S D A 5, [10. 2]

16.5 Hkiftt

TR AR T1220me & # T H5- L 7236, 1% 552485 £ T2
RFNZ ST T — )b b ) A ORZERIEHT S, KB
WTh LAWK IYBERPNZD 7N 70 » GRG0
29~40%. AT T — VEEIARAT13~19%HE M S uzd 4,

16.7 EMHEEIEH

i (A 277V —)v) THAARHESRT 70— 24P450 2C19
(CYP2C19) ~ORHAIC L VHE/EHT RO LN TVWE YT
XA, TNV Ty RIVTFY ) WHLTIRT T —
VF M) AN OFEFOIMHEEIZEE L G 2 w2 b8
MG ENTWDE, T, HE (5075 —)v) CTHRERESE
F ~ 70 —24P450 1A2 (CYP1A2) OFFEIZ L W EAEH AR
OHENTVDLTEFTA)VIZHLTHIXRT TV —)F )7L
IR ISR E 2 5 2 W2 LA STV 59 6,

17. EREREIE
171 A RUOREMICEET 2558
1711 —REERRHBR RO ZE5RIERHR
B . TR E . S R R O AR & o 521
H1\10mg X 1320mg%x #%5- L 72 — i R il BR K O 5 i
R (5  6~8H) ORI TROEBY) THLHD 16,
e REERE S
i 94.0% (18911/20141)
+ AR 994% (159%1/160f1)
T L g 90.9% (501/55%1)

Wy R 83.3% (10151/1261)
WEAELOCHEO 7T bRy T A e ¥y =GR IR
OB REEERNRE LG SEBEONHGEREICL S
RIHRITTEOEBY TH-721D, [72 BIE]

18]120mg 118110mg 117120mg

1H1A] 1H2[A] 1H2[A]

Ltk 58.8% 784% 770%
= (60%1,/1021%1) (80%1,/10211) (77%1,/1001%1)

grade A KUY 65.1% 87.1% 79.5%
grade B* (56%1/86%1) (74451 /85%1) (66151/83%1)

grade C K O° 25.0% 35.3% 64.7%
grade D* (4151/1640) (661/1761) (11151/17%1)

) IANTIV =)+ b))y Al0mg/H, TV 75— V30mg/H. * £
77— W20mg/ H % B [ DL HE G5 S RIS SRR L S B
oYYV ARG (E2) 12X 2 ERERE

F 72, BRSEHEEIC B CHNpH EAIER AT X7 T — v
F + )7 A1H1A20metk5-C1 H 1A 10mgfe G- 12 xR TR |, 8
BB 55 XTS5 —)bF b)) A1H1EI20megk 5 D
BHEDFRD ST 58 10,
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18.1 1EA#F

FTRTF =) M) 7 BTG O BRVE SIS TR (A
V77K 22y, FakrEr 7 (H. K-ATPase)
DOSHIE Z 154 L CRERESEZ HE L, Mot iw s, 35
WZPHE S NA-BESNTEO R, FISVERERAL A S OFEY O
KdHDWETNVY T4 N X BEWRROWHEDPEG L TCwb L0
EEZOND, FOM, TV FF K o TREREEAEET
LA REE D MM S 518,

18.2 BEAZ W INFIER

1821 AR TICBITLH A M) Rl L, 1H1
F10mg# 5. 1H1MI20mgk5-T & b 12540 H A 5 25 W 7 5]
%R L, #5510 B X O7TH H OB wm o # A3 IE1H 1E
10mg#%5-T72~76%. 90~96%. 1H1E20mgd%5- T88~89%.
99% T & 219) ,20)o

18.2.2 T FRHHEBEARICB T LY TF )Y A 2 v 7 AMP
IS & 2 R & BIfS 520 (in vitro ) o
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H5.5H H 0248 i 12 pH4 L E & 7R § R o #4131 H 1M 5mgdk
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EM (extensive metabolizer)
CYP2C19*1/*3
PM (poor metabolizer)
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methylpyridin-2-yllmethylisulfinyl)-1 4 -benzimidazolide
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