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5. MEENIFHRICEHET BFR

(HRELLE)

5.1 REIDEENBREIC K DERZBH#T 5 EHHEHDT,
HETREWI L EERDOD 2HKE5T 52 & (EMALTY ~
NHE. RHEABREICHT A2 NEENRERBICB T AN O
NI H— - ¥n) OREOHB %< ).

GEU'S AEBRIBETRIE)

5.2 % E5EZERZHLZE L THRZHR L, ERONEME
RBIAERD 5N WVIEEIIE. BBUERMNORERRNEZ 61N
5 7= DM OB RIBBRANOEE = HETd 5 2 &,

(BHE7 ABVU VESIFICBII2BEEN G TZEBEED
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5.3 Ik - RO O OIERAET A v 2 kg
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L. RElOHBEZHIETHEEHIT, BIERERLE
VRO GEDE R NEZITD &

1.1,

BREEE (SHEEAA)

a2 R AL RLARIE (Toxic Epidermal Necrolysis:
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ELEH. FRO LU
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) REHEEIEEEE T ZEBEBICBUSIXTSIT Y —LF MY
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=T XV K. VT AuvA T ED
FAEMEROA b=y — LORRAHR B EK TEE
TlE. BCIRFBMZ RO HIE P BIEME I 22 2 R[S
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&, Ih e 0RO SKTHRLBLEDR S TERT %
ZENEF LW,
14. BRLOFE
14.1 ERIZMHMFOER
14.1.1 PTPAIZEDOFHFIZPTPY — A SWMOH L TR %
kAfgMd s L, PTPY— FOBEMKICE D, WL
AERABEEREARA L, BICIEEL2 B LTHERE
AREOEELAIEEZHFET A ENH 5,

14.1.2 KANIBAEFETH O RAICH-->TIE. BALD.
B2 08TIC, DALETLOEERT S &,

15. ZODMDER

15.1 BRERERICE D 1B

15.1.1 AFOEHBEGHICREOE R — 2ROz & OH
EWH %,

15.1.2 BN B 2 EROBREMIEL T, Tu bRy T4V
LYy —IC X BIBEICEB W TEERIE IS IREHE
. FESIER. BESTOY R 7EBMSAHESNT
W2, Fio. BHEROESM (IEDLE) OnEL%
FBET, BITOY AT ML,

15.1.3 BIHC BT 2 EICAREE 2R & L EHOBEH
®"C, Tu bRy TS ey —2HELEBEIC
BOTTZOANITIIL - T g 74 VNI K B BB
e ) AT E SN T WS,

15.2 FEERIREER ICE D < &R

15.2.1 5 v MiZ5mg/kghl L2 2R O#KS Lz BRI
BWT, MTEHICHLF ) A ROREDPHALNT-ED
MEND B,

15.2.2 B¥EE (5 v MEOHKS25mg/kgbl ) CTHIRIRE

BEROMFY A aF OB RESNTVREDT,

HERIZH - > TISHIRIREREICERE T 5,

v MIEETHAHT VT TV - (50mg/kg/H)

TEFT T VKR (500mg/kg/H) KT T T A

u~v A (160mg/kg/H) = FA®SE LT,

BEYTOBMEOERE & B IZRIBOREIMH 1R

MROLENTW5,

15.2.3

16. FEMENRE

16.1 MRE

16.1.1 SRTFSY—ILF MUY LBRIZS
RS F1220mg 2 /i B N XIS BRICKE RS L7z
R D ERE BICHH L7 B/ ST X — % OF19fE
ZRIORTY. [16.2.1 BH]

BEI R OEMEHE/ ST X —5

Cmax tmax AUC
AN
Bt (ng/mL) (hr) (ng - hr/mL)
FMEET 437237 3.6%£0.9 937+617
B 453+138 5.3t1.4 901 £544

(Mean=S.D., n=12)
F 7o, BERABFICSmg. 10mg. 20mg&EAEE R T
REHREG LK (%55HE) OEMHE/NNT A —5 13
FoEB0THBY,

BERASTICB 5 RE#RSH (Smg. 10mg. 20mg) DI
BRHIRT TV =T )T LOENERE ST X —5

Crax tmax AUC tiz2

RoR | =Rd (ng/mL) (hr) (ng - hr/mL) | (hr)
Smg EM* 146+56 |3.0 (2.0-4.5)| 236+97 1.8+0.9
PM* 252455 |2.5(1.5-5.5)| 585+137 |4.2+0.5
10mg EM* | 383+83 |3.3(2.0-5.0)] 539£200 |1.5%0.4
PM* | 509+64 |2.8 (2.0-4.5)| 1230£200 |3.8%0.3
20mg EM* | 6544348 4.0 (2.5-8.0)| 994%477 |2.3%£1.4
PM* | 8224232 |3.3(3.0-6.0)| 2331%663 |3.7£0.3

(Mean=S.D., tmaxtdMedian (Min-Max) ,EM n=16,PM n=28)
MAFREEBESR T b/ 0 —L4P450 2C19 (CYP2C19) EIAIZ, TEl#E
EFRED SN,
EM (extensive metabolizer) :CYP2C19*1/1. CYP2C19*1/231x
CYP2C191/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3X i
CYP2C19'3/*3

16.1.2 3RIHARS
BERABTICTART T —)LF b7 L20mgh . 7
EF TV AKHMMTS0mg (Hffi). KT F ) Aaw
A > 400mg (Fiffi) Z1H2E7HRE (FH12E]) RERE
OES LAEBOIRNTSY —)LF MU LDy SR
NI A=FFUTDOEBY TH BV,

BEMABEFICBY 23FIMARERSHOMEF ST S
V—)LF N LDEYERE S5 X — %

Crax tmax AUCo-12 ti2

(ng/mL) (hr) (ng - hr/mL) (hr)
EM* (n=15) | 578+293 [3.0 (2.0-4.0) | 934+438 0.72+0.19
PM* (n=4)| 948+138 |3.0 (2.0-3.0) | 2600+474 | 1.80£0.32

(Mean=S.D., tmaldMedian (Min-Max))
MAFREEBESR 7 b 7/ 10— L4P450 2C19 (CYP2C19) EHAIZ, Fil&E
EFREDAEES NS,
EM (extensive metabolizer) :CYP2C19*1/*1. CYP2C19°1/2X 1%
CYP2C19*1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19*2/*3X i
CYP2C19'3/*3
F) ARAERCHEE DEE. RAICEIRT IV =L YT LE
LU ClEIOmg, 7EF ¥ ) YR & UTLETS0mg (Fffi) 7%
VU7 ) AuvA & LTLER200mg (771fi) O3F|Z FEICIH2
|, 7THEREO®EST 2. %8B, 77)A0~vA i BEIID
CCHEERT S ENTED, 72720, 1[E400mg (F11fi) 1H2
m% FRET D] THBo

16.1.3 &EWFHEIEFEEHER
FIRT T —)F b LEEIOmg [ 37 7] &89
Iy MEIOMg%E. 70 A4 —N—FEIc kD ZFNnEN]
#E (IRTIV—LF bUTLELTIOmG) BEERA
BRICHEEROREORS U MR RE AR E %
E L. GonEMERE/NT A —% (AUC. Cmax) IZ
DU TI0%IE X EEIC THEHARIT 21T - 7245, log
(0.80) ~log (1.25) D&HENTH D, WA DEYE

MEZEE SRR s N2y,

HENRT A= BENTA—F

AUCO 12 Cmax tmax ti2

(ng - hr/mL)| (ng/mL) (hr) (hr)

SRS 5 —=)LF ML 503.90 305.66 3.3 1.29
#El0mg [ 377 +194.01 +118.46 | £1.3 | £0.71

o . 491.81 292.77 3.7 1.21
/SVEREEIOME | g7 s | 123,95 | £1.2 | £0.55

(Mean=S.D., n=46)




(Mean*S.D., n=46)
250 —— IRT TV —)LF M T LEE
- 10mg [r377]
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T
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&
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0 4 . . . — :
0 2 4 6 8 10 12(hr)

i

MEEFEES NICAUC, CoaxZED/85 A =213, 8
FH OB, B ORIEL - BEEORBRSEMFICEL -
THEZ DAL D 5,

16.2 ORUX

16.2.1 BEDORE
BRI AEFI220mgZ B N L BBICEORS Lz
B, BREES TIEHEAETEREGICH UtnaS]. 7R BHELE
T5HEELITMIUBEFEENIBDSN TS, [16.1.1
]

16.4 {5
TR A B T1210mg. 20mg# FO#E 5 L/’ o miEHh
ORBYNE. FICIERZRNLZETRITICEDER LT
FL—FNETH -7 ZTOMICHFRBBEET b 70—
LP450 2C19 (CYP2C19) »EAE5 T B Hi X F ILAL KIS
IC R VAR LB X F Lk, 3A4 (CYP3A4) »ES T
B ANAMERIBIC K VER L7z ZVAR MEDRD 51
72098, 110, 28]

16.5 HEtt
BERABTIC20mg 2 EO%RS L5 E, BE5%24
FTICRAIZTIRNT S —)LF b ) 7 L OREARIZE
HEand, REMWITH 2 HVRVBERTZFD 7 IL7 0
VEEAA AR EEDN29~40%. AV H TV — LVEEE
ERD 13~ 19% R S 7))

16.7 EMEEIER

HE (A ATV —)) CHR#MEEEF b o—LP450

2C19 (CYP2C19) ~OREBEEICK DHEERANED

ENTVWAEYTEIIA, TLT77) Y (RRILT 7Y

) ICHLTIRS T —LF MY AT NS DEEF|

OMHABEICHELEZ W ENRESNTWVWS, &

-y BE (52U TS5U—)) CHARBEESEF Mo —

LP450 1A2 (CYPIA2) OFBEIC XD HEEEANRD

LNATVWAETF T4 I LTHIRT T —)LF b

U?f@ﬂ*%ﬁt%géﬁi@w:tﬁﬁ%éﬂfw

%)6 ’70

Z0fth

IRTFI—=LF M) T LEESmg (737 7] & [&E

R HFOEFMA O EMFENRSERBE T A T4

V] KEDE, IRT T —)LNatEsElOmg [+ —/\F ]

ERIERBIEIE Lz &, BHBHSESE KBS, £

YIRICRSE & A anizY,

17. ERPRREIE

17.1 BURUREEICET BHER

(BiEE. TEREE. UEHEE. EiMRER)

17.1.1 —RRERAREEER R U —ES R BEER
BE%. +EBEE. YiRkRER ROy &TEE
2R RICIAEI0mg X 1220mg % &5 U 7o — % il B it
BN _EEMHEGER (REHE0~8EM) DORE
WBETREOEBYTHBEY T,

16.8

RRER kAR S

BiES 94.0% (189f51/20111)
+_IEBES 99.4% (159%11/160/1)
IR EE A 90.9% (50f1l/5541)
W& ERIE S 83.3% (10f1/12451)

¥ 7o, HeRAREFRARIEOFEREEE R 2 HRIC
1H1E10mg % 243 5 U - MERpEE (ZEERLER
HER) (ICB T2 AHEERIEFFIRILTS.6% (3341/424)
TH-712%,

BEEHERCHEO O h Ry FA o8y —i8E
ICEFAE OWRERERBEEZNRE L ES58E
BORNABEHEEICLISBERITROEBOTH-
7219, 7.3 B8]

1[8120mg 1[8]10mg 1[E20mg

L1H1[E 1H2[E 1 H2[E]

Sk 58.8% 78.4% 77.0%
(60f51/102431) (805il/102451]) (7751/10041)

grade A KU 65.1% 87.1% 79.5%
grade B* (56f5/86%) (74151/85/41) (66f5il/8341)

grade C KU 25.0% 35.3% 64.7%
grade D* (451/1651) (6%1/1741) (11451/1741)

1) SRFFY—LF b LI0mg/H. T2V 75V —L30mg/H.
F A 75—V 20mg/H % SRR L% 544 12 RGBSR E
IR

MO BV ANE (HE2) ICK2EEE

BEABROHEO O S v RY 7oA e By —ink
ICHRHUIE™D DM BB 28 & MR & U e MERpRIE52E
BEONRSREIC K2 IEFFER (PREGE) ITE
DEBYTH12,

FEEFEROREEY
1[10mg 1[8]10mg o /=
IR 1M 1A 2 (OB LR
B 552 8% D 44.8% 73.9% 29.1 (18.9, 39.3)
FEFFHR (73/163f) (119/1614) £<0.001

a) 10mgl H2E-10mgl H1[El, b) x*5E

E2) SRT 5V =T b7 410mg/H - 20mg/H. TV T 57—
L30mg/H. & A7 5V —=L20mg/H. TV X T 5 —)120mg/
H & 8EMLL L3551 RIS IS MERRIE R ICHR

GEU'S A EBRIERAE)

17.1.2 _ES5RHEEAER

VS AEE EEMTE 2 NRICIH1E0mg Z %5 L
E_EEBRLEREE (RSHRAER) CBT 20
IREIRDFERHAER K EMARIL, Th2n43.6% (44
Bil/10141) . 55.4% (56%1/10141) TdH -7z,
EIEA X, 10mgt 5 D 10261 #1261 (11.8%) 1258
5N7c. ERBIERIZ. EM3B (2.9%) KUOEEE
w26 (2.0%) TH-72?,

(ERE7 AU VESKICBIT2BEEX I+ ZEEBEED
EBFEHED
17.1.3 Z—ESRHEEEER

BERE7 AU >~ (1H81mgX1x100mg) DRSS
EREE L, POBBENE T EBEEORERE
PETHEELZNRE L ZEEHHERB O R,
Kaplan-MeieriE 12 & D #E7E L 7= H 524E R % O B iE
fxﬁ+:%%§%®$EE%$uF§@aﬁoﬁ
D70

BIMERIE. SARTSYV—LF b)Y L10mgik 58T
157fFR 1441 (8.9%) 5mgt% 58T 1566176 (4.5%)
RO 5Nz, FEHBIWERIX10mgH 58T N & g
EE20 (1.3%). SmgH BT TRI3A (1.9%). FFF
BERHE 261 (1.3%) THo7?2,

1H1E5mg | 1H1E10mg it B
(150f1) (1514) (1514)
F R 4451 2451 32451
e 52451% O RREFHRY 2.8% 1.4% 21.7%
(95%(E#E X ) (1.04, 7.17) |(0.35, 5.51)|(15.84, 29.27)
SRR BN — R 0.11 0.05 _
(95% (5 HE < fHl) (0.04, 0.31)(0.01, 0.23)
PIEY P<0.001 P<0.001 -

a) Kaplan-Meieriic & 2#E, b) Log-ranki&E., c) Iz T 7L
J > (1[E50mgl H3[E)

(%)
100 -8~ 1 H 11 5mg
90 -©- 1 H 1110mg
~a- G
80
70
?{E 60
50
543

& 40
30

20 4
10

0 — e g

T T T

0 12 24

At Risk Fe5-BaG 2> & O ()

1H 1M 5mng 150 150 139

1 H 1 [10mg 151 151 142

pogie 151 151 114

Kaplan-Meier# iz & % BiEE X3+ 5 E5 O REHHE



S50, BEELE. SRTITV—LF M) T LE
BARS2ERMMG RS Lz 5a (RETTRATOEM %
5). Kaplan-MeieriFIc K O #E L BEEXIE+Z
EHEEOREERRIL. 1H1ESMgT3.7% (95%(F
#8 X [:1.53,8.64). 1HI1EIIOMET2.2% (95%f8 & X
B1:0.72,6.75) TdH o7z 2B, HE2BELIE,. xHE
BlEoRTIY =) MU 7 ALHIESmg X 1 H1[E
10mgict) V& 2 ¢, JASLAMMERS LY,

(BBEXRTZEBERICSIIZANUINTII— - EOVD

FREDFEERD)

17.1.4 EINERRHER
ANYanyy— - vy Bto 8B5S+ ZEBE
BORBEEWNRE LZENOBEKRE (XTF7Y—
LFRUTL TEFTD) VKROS5 A0
<4 Y OIH2E7THEREORS) KB 2RERIZT
ROEBOTH B,
BMERIZ. SRFSV—LF MU AI0mg. 7EF
) KT 0mg (Sifi). 7 F ) AavA vy
200mg (F1ffi) #5112 & 0. 1296154041 (31.0%) I
Boon, EugERIETAIL6N (12.4%). #IE13M4]
(10.1%) Tholco £low IRTTV—=)LF MY T L
10mg. 7EF> >0 RKMM750mg (F1f). 75
AT A ¥ 400mg (FIMf) %512 &0 123615564
(44.7%) CEIWERD R 6. E2EIVER X TH264
(21.1%) #ME1361 (10.6%) BRREEFE136] (10.6%)
JEE7H1 (5.7%) Td 727,

5 . #5 PRER
SADIERSE B | BRE [T-kmEE| o
FRT5) =)L+ ) 7 A10mg
e 87.7% 83.3% 85.7%
7EFY Y VKA 0mg COf) | 28/8
25 2074 %> 200mg (i) (57f51/6561) | (45f1/5481) | (10241/119()
INRT V=T b7 L10mg
e 89.7% 87.8% 89.0%
7E%3 ) VKRS 0mg (hf) | 28/A
259 A0v4 3 v d00mg (A1) (6L51/68f1) | (36fl/4141) | (971/10961)

BBVENTITDN A IRy — Pa Y B0 E -
+IEEEESICNT AREOBFERBEY ICBWTH,
FREEOBENBR SN TNEY,

*) FEAOHBESRE, ROESHEIZITRHOEBOTHD.
NOARAERCHE S 3R 5,
FRTFTV—F b LELTIENME, TEFVIY
KA & UCLEI000mg (Ffi) U7 Z) ZAa~vA
> & LCIES00mg (/1) 3% %1 H2[E. 7H % O#%
5

/2. A bRV SA ey — (ST 5—

V)s TEF TV KRG ) 2a~<A 22D

FHREIC L BAY ANT Y — - ¥a ) OBREIBES A

I TH o7~ aANTy— - Cu B0 BiEEYX

B+ EBBESEOBEEZNRE LEZENOKE (5

RTST=NLF I TL, TEFZIY VKOMKRDS

X b=V —)LOlH2E7HBREORS) 2B 5k

ERIE82% (4961/60f1) LHMEShTWLBY,

18. ExpEIE
18.1 {ERER
SR —)F U LIZERS WA O B AR T
MR (A7 2272 RE) . 7a bRy 7 (HY
K'~-ATPase) OSHEZ B L CTHREEZHEHEL, &
FMEMET ZY, SSHICEESNBEREEOEIEIC
& FIERZG, 5 OBYDEED B NIE T VY F 4
VK BEERDOBEEPSEE L TWEHDEEZ SN,
ZOM, TLYFF Ko TEEEENSEIE T S EE
HHIHERI S B,
18.2 BEESWMINHEITER
18.2.1 EEMABFICBIFA2HZA MY VHMER WIS L, 1
H1E10mg# 5. 1H1E20mgik5 T & I 58 H»
SEHZMEEHAZRL, BE51IHEBRUTHEOB S
WEOWARIZIHE0mgH 5 T72~76%. 90~96%.
1H1E20mg# 5 T88~89% 9% Tdh %3+,
18.2.2 " FHHBEBRERICBIAITFIILTA 7Y v
AMPHIBIC & 2 BE W 2 IH] 4 %3 (in vitro) .
18.2.3 BHEEAHYBEBRIIBIF XY I RUFHA B
U VR BEESW. XTIy MBI AEBREER Y
WK A4S 3 RS B 2kt U BRI 70 I Ve
x&i—\-—g—%)N%)o
A XHBDNET Y MBS BEESWINEIER O E1E
. o7 b ARy FHERNCHE LELS . H T
AR DRI NI,
18.3 EMIpH_LE{ER
R ABTICB T 5 EWNpHICH L. 1H1ESmgE 5.
1H1E10mg# 5. 1H1E20mgH 5 & b IcEHZ BR
fER %R L. #%55H B 0248 A I pHADI B % /R 9 B

OEIE X H1ESmgH 5 DEM* T46%. PM*T63%. 1H
1E10mg#% 5 DEM* T58%. PM*T72%. 1H 1[E20mg#
B OEM*T61%. PM*T76%TH 52,
KIFRBEERF ~ 70 —L4P450 2C19 (CYP2C19) #IEAIZ, R
SR TREIVAESNS,
EM (extensive metabolizer) :CYP2C191/*1. CYP2C19°1/%2
XI1ZCYP2C19%1/*3
PM (poor metabolizer) :CYP2C19*2/*2, CYP2C19'2/*3X
1ZCYP2C193/%3
H'. K'-ATPasefB=1EH
7 BRI L DB -H K-ATPaselxf L, @ pE
EEAZTRTY® (in vitro).
18.5 HEEER
T v MRV EEEREE D S VI EREREEE (8
WHEHA ML A, KBWEZ ML R, MR V2T
TIv,EBE-IY ) -LVROTAEY V) Il Bn
TUBEER 5 0 IZ EMBEREWE R 2R 290,
18.6 {EFHER
(NUONTI— - EOVRREDHEED)
TEFTV) KR Z) 2avAf Ty, TEFY
) VKRR ha =y — )L & O3FIBHREEICH
JBIRTTI =)L) M) LOEENLENpHE LA &S
"5 EIZED, TEFVIY VKR OT ) AT
AT VOMBEEREZED L EICHBHEEZHNZDA,
18.7 FREZIR
(NUONTI— - EOVRREDHEED)
2FFRIRHANEANY AN Y — - O BRETIVIC
BULT, BREERICHT 27 EF VY k&Y
FY2aTA Y OEIPHOEIZ. SRS TV =)
MUY LEIMAASZEICED . HEDRENSRD SNY,

19. B CRET E(LFHIXR
—REETR : TRT T —F UL
(Rabeprazole Sodium)
(L4 : Monosodium (RS)-2-({[4-(3-
methoxypropoxy)-3-methylpyridin-2-yl]
methyl}sulfinyl)-1/-benzimidazolide

18.4

7R 1 CisHoN:NaOsS

STE 1 381.42

MR D SRTFT—)LF U Y LRRHBE~HEEEOHRT
H%0
AEFIZKICHO THETRT L, T =)L (99.5)
ITBETRT L,

AimiZ0.0lmol/LIKER(L T b V) 7 LFIKICIE T %0
REmIERIRETH %,
AREIOIKIER (1-20) B3I ERS L0,
RIFERBEPROOND,
fesEE=
O_CH3

HsC 0

k /)ROSR

20. BRVL EDEFR
20.1 PTPEIRII 7L I SWEAEMR. NS REIIFRE. BK%Z
BT TREFET S &

22. 3
(GRFSY—=ILF FUDLESME [T=ZT7])
1008 [108% (PTP) Xx10. EZEAIAD]
(GRFSY—=ILF FUDLEIOME [T=ZT7])
1008 [108E (PTP) x10. ¥Z/2AIAD]
10088 [RUZFLEY, NS, BERAIAD]
1408 [148% (PTP) x10. $Z/EAIAD]
5008 [108E (PTP) Xx50. ¥Z/&FIAD]
7008% [148% (PTP) X50. #ZJ/E&AIAD]
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