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KT AF NV ANNRF L RIZROREITROT <, NN-DATFATE T I FIZROREITICL <,
AE )= VR OKIZIEITIZS L, 2-7a X)) — Ak OT ' h=RFU MIZIZ L A ETEIT R0,
(BEES « 77—~ a—TF 4 AP A T2 R)

TEXTVY KM

AIIIAKRXIIAZ 7 — T K, =& 7 —v (95) 1T THEITFIZ W,

(AAZERT7)
WEFEBREITH T DiEMHEMS
woB AR 1g DT OICET SR (mL)
X 400
AL ) =) 200
=4 )=/ (95) 1,000

(Pharmaceutical CODEX 1994,728)

W &1 pH IRRICH 1T 2% 37°C) P
(

- 3

ol)

0
0.6
0.4

pH




A=/ —)L
ASIIEEEE (100) [ZIRITR04 <, =& 7 —/b (99.5) XTI T7 & b ACeRmiTic < <, KT
12V, REIIFERRIE T 5,

(AAZERT7)

Q) WiEH
RN TFITW T LR
2L (25°C793%RH T 7 HEHHEAE)

(REER - 77—~ a—FT 4 LA T R)

TEFIIY LK
40°C + 50%RH K. ¥ 35C « 75%RH T3 # ARIELTZN, ZBIITRD bivienoT-,
(BEHES « 77—~ a—TF AP A T2 R)

A=Ky —
YRR L

4) e (DR, Fa. RES
R TFIYF T~ )VEEE
il 0 194.8°C

(HEES - 77—~ a—TF 4 HAP A2 X)

TEXVY LKFIW
Bl K 195°C (D fR)

(B iE B AR/ TMRHE 1981, E-29 B)IIE)S)

A=) —)L
Bl 159~163°C

(HAHIFT7)

(5) BIEEMHTEM
R TV 7= Vi
pKa=4.6 X 11 9.3

(REER - 77—~ a—TFT 4 LA T R)

TEXVU KR
pKa=2.6, 7.3, 9.7

(BHUOE A AR/ HAEHE 1981, E-29 B)IIEIE)
pKa=2.4, 74, 9.6
(Pharmaceutical CODEX 1994, 728)

A=Ky —)
pKa=2.6 (1 I %V —/LER)

(EEF R RE - RUEA)



(6)

(7

DERE
R T 7= Vgl
WI-F94%/—)LERFEpH KRBREDHEFZRE (25°C)

pH AR P (logCo/Cy) VP
3.0 —1.6

5.0 —0.78

7.0 —0.0059

9.0 1.9

11.0 2.5

1) ColCy=1-F27 % ) —AAH DR ) FFW o 7~ VEERIEEE /K OR ) 75 7~ Ll i
(HREES - 77—~ a—F 4 AP A2 X)

TEXR VY KFI
Log P (octanol) : 0.87

(Pharmaceutical CODEX 1994, 728)

Abho=Fy—)L
0.81 [pH7.4, 1-A 72 % 7 — V/fEfER] 2

T DD E L REE
R IV 7= ViRE
fEmZIE . ZiVE THRBELSOREEIZITRD b TV,
(REES - 77—~ a—T A IV P AT R)

TEX VU K
JEFEE (o) § @ +290~+315° (BAMICHE L7=H @ 0.1g, 7K, 100mL, 100mm)

(A ARZER/ )

Abho=FJy—)L
MM ERe L
BUESDEREEFEHTICHE T EREN
R TITW T )VERE

. PRI

Y e HA RS i

B B —— ¥ PRAFTE FRAFHI R il R

il S AN
ERtsaR | 25C | 60%RH — PIETLAR | 6 n Bk L
(CE5))

g o o D65 YR | vr—L (RUHEke=Y | FRWEOHINRD b
Szt | 25°C | kK iTE (2,5001%) ~ﬁ@7wwﬁ%ﬁ)lmﬁkhim

(REES « 77—~ a—TFT 4 HAP A2 X)

TEXRTVY VKR
R :60~75C, 30 HERTE T B & L BIThTMICEAZHE L, I 7 RRIY), SR/HTRIL,
WEru~ N7 4 —Ch T RBENERDLN, TMIXITE AL LKT L,
T 40°C » 50%RH KO 35C « 75%RH T3 » A7 L THELITRD b/,
e EANBELDE T3 v AL BERHEXE T3 HEMRFEL TH., 13& A EERITERD b,
(A s 7y =~ a—T A AP A T R)




Abhp=FJ—)L
RAFA - EAIRIEEE (REE 20~26C. 12/ 25~50%RH)
BHEEAT T 10001k (A—7> v v —1L)
RERIEA ML, BE
ARG A
(1) sMEL: e ORI & & BITIR 2T, D TWEARANS O T Wik Z i O mE A~ LT,
(2) &&

(1ayh)
PRAF IR
PRI wOBR 3H 7 H 14 H 21 H 30 A 60 A 90 H
BR A
Gt (%) 99.3 99.8 99.2 100.0 99.7 99.3 99.4 98.6
e (%) 100 100.5 99.9 100.7 100.4 100.0 100.1 99.2

*1: REGRIHTHE5E (%)
*2 : HIHIEIC X 2R (%) THERAR
JI7E¥E : HPLC (High Performance Liquid Chromatography : &7 v~ s 75 7 ¢ —)
(M 2R - BGEASH)
AEIFHIC Lo THEBRIZR D,

(HAZERT7)

RS OREERRE. BES
HERRERBRIE

R T 7 < VR

(1) S5 AT BB L VA

(2) TROMBIN A~ N ARIGEE
3) k7~ 777 40—

(HREES - 77—~ a—F 4 AP A2 X)

TEXTVY K
HiE 7> kit weRadlbrick s,

A=/ —)L
HiF (A he=Fy—)) fEilikic L5,

EE2E
N TIW T~ LR
Wik o< o777 40—

(REER - 77—~ a—FT 4 LA T R)

TEXTVY KW
HiE T7Exv ) ki E&8EICL D,

A=Ky —
AR TA he=FY—] EEEIZLD,

10



V. 3KIIZB§d HIEE

AEGIFLUT DI HHZHAEDHOELIDTH D,

(1)

(2)

XX v 7 §E 20mg 2 £
1v—F (1 H) H TEXT V) o h S EIL 250mg 6 7L
7 7 — )VINIREE 250mg 2 §E

AEGOWIK PTPEE 1 o— )
/ N
O O | X 7% v 7 BE 20mg
CIHO|CID TEF LY LT 250mg
O Q | 75 o— L imREE 250mg
e 4
FIR
FIFz DX 5
2 - % ¥ 7 §E 20mg ST 4NN —T ¢ T
TEXT VY AT IV 250mg B 7R VA
7 7 V—IVINAREE : BEARBE
ESSTOTIN ZH AINETIN
27X x 7§
B - A% WAREOMEEREAY DT 4V ba—T ¢ T
i T i
E & (mm) 11.2
. £& (mm) 6.2
B & (mm) 3.9
" & (mg) #9229

TEXRL Y TRV

& - A

HER M ORER & & At ORE 7 7 & LAl

Tk - ( © 640 )

25
£ £ (mm) 18.8
MR (mm) 6.3

11




©)

4)

®)

(2)

3)

7 5 O— L NREE

& - HIE HEDMEOREREET, 1B W<, BITH,
tm T {8
763
H £ (mm) #910.8
= & (mm) 6.0
B & (mg) #10.6
#Ala—k
By T HE Y L
TEXVVY B TR FRAE D640 FoRENL TR

7 7 U=V NAREE

D FORNE @763 FORERAL : EAI

WE DY
MR L
T Dih
BME R L
HF DR
AEopsn CEMRS) OEERVHRMA
W 7E4 X Ir X 7B TEXVV AT 75 O— VINRSE
1 gEH 1 7 1 ggrh
o | BT IV T VBRI | RRTEX VI KR | BJR A ke =2 =
HEA 26.72mg (75 L L | 250mg (Fii) 250mg
T 20mg)
D-v>=b— fESEra | ATT VU~ TR UL, | aAXTT, TR
— A JHBAHNAT—RAF | AFLELE—R NUED | U AFAEALR—Z KT
NI A B RaXFU TRl | avsrFy BI9F, T | AL AAVT RATT Y VB
—— nerm—2 0 TR A | U UAMERET R U A Ve AV FNE} N A
FTV U~ IR T A b TV a—nLgr R ) oA T
o Auo—RA v/ ud—)L FETILR, ETF Ik
6000, R4 . = Mt MRiRBE VL D I, 2 B
B TRV DL INFosry
EREZEORE
MR L
BeE
BME R L

12




RN BREOEBRUVEE
Y LA

bali
2 x 7
A% LR

TEXVI U TR
TEXFTTYU L (CleHN3OsS 1 3654) & L TCORZERE (Jiffi) TR,

(HAHIFT7)

7 7 O— )VINAREE
A% L

BAT HEHEMED & 5 KMY

TEXVI AT RV

TEXT Y L DFHMEY) L LT European Pharmacopoeia Supplement (2 FRED 12 O#E A3 FE S

NTWn5D,

<{(28,5R,6R)-6-amino-3,3-dimethyl-7-0x0-4-thia-1-azabicyclo[3.2.0]heptane-2-carboxylic acid

(6-aminopenicillanic acid)

{(28,5R,6R)-6-[[(25)-2-amino-2-(4-hydroxyphenyl)acetyl]Jamino]-3,3-dimethyl-7-ox0-4-thia- 1 -azabicyclo
[3.2.0]heptane-2-carboxylic acid (L-amoxicillin)

<{(48)-2-[5-(4-hydroxyphenyl)-3,6-dioxopiperazin-2-yl]-5,5-dimethylthiazolidine-4-carboxylic acid

(amoxicillin diketopiperazines)
< (48)-2-[[[(2R)-2-amino-2-(4-hydroxyphenyl)acetylJamino]carboxymethyl]-5,5-dimethylthiazolidine-4-
carboxylic acid (penicilloic acids of amoxicillin)
{(2RS,48)-2-[[[(2R)-2-amino-2-(4-hydroxyphenyl)acetylJ]amino|methyl]-5,5-dimethylthiazolidine-4-
carboxylic acid (penilloic acids of amoxicillin)
<{>3-(4-hydroxyphenyl)pyrazin-2-ol
O(28,5R,6R)-6-[[(2R)-2-[[(2R)-2-amino-2-(4-hydroxyphenyl)acetylJamino]-2-(4-hydroxyphenyl)acetyl]
amino]-3,3-dimethyl-7-o0x0-4-thia-1-azabicyclo[3.2.0]heptane-2-carboxylic acid
(D-(4-hydroxyphenyl)glycylamoxicillin)
{(2R)-2-[(2,2-dimethylpropanoyl)amino]-2-(4-hydroxyphenyl)acetic acid
<{>(2R)-2-amino-2-(4-hydroxyphenyl)acetic acid
<{>co-oligomers of amoxicillin and of penicilloic acids of amoxicillin
{>oligomers of penicilloic acids of amoxicillin
< (28,5R,6R)-6-[[(2S,5R,6R)-6-[[(2R)-2-amino-2-(4-hydroxyphenyl)acetyl]amino]-3,3-dimethyl-7-0x0-4-
thia-1-azabicyclo[3.2.0]heptane-2-carbonyl]amino]-3,3-dimethyl-7-o0x0-4-thia- 1 -azabicyclo[3.2.0]
heptane-2-carboxylic acid (6-APA amoxicillin amide)
(European Pharmacopoeia 6th Edition 2007, 1184)
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7 7 V—)VNREE

2AF N2 R AL YT

(HEBp 2 IR - BUEAT)
HADBEEFHTICHE T 5REM
R AN
AR T . PRAFIRTE PRATHAE E R
B | 40°C | 75%RH TYAE—Tp— R/T I RN (KD /5 6 » A Zik7e L
(REER - 77—~ a—FT 4 LA T R)
X5 X T EE
B PRAESRM:
ﬁitw ZAE»‘ b r(‘\u
B - T ¥ PRAFIEH PRATHA R b
. PTP+ %5
> o K % — oAV 7
EHRERER | 25C 60%RH T — 36 % A e L
Szt | 25°C | mvitE ziﬁf Bl vr—1 | 120 5 b | B L
s X

TEXVLI TR

(1) EMRTHR
(BRAFEAE S, RAFIERE © PTP+ AR 4 HEA)

(HREES « 77—~ a—TF 4 AP A2 X)

(5 v v FFH)
HIEE H A= %)L 12 % H 24 3 H 36 % A
F4s ) H O H 7 2 LH|
. i b7 L b7 L b7 L
(78 - FEIR) (A~ A BOBH) A A A
EWE (%) 12.7~13.2 12.1~12.8 11.9~12.4 12.4~12.9
g (%) 100 99.3 97.3 97.5
(RHEES - 77—~ a—FT 4 AP AT R)
(2) BEEZEM
(BRAFZRME - 40°C, fRAFIVHE : PTP)
HIEEH A =y 2% H 4 5 H 6 » H
) H @08 5 7 & LA
. 7L b7 L b7 L
(78 - FEIR) (1~ k3 1 B D BH) = & &
B (%) 100 100.6 103.9 99.4

14
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(3) P JEZ M

(BRFESME - 25°C. 83%RH T 1 % H—30°C. -FFJEHE : PTP)

HIEEH Sf =y 1% H 2% H 5% H
F4s ) H O 5 7 2 LH
. b7 L 7L b7 L
(478 - FBI0) (9t~ 1B DBH) & A &
EWE (%) 12.7 12.9 12.9 13.0
g (%) 100 98.1 98.3 99.5
(REER - 77—~ a—TFT 4 LA T R)

(4) JeZENE

(BRAESAE © 7 = — R A—%—100,000Ix, {R1FJEEE : PTP)
HEHEH A=V ¥L 10 FREfH
:%ﬁ ‘ Eé@@ﬁfﬁwﬂ B L
CEREAN (AfE~EEAROHR)
AR (%) 100 101.9
(REEE - 77—~ a—T 4 NP AL T R)
7 7 O—)LNIREE
(1) EHIRAFRER
(PTP &1 )
(3 =y b DOFHfE)
_— PRAFIR
PRAFSeAF e IE T, Py
. SMEL (R - TR F D F I OFEAEE F D H I OFEEE
aE* (%) 101.7 101.3
* o FOREBRICHTAEE (%), BT « SRR E
(2) Wik
1) IME., I eRAF
(3 =y hDOFHfE)
_— FRAEHIR
IRAFARIT W SRR 24 A 40
o bPEnicHak | LREAKEH
45°C, L, Fie (R - TR HEOOEREE | 28060 | OAfRORFKR
O~ B b B
aE (%) 100.9 101.2 100.6
o bIncank | WAk E i
37°C. 75%RH, #k (38 - ) HEORREE | 2HN-ARD | W-AROREK
OIiE., IR ARAT) WEAHE B
EB* (%) 100.9 100.4 99.0

* o KRG RICHTHERE

%)\

BIEE © SRA AT B E 15
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2) BRSEARAT

(3 m v hDOFHfE)

PRATHIR
%% HIE T
PRI WESH SRBREE G 2 1] 5 I
20°C. 50%RH, .
a8 DOIEMNTE AR E Y
500001x _ H 4 D BEASE H & D EAGE
%D . 2‘ N ) Z D & "rh
(R517) (a7 - TR W= AtDREREE
GaEr (%) 100.9 100.7 100.3

*  RRERICKTHERE

%) PIETL « FAM TR BEERIE Tk

(M By Fe K« BUEAET)

BEQAZKREOREM

NI EF Ry 7 T I e —FE%, 25C75%RH, AL (5001x) (PTP > — h+ 7
URAZ—71— ) OFMETTBE LRER, SML &8 Ol . MR Ei2on T, 100 B
ECHMBEE 2D X9 RERITFEO b o7z,

PRAFSA: - 25°CT5%RH, HEEAT (5001 X 24h=12,0001x * h/H)

R EA 3y 7 (Lot No. : Z658Z01C)

X% v 7 BE 20mg
HEH B A=y 100 H
ML (a7 - TR WIREDOMEERAY DT Vv ha—TF 1 T Ab7n L
e (BE) (%) 0.31 0.33
& (%) 98.8 99.6
Hr R (%) 0.8 2.4
B ke ey
TEXVY AT 250me
HEEH % 100 H
A=) 77V FE % OMRES & 612 [ a0iE 5 7+ L TR L
(ta5H - TR W) (EREXDY A Bieie L
sERmE FR 8 PN FRBE PN
Ky (%) 12.9 13.1
Jifii (%) 98.0 98.2
TR A A
7 Z — )VINAREE 250mg
I EH B A=yl 100 H
SEL (i - TR H a0 [T O EE iz L
wE (%) 100.2 101.3
WP A A
(RAED - 77—~ a—FT 4 AP AT R)
REERVBHBEOREN

Y LA

16




10.
(1

(2)

)

(4)

1.

12.

ol DESEL MELEHEL)
AR L

pada i i
27X x 7§
R HEERYE - X RV
(HHHES, » 77—~ a—TFT A INAT A T R)

TEXVY BT
HE (77X Uo7V IEHEICE D,

7 Z O— )VINARSEE
HE TA =X —) V8] EHMEIC LD,

B AR
EERNDELGES - A, SNENERGRS - AEICHT SR
L

a
PTP AV : 7> — bk (1 ¥— hX7, EEAIAD)
X5 % ¢ 7 BE 20mg 2 BE
13—k (1 HS) TEX VU AT 250mg 6 77k
7 7V —/VINIREE 250mg 2 88
FlREE

A% LR

REEDME

PTP : AU b=/, TAI=17 A

T AR —H— R K

Wi TAI =T LERYVZFLDT IR— N7 VA, A
MU

AEE# SN DEME
A% L7

Z Dt
AR

17



V.

1.

AEICRE Y 5IRHE
MEER THFR
4. PEER IR
(G EAE)
FEFLLUD, A RASEY—LISBHEOAY NS A~ EOY
CGERSE)
BR% - +ERRS - BWALT U B - i ivMERAE - RMBEICHT 2NEH
MEARBRBISBTHANYANRYE— - ERUBRE. ~NJans 48— ENYBREL
MRER EHRICEHET HER

5. BEERIEHHRICEET 5FE

5.1 #E47HIH MALT U o AREIZT DU a7 & — - v'n U BRETREO A ZEIHENL L T
W20,

5.2 GIEVEM/IMRIBAEICK L TIE, A RIAEEZZRL, ~Y anxy 2 —.va JRE
TR E ) & HIWT S D REBNZ O ABRETERZIT S Z &,

5.3 FHIE RIS T D NEEERIEREZ H UM, ~) a2 — v o ) BRERRICE D H
Jei D FEREINHN KT D F ZIMEILHESL L TUHRUY,

5.4 ~Yanyg—.-vo VERERICHNDEIZIZ, ~Y asiZ—-en ) BEHEToH s
ZERONHREREIZL DAY a7 X — - oV ERFERTHDZ L 2ERTHZ L,

< i >

50 ~Vanyyx—.vnlREFREOES E7/2DHHE MALT U 27 EIXFRHH (Lugano [EFEE
HOB O stage 1H LX) OREFITH D, EITHIEFICBITH~Y ans X —- o Uk
R IE O NI STV,

5.2 JEAEGHEVE HHATER B SO IR IR i iR e B EE (S BT DAR A SEEE) IS kD TS
FEPE ML IR TSR BER IRIR DB I A K 2019 4R Tl B U EERERE O @EISIER] &
LT [T _Tovrre JVEBEGIPEINE 2D, ] & LTWDR, TRHERAOZEOXHR] OHEIZ
(@M DM/ MR & & =580 % 5 7 O HMLE IR 2N BEE 72 ) CIE St 25880 5, 1, [
551k OEIZ TERERIER IS\ MR U CHIMER 23 B L U 72 B 2388 S C
WDHZ NS Y MR 1 /W LT £ I IER S EE R BIE A T v A RRECE
ra7 ) s RKREFRER E T/ MW EEMSE THOET 5, | & OREBH D,

5.3 BEOFIEMHFN ST D ARPERHESL L TWD DI, FHI BRIk 5 NS ER% E T
HDHIENLREBLTND, BB, ~Y any yx—. vn UREBEMTOITEFIZRE S
nNTHEY, RENRZRTHRIZOVWTIIARATH S, ~U anr Z—. ol BRERES DN
RAESIZ L D EMNRBIREZITH 2 L,

54 ~Yanyz—-vnr ) EEERICHODERICIE, MEEE OENDTD, ~Y any Z2—.
v'a U OEGE2 B K ONBEEREIC LD A~ a2 —-vrn JELEHERTHDH Z L iR
5T &,
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(2)

RERUVAE

RERUVREDER

6. RZERUAE
Tu bR TA e X — TEXFTVVI VKRR T AuwA D 3 FlfE
2L B~V any Z—-vn ) OREREN AR OLEEE . RAIER 2 77 e L
T 1A 20mg, 7EXFT U K E LTI A 750mg (JIffi) ROA ha=FY—1 L L
T 1[8]1250mg @ 3 A& [FREIZ 1 H 2B, 7 HE&EAEET 5,

FRERUVREDHRERE - Bl

(IR/ TS5H 2 I<ILEEE)
1) Mk
O 5114
AN anRyZ—. v ) REOHENCE T AR 7oV o5 A0, §NpH 2 LR SET
HFYESEIRICE SIS Z 8 TH D, ~Y any X —- v u UBREOMNIIE, %A pHS HTR 23
WL bbb TV D
@%ﬁkﬁ%%ﬁ%kbth%IWﬁﬁﬁﬁﬁ%(amom) BWCT, R/ TFFHF LT
1Mg13@\mmg3Mg&U«Mg%ﬁﬁﬁﬁTflHl@7ﬁ%ﬁ@&%btk%@&ﬁ7
HH? 24 B D pHS HTR IZOW TR L7z & 2 A, SEHMEIZAR ) 7 F 9 10mg £, 15mg BE.,
20mg Bf. 30mg BEM OV 40mg BET. 2 ZH 52.63%. 60.18%. 73.24%. 91.97% K X 98.58% T
H Y T IREEWAIRI RN RSN b DD R T T 20mg D7 H B OWEEN pH
OHEFE TIL, pHS % Flal 2 FEH 0 HEIC T T biviz, Db, ~U any H—.
vr VREOMBICE T 2R 77 oG EEIE 1 B 2 ER#EETH D LEX Lk,
Flo. AU any g—.vn ) —RERE KO ZIRREICT 5. BEFEO PPLIC X 5 3 FIDFHFRIE
IBTLOMEZI A2EEETHL, FIEIEOKEGNR 1 H2EITHL Z b, kREa LTI 4
T U ABFDT=OIZ, R T T ATONTH 1 H2EERELRETLIZENRY EEZILNT,
Fro. NV any y—.-vn U BEEo BIEEHEE I+ ERERE AL AR L LT T Y
TSNS TRV ST Auv A w3 FIGFREE 1B 2 BES LR LEEN
HIFIERER (CCT-401 BR) Tix, R/ FI¥ L/ TEXL LI /7T ) Za~A 23 A0
ARE 1 H 2 BRI XD EER OLEREDHER STV D, SHIT, —KREZBIEIET
ﬁ@%%%imiD*ﬁ@%ﬁﬁ%&ﬂﬁéht%%%%ﬁ%&LTT/ﬁ?%V/T%%V
YUY A e =Y = 3FIFRARE L B 2 BRI E A ENER VS LGRS TV D
ULEOEELY, ~Vanyy—.n U REO/MNCE T2 HEE — &%-%%&U#&@-
BEE BT T H 2B &Lz,

HE  ARROMER ORI TV.3AERVRAE] 0ESHR

QRFOKE

H AR N B 12 k4 & U7z AN IO B MR (CPH-007 3BR) 1B\ T, &
) 7T Y 20mg I EAER T ROHIRZRICHRRG LIz L & R 77V OFEYEREIC T
TRFORBTIIEALLLNRI-T,

T, BARMNMERERATS 255 L L2EWNE BRI GRBB VTR, 779 2 10mg XX
40mg R TR OERBICHRAR G Lzt &, R 7 T7F D AUCoag BT Coax 1THER T35 &
g L TR G TOSCEMT 2B R A LN b DD, TORET/ NS hoTz, (BEES
Mo T G- He oo JSHEEME - 1.076~1.318)
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(2)

©)

I EDRGAE LY BFIEIR ) 77 W OFYBRBIC KR E BT S Sl L, R 759
IR TR G IR BERGOVT N THAREE B 2 T,

EE ARSORELROHET (V.3RERVAZ] DOHESR

@ 5- Wi

EWNFEMHANY a7 22—« v'o U RE " HEREEER (CCT-401 3UR) OFZEFHMEE Th
D [—WBEREZEGHET 4 g O~ axy 22— va ) —REREE] 12O T, A/ TT7H )/
TEXVVI 7TV RAuav Ay 3 KIFRRIEOZ Y SIS TERER VY S
Z U Aa~A v 3 FIOFRBEIEICT 2L TEDREES Lz,

E BN, —RBRE S BIZEIIE T R ORRE MBI L —RBREARED & HIW S - & xf 5 &
LC. AR FIV L/ TEXRVIY /A a=F— L3 F0RE 1 B 2 BERGICE 588
P R ST,

TR TIT S TERI VY ST ) R~ V2 3RIPEREIED 7 BEER S R OVR
TIW S TEXVVY A a =Y —u 3 FIOFRAEIED 7 BB X DRI R
ORIEIZ A B> T2,

U EDRAENS, A 77 F o oRGHEIZ, —REREFRER O ZRRERIEE TV 7T
— DAY TRy H— - Er U BREOMINICK L TERREN T ER G EF—o [7 B
L7,

2) H&E

ENFIAHNY a7 2 — - o U RE _EEMRRER (CCT-401 k) TH LN HIMER O
O LD, NV ansy— . vuel) OREOMHBCEIT 2R, 77 oK RIZ, 1
M EEE L TR 779 20mg Nl TH D & E 27,

AZERUVBEICEET 5
BIE STV

B PR R#R

BRERT— R /Ny ir—o

ARy 78BN, ~Yans g — - vr VO ZRREZHME LT, ¥ 7% ¥ 78 20mg /7 E
XY TR TS0mg S T T VU — L NIREE 250mg & 2 [E14r (1 H43) % 1 > — hMoadsL7-
Ry 7 BRITTH D3, 3 FIPFARIEIC X D08 EE R, AER O &L, BEICAR S TERY,
Z OIERIF O 1= 012 Fhfi L 7= R ERBRIC B W COF & R O G M0 R S v, etk Eok
EREENRD HNTNRNI &b A3y 7 BIFIORGEIZI8 I 7z 1B RERBR T I M L T
[AYASAN

PRI ER
B L

FRERICERRFER
YR L
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(4)
1)

REERIEAER
BN EREEEAER

=] PN 3 AR AR I B — B 5 MR LL AR (CCT-401 : JEo kiR @

BERO BHY

~Yanyg—-v'a ) (Hpylori) Btk SEEHRE ST + R IHE TR
BEERNRLE LT, FVYTIFS =N TEXLVY VKR, 75U AR
~A Ty 3 AIGHRREICRTT DR ) TV T~ ViR TR T ) LK
v, 220 ZAa~<A vy 3 FIDFRRIEDISMEEZREET 5 Z LIk R
TV TN TV KW T ) Aa~ A v 3 AlGEA
WIEOHNEZ MR T D, S DI, —IREBREAAED &Il S #v7z Hopylori Bt
O BRI+ RIS ERERE A xR LT, R/ T T Tv
Wi,/ 7TEX VU KR, A v =2 —)v 3 FIGFRBEEO RIS
WTHRRET LTz,

RERT VA

Zhiax LA, CEER, BIEREIT, R, WATHER, 2 B

SES

H.pylori LD B ISR ST+ —FaITE SRR 8

EEUASE/NE S

(1) TRBRBALAIEIZ H.pylori Bt 3 HeRB S 4L7= %
(2) 1RBRBALAIE O NALETRR A C B REE U+ eE R 2 A 04

E bR E

(1) JEBRBALAIGAT 84 H APICIBRBRIR DR 522 1 - @EITIRBR TR ) 7
T T NBE DR G5EZ TN BE, 2L, R T TV
7 VIR O BIRG A fS U E N I B IR B i ER
(CCT-101) XUIAR ) FIH v 7= Lgtho+ f8Es g s L
[ N2 AR -+ R IATE S — B MR (CCT-102) I L . iRR%
T LTI AN E LT,

(2) Hopylori BRERIEZAT T2 Z L3 HH

(3) 1RBRBAAAIF O NS A Calk L i, BIESS. - 6 5E 5.
SME R 2 (AGML) , 2+ fRIBKEYRZ (ADML) OV huh
BRI LHE

(4) ZfL, WP R OCK &I 7e & SEMFEOBEIR & 7 b7V

(5) Zollinger-Ellison JEMERE, £ L < 1Xfthod> HER R r bR B OBEE, T
eI vAY o

Bk

< —WRBREH > 650 Bl (R 774 20mg : 329 i, T2V 7T =/ 30mg : 321 fl)
< TWRBREEA >S50 ) (R 77 20mg : 50 )
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WEREZ —RBEHE L TR, 78 (L) (77 Y Ar~<A 32 200mg/
M), R FI5HUE H) (7T VU 2a~<A 22 400mg/E), T2 F 5 —
A (L) (77 VA~ A2 2 200mg/lR), 7Y 77—t (H) (77
An~<A T 400mg/al) (2 1 TEEAERIZEI AT 7,

< —IRBREH >

R)TIV T VBIGE/ TEXL ) KM, 77 ) A<D 3
B EZ vy 7o)/ TEX VY KT, 7 F7 ) Aa~A v
DO3IFPFHE 1y E L 1 H20E7 AMREAKRLE Lz, £0% 4 BFO—IK
PREGZBIZII~EBAT L. —IKBRERBIEIHE TRFICERIEAHIE 217 > 72,

—RBrEH (7 B

—IRBREE B
1 [E&5& (1A 2F®&RE) @43

4 J8H)

R TI7¥ | R TF7H 20mg
20mg TEF VY K 750mg (J)4h)
B G- J7ik - (329 f3il) 7Y An~A 2 200mg i 400mg (Ffff) | HBIEIHE THEC
BHERDY || 5007570 |50V F5 Y1 30mg BRpE e
531 30mg Ff TEX Y ARFIH 750mg (JIfi)
(321 #1) 77 ) An~A 0 200mg 1% 400mg (F1i)
< ZIRBRE >
H.pylori BREE DSHERR SALIR I o ToRE Xt R, R T I 7~ Vgl /
TEXTVY KW, A b e = &/-»@3%%%%1@ yE L. 1 H2[M
7 HREIRE DG Lz, ZD1% 4 WO _REBREZBEM~EBIT L. ZIRKRE
BB TIRFICBREHIE 21T o T,
CREREES (7 B D KRB
1 [E#5-8 (13 2 [\&E) (4 )
R TTH | R TTY L 20mg ) .
LB TR
20mg #f TEF U KR 750mg  (JAih) 1ﬁzﬁgzﬂ
VaNES
(50 1) A RE =4 =L 250mg HTE
FHEFHHEE | —RBRE &G4 T 4 W% O Hpylori —IRBREHFX
(BRFEEH) | KPCRFBIERT A MLV Hpylori B & MW S REB OFIG

B G R REYE!

TIRBRE BG4 T 4 8% O Hpylori —IRBRE
MBC-JRFFRT A MZ XV Hpylori FME & Il S V72 iEF O FIG

ZTOMO | e AEER BRRARE, DEX, S 2V A MiETA B E
A H BORTy 771 - HE
FEFHMBEEEICOWT, R T TV 20mg#tE 72V 7TV —)L 30mg BEC
%f L C Farrington and Manning (& & % FE PR E 4 Sl U 72 [RFFABRFUE : 10%.
ST F I EKHE £ 2.5% (D) 1,

F7-. BERTFHOYT 7 N— TN BT 5120 B
PRE ST 43

RIREHE H (2 SW T, K
W% D H.pylori " IRFRF =R 2SR LT,
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DA pylori —RBEEE (—RBEAHRSKT 4:8%) (FEFHEEE : KRIER)
—RBRE B G4 T 4 Wik D Hpylori —IKBREFIZEBNT, A/ T IV 20mg B EOT7 >V 75
V=)L 30mg BEC KT B IEL MR REE S 7z (p<0.0001),
BB, R TTHF20mg BEDT Y T T — )L 30mg BEC KT AR GHERZE [ 95% (548
XM 1£16.7% [11.172%, 22.138%] Th -7z,
77 A<, OfgE (200mg XL 400mg/[A]) 1L, W OBERECBW T HERER
WA ME S o Tz,

R 7T 20mg B 57T — )L 30mg Bt
BREE=E (%)
SHEEN (RER AR TE) 92[869(137 . f;]) i ;27‘;3/ 20 Z'J])
LA 95% 15 X [# ] T T
RER (%) OF%EGRERZE Y 16.7
RHEEM (MR 95% 15 18 X ] [11.172,22.138]
FELMEREY  plE <0.0001

a) R/ T I7H L 20mg #E—F V7TV — /b 30mg B
b) EfFHT. vs T2V 7TV —) 30mg B, FFAMRFUEZ 10% & L7 Farrington and Manning (Z & 2 JEMERE

QH pylori ZRBEER (ZRBEERSKRT 4:8% : 8IRFH@EIER)
R TIV/ TEXRVVY AT, A va=Z ) — L3RI LD ZRBREERGET 4
1% D Hpylori “IREREZIX 98.0% Th -7z,

RN 7TZY L 20mg B

BRI (%)
SHERENE (BRE R 1K A B0
CI{R] 9590 {5 4 X ]

98.0 (49/50 1)
[89.353, 99.949]

7k ZIRBREINCRAT Lo 50l 5 B, A b a =2 — L Otk (MIC=8ug/mL)
AT HWBREIL 4B TH T,

QEIMERA
<—RBREH>
BIVER O BBERE K O, AR 2 7792 20mg BE 20.4% (67/329 #) 85 {E RO vV 7'
V' —)L 30mg Bf 24.6% (79/321 B) 93 - Th o7z, EREWER CGEBUAEE 4%LL 1) 1%, THI
[/ 7 7% 20mg B 10.6% (3561, 727 F Y —/b 30mg B 13.4% (43 )] K OWER
By (R 7% 20mg#E4.0% (1341, 7>V 77 Y —30mg #3.1% (104)] TH-
77
[(EELEIEM]
R T T 20mg BE - AP AHTEZE 1 4]
T TFT =0 30mg B - EEREWERIZA bR 0T,
RERIEIZE>-FEER]
R T T 20mg BE - [EHEMED F 1B T2 B
Z V7T =)V 30mg B - HIPERGZE. 154 1 6
(REICE>-AEEZR]
FHLEHNIA NIRRTz,
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<ZREREHE>

BIVER O3 BUERE K O 5L, 16.0% (8/50 ) 11 TH -7,

ERREIERTIZ, TR, @15, 77=T7 3 FIUAT 2T —BHIME T AT X URT
R NTURAT 2T —BHINNE 4.0% (K26 THoT,

[EELEIERA]

HERBIERIXA Lo T,

(5 CE>-HEER]

BHEHR B S TG ERRIIA LN 5T,

[(BEEICE->T-HEEZ]

FECHNIEA B o T,

T ERRWERIE, FEHRBED 2 H1LL ETHTCRIWER & EFR LT,

(%% v 7 BEARIFE L : 20144512 A)

2) TEMHER
MG R L

(b) BE - mERRER
MM E R L
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(6)
1)

ARHER

ERARERE (—RERARERE. FELARERE. ERAMBLEERE) . BERtTR
T—AR—RE. BERTRERTBRORNE

NI EHA Ry 7 L UTEER L TWRWR, 7 % ¥ THEICB W CIFEIEICER 5 RGERS

o

?(

A NERT T o722 &b ARIDMEN SHER b MR A ICH A AN THEi S 7,

BEAREREOME
~Janyg—-.-vnal (LUF, TH pylori)) ORREDOHBN : & 7% v 7EEOME AR A
H i) AHEZIROMERAERETICRIT D4 7% v 7 hEE & Te— IRERERE R O IR RERE
(LLF, T3 FIBRERE)) 2 FEd 5 BE 5T LR O R 5,
LRVEMGIEE | AFSREREE, 2uoX M) DU L -5 0 7 4 VT L5 B IR
HIMWEIZRET 5 | H pylori BRE
MET
TRk g
PIE3oE 3 AIRBERIEC & D Hpylori DEHE & FEhi+ 5 LUT OB,
CHIEE. T OIEEE. BORIRESE Y oKk (DL, TMALTY) U o 8fE, g
PRI OBAE, FH BRI D WRBIRITRIE %L E . Hpylori B H %
BB, —RBRERE & U TARRE I8 LIZEBEDRBRERRDOHE, IKERER
BE UCARPFEICHERRT DI EITREE L,
M SRR 27 4E 9 A B ERE 29 4F 4 A
H R 500 13
Bl 3FIBRERIEOWIM (7 HED 12NZ T 3 BIRERIER 7% bREHEE T,
7272 U, BRETHIEIL 3 FIBREFEK TR 4 BB 2 W AUNERZ L Lz,
FE IR 58 Jitiak
USSR SE (115 554 15
LRSS | 550 ] (95, AHIE R UHRARLAE ORI IL 53§, Nk (EEH V) : HigE 2
JiE B3k Bil, -+ FRRATESS 2 . B MALT U > 8 0 B, safsthiin/ MEIsAE |31, S
FEZ x5 NARSIRITRREE H 1 6], Hopylori JE%'E 25 50 i)
HRWERNTS | 51361 (9B, AKIE R URAFLA T OEF™ T 44 Fl, NiR (EEH Y] - BiEE1
JiE B34 Bil, -+ FRIGTESS 0 5. H MALT U > <l 0 6, sofethm Mg e 131, FHHE
FEZ x5 NARSIHITEREE H 1| B, Hopylori JE%'E 2% 42 Bi)
ik ¥ KBS, Z v TEREBAROTEX VY LKA R A Fo=
57— VB e M B o TR L7 ERI N & £ 5,
BZ2MHDHER

il F AR AT IS B\ T, RS 550 BD 5 B TIREREIESI T 5 53 BIAAH] & [F UL
AEEMEHLIIEFTHY . 2055 1 FISTH 1 HORIERRFED bivic, ZIREREER ORI
TERZRBLEIGIE 1.9% (1/53 #) Th V| A&GREFE CORKHER (ENHETHEFER : CCT-401 3
BR) (23T DREIERFEEIS 16.0% (8/50 ) % LRI Zeholz, £, MABEHAEICBIT S
B v TEEORAMRFEESD IZHY T 2 REAIEERD bhveno Tz,

HREAWIMICIT 2 AR OZRMERFTERICET 2REHORBRIIT TRO LB ThoT,
BERFFEINT ) AZIZOWTE IR SCEOERREWERIC CEEBE AT > T\ 5, 72,
EERBENY A7 THD (i) 1220 T, FREMBTORBULGED biviehoiz,

1) TFeEREE ) © SMQ THEANC B3 2 IF R E—afhrMRE ) (PUk) 128 E 415 MedDRA FEAGE,

[(VaARNYTTL T 47 03K DEHEG) SMQ MAREME KB Ol IcE&Esnd
MedDRA HAGE, SMQ 1T MedDRA #= ¥ 522,
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BEEEHRPOREMRFAFEICEHT SEIERORETRKR

s S T
HAEERER B | me | mbik | MK

HERFFEINTZY X7

vavs, TF74 7% v— 2

7 L VX —RSAE S BRE R 0

TEN, SIS, ZJUHLHE, AGEP F ONLRZIE (it 3 3 0 0

FETE )

AR EEEOFEE L BEE 0 0 0 0

PLIMERD | IEPEpRIERE . JERIERIAD . F i BRI 0 0 0 0

VN AN s

AN E . i KR 2% 15 15 3 4

JFRERERE S, SH 1 2 1 1

VBRI AE A IRER it 2% 0 0 0 0

I B P R A 1 1 0 0

AR P 0 0 1 1

PR AR P 1 1 4 4

SRS 0 0 0 0

QT LR, L=#H1 (Torsade de pointes % ¢ ¢) 2 2 0 0
HERPENY 2T

i | o | o | o | o

HREAEHMPICE LZEWER O 5 b, FBREAERGERRORMCED MEH EOEE] 206l
[REo)) BEELBIWEMIZ 18 423

TX5EELBIVERIZ 165 61 211 . THRITE 22y (LLF,
e, RAMOIEERELZBIERIL 1104 118 TH 72, 2B, BYUEREIT 20 o7,

BEMEDER

BIRIMEFRNT RIS 513 BlD 5 B " IRBREER] 44 B AR & 6 CHLATOIEHFITO 3 FIBREFRE
DHEAT ST, RIRBRIO Hpylori IRERT2 [ ITFRO LB TH Y, RREIEG KT
% Hpylori WREFRIT, KGR £ CTORKRER (CCT-401 RABR) (28T D Hpylori BREZFR 98.0%
(49/50 f5) & K& < BZp b 7o To, + Z3HRE &K OVE MALT U o/ SO BH OBEKIT/R < |
BRI S MR i MRBAME K OV B L2302 NREBEITR R H O 8 b /0 78 < B 7R iRt

MedDRA/J version 25.1

IREETH S5, BHRFRTAANS & 5 3 FIBRERIEOADEICREFH TR EE b,

1£2) H.pylori BaVETEBIE BREHIE DT HOIIIEGIE X 100 (%) 2P - BIEOHRIEZEROHREIZ LY |

EEHIl OH7E 23 EASHE DIEB L 53 BED> DR

B REREREGIDIRERER A pylori FREE

<o

e JiE B FatEGIEk (H pylori BRE %)
ZIRERRES R 44 42 (95.5)

ERat 1 1 (100)

+ RS 0 —

H MALT U > /il 0 —

S e i RS iE 1 1 (100)

FHIE RIS 2 NS TRE % 1 1 (100)

H.pylori &Y H %% 42 40 (95.2)

MIEBOEEAY
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2)

(M

ARBEEHE L TERTFENOARXIERR L -AE - AEBROME
L

Z DAt
Y LR
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VI. EEFEEICEET 5IEHE

(2)

R TITVTNVEBE, TEXT VU ARFIE A ha =& — v d 3 FIPERE G ONWT
1T, ERNEKE BRI BB A EhE L TV R,

EBRPY(CEAEHLHILEMIEILEME

R)TIV TN T T T =), T RAT TS =N~ R2 0 LK), AT T
= TRTF =) Y gL
Revaprazan ([ENAKR)

TEXVVI VKW =) URUAEME

A b= —) PN Y IS RA

FIEER

YERERL - 1EFF

ORI T T NI L DIEMRAZ LB L ET, AT H U U LA A U ICHAE KT
H'K'*-ATPase #[HE T 5, A/ 77 W AZEIEMEOME 2 5 b B BEM L O A= fGH AL R R
A7 U CHBRAEREZNHIT D, R 7TV 7~ VBEEIIHT Hpylori TEVEK N Hpylori 7 VT
—EREEEII RS W Y BBRMICHR IR ) 77 R oI L D
Hpylori BREIRIT, R 7T NEN pH 2 BRI Z LK 0T 2HEEOHUH
T2 IR S, PIHROMKE S RMEZ @izl B2 b5 9,

OTEXR T AR OVERETF L, MEOMAEEDGRBETH D 7,

OA P =&Y = VITHEHIERNOBRILERTRICE > TOELEZT,. = e a8 (R-NO) (24
fEL. 20 R-NO RHHMEM &7 3, 72, JIEO@RPCER Lz K%y T DA 175 DNA
ZYIMT L, DNA b AMIEORLZELA ML Y210,

EMEET T HAERBAE

1) R TSHLD Hpylori 1zxtd BIMEEMS (in vitro)
Hpylori6 BRIZKF L TTEX U ki, 77V Aa~A v A ha=FY— L KR7
VT T VIR PIEEEE R LTS, R T AR T RO EICK LT H L Hpylori TE
PEEIRE 2o T2,

WA pylori BIZRT DIE N

MIC (pmol/L)
Hpylori Dk N T 3‘/\)7(’? TEREY S 77920 7 ]\,D:A;ﬁ
V=L IKFOW ~ A V=L
ATCC43504 >277 86.6 0.0855 0.0836 748
ATCC43579 >277 21.7 0.342 0.0418 23.4
ATCC43629 >277 21.7 0.0855 0.167 23.4
ATCC43526 >277 433 0.171 0.0836 748
ATCC700392 >277 43.3 0.171 0.0836 11.7
ATCC49503 >277 21.7 0.171 0.0418 5.84
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2) MEEDWR A oylori FEIZRIZTR TSHUOER (in vitro)
TEXTV KM, 7TV AavwA T ROA =Y —/L® Hpylori 6 ¥RIZxHd 5

PUETEYE (MIC) 12k LT, A/ 77 1% 100pumol/L DR E F T4<

Wi EEDR A pylori EHIZRIZTER

w20l

R TV ORE MIC (umol/L) O#iFH
(umol/L) TEXTVY KR s ) 2aa~vA v Abha=FJ—)
0 0.0855~0.171 0.0418~0.334 11.7~748
10 0.0855~0.171 0.0418~0.334 11.7~748
30 0.0855~0.171 0.0418~0.334 11.7~748
100 0.0855~0.171 0.0418~0.334 11.7~748

(%% v 7 BEAKRIFE B - 2014 45 12 )

3) Hopylori Do L7 —EEHRIZRT BKR/ TS5 DER
H pylori ATCC43504 O L7 —BIEVEICxH T 2R ) 77 OIERZ KRG LTz & 2 A ICs E
1L >30umol/L Z R~ L, B O 72 fidlfEH 2 /8 S 7o 7z,

(&3 % 7 HBEKRREE R - 2014 42 12 A)

4) BEEERDBEMRICHT B A FOZF VY —ILOREH (/n vitro)
Hpylori 12535 A ha =4 —/L0 MICy % 12.5ug/mL T 7= 9 11,

WA pylori BER¥RIZHFTH A O —ILD /n vitrofnBEHE

FEF

MIC (ug/mL)

Range

MICso

MICyo

A ha=xJ—

0.048~12.5

3.125

12.5

[RREBR T 14]

B Sy Bl 32 1% WD CRR AR ARIEIZ T MIC 231E LT,

5 7EXUUOFREER (invitro)
TEX VY AKFD Hpylori 2597 (2T A HIEERIL., REMTH 7212,

WA pylori 2RI BT7EXFII KNMOFZREIER

(/mL)
108 I

107|

108

10°

10¢

SEBRHT

10°

101 —o— AR

- TEFRIV)KIM3ug/mL

L/k—/

10°

102i
0

2

ERRIRERRT - FriuhFfE

LR L

4
RFfE
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VI. EYENiEICRi9 518 H

1. mAREOHER
(1) AERLEDGOLHRE
KRBT Hopylori (T3 DEZMEIC L VIR E D,

(2) ERREAEEBRCHRBIN-OPRE
N R/TSH, FEXFDDY DKW, A FOZFY—)LGABOMmMTEHRE

H pylori FEPE DR A B+ (12 61]) 261, R FI7H & LT 20mg, 7EF VU >
KFW 750mg (F1ff) K OVA Fu =% —)L 250mg ZZFNEh 1 B 2 [\, gkl 0y a8k
2. 7 HREDFAE G L7z & & o Y Eiez | SIEAIEAR SR & T 2 B T4X4 7 1 X
F— =R LV RFT L7,
FIANZTDOWT, HAIFEREE 3 FIOFH RO M PR EEHER K O3B ie P /T A — X (X
LTl Thotz,

BR/TSH, TEXRDDY VKPRV A FOZFY—LO I FGRABSEOR, T4

> D i3k MRS
(ng/mL)I :
50 : —o— K/T 5% 20mglHI (n=11)
: —o— 3EIHA (n=11)
40
il 30
%
G
P ]
& 20
10
24 48 96 144 156 167.5 (h)
5 HOBRE
TioE LR RE

BR/TSHY, FEXOVY VKPRV A COZEY— )LD IFIFRBZREEOR, TS5
VDEMENREZRIINS A —4

SRR SR = A e AL 2 3 E
(n=11) (n=11)
A ) forsry | sapem | worees | ow | CCOTW
3 AGEA 20mg Hifl (T) 20mg HA R) (T/R) 0%
(EHEXTH
Tmax (h) ¥ 300 (1.0,40) | 3.00 (1.0,6.0) — — -
Cmax (ng/mL) 349013879 | 37.99+17.467 31.302 34.539 0.906 | 0.781, 1.052
Tin (h) 7276086263 | 6.935+0.68697 — — —
AUCo.12 (ng-h/mL) 250182954 | 2527+85.078 | 229.046 236.446 0.969 | 0.892,1.052

—ERENET. a) PR (R/ME, ROKME)
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BR/TSHY, FEXFDDY VKPRV A FO=ZZY— LD I EIHERABREHEOT7TEXS Y
) URBALARDMEBTRIREHERE

(ng/mL)

15000 - 7EXIU)HE (n=11)

-0 SHIHAE (h=11)

10000

i SiY=)

5000

(0] . -®
24 48 96 144 156 167.5 (h)
HBE#ZORRE

FHEHIRERE

BR/TSHY, FEXDVU VKPRV A FOZEY—)LDO I FIHBAREEOT7EXTIY
) UREILARDEDEEFH/INS A —4

A ST A Y
SR B S H I (1 =11)
IRTA—H N
3 HIBEF TEXVVI) Y | 3AIGEAE TEXRYVY ke ttf/?mwo%
750mg H (T) 750mg HA4] R) (T/R) (R
Tmax (h) 300 (3.0,60) 300 (20,30) — — — —
Cimax (ng/mL) 10420124152 | 12270719019 | 10,153.319 | 12,278.156 0.827 | 0.701,0.976
Tin (h) 1335024627 | 1.281+0.17501 — — — —
AUCor2 (ng-h/mL) | 40840768449 | 39720+48124 |39,940.628 |  39,509.251 1.011 | 0910, 1.123

— YR, o) TORE (RoME, ROKE)
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WA/ TSH FEXRIDDY VKPRV A FOZFY—LO I HGRABRSHEOA FO=F
V—ILREL KO MERIREHR

(ng/mL) I
12000

—o— XhOZZJ—)LEH|(n=11)
—o— 3FIHAE (n=11)

10000

8000

6000

b Bie =)

4000

2000

0
24 48 96 144 156 167.5 (h)
5 R ORE

FIEHARAERE

B/ TSHY, FEXIDVYUKMPMERUA FOZEY— )LD 3 FIHBEEREROA FfOZS
J—IILRELEDEYFNEEFRI/NS A —4

e ST A W YE (R
SR B BEFDATTHE (1=11)
IRTA—H . N .
3 A10ER Akln=FY— | 3FI0FAH | A br=gYy— . ttfi@ﬁﬂ%%
)1 250mg HiF| (T) 250mg HA4] R) (T/R) (BT
Tmax (h) ¥ 3.00 (1.0,60) | 2.00 (1.0,4.0) - — — —
Cmax (ng/mL) 887418060 | 8987118094 | 8,573.554 8,700.637 0.985 | 0.946, 1.027
Tiz (h) 10.76£2.8008 11.03+2.9385 — — — —
AUCor2 (ng-h/mL) | 7552019580 | 7553018822 | 71,850.725 |  72,040.809 0.997 | 0.973,1.022

—ERENET. a) PR (R/ME, ROKME)

2) EMRBMORER,
A

RN 1 (15 6) #3502, A/ 77 & LT 10mg Xid 20mg % F & ¢ HE G-
Lizt&E, RV 0FEMHEY M-1, M-11) OIYENRELH) T A—X TLUTDLEBY
ThH-oT,

NS A4

BAR/TSHOFEREYM M-1. -10) OEYEEZHN/ZTA—4

L R 774 10mg (n=8) R T Z7H L 20mg (n=7)
INTA—=H
M- 1 M-I M- 1 M- II
Tmax (h) @ 1.500 (0.75,3.00) 4.000 (3.00,6.00) 1000 (0.75,1.50) 4.000 (4.00,10.00)
Cmax (ng/mL) 36.20+5.9790 2.43470.41224 70.79+12.606 4.843+1.2687
Tin (h) 8.223+1.8297 9.0204.2534 10.58+3.0314 9.193+3.4707
AUCoss _(ngh/mL) 232.3+24.662 22.13+8.8170 465.3+91.369 71.81£32.542

EEE AR E, a) TR (R IME, FRAE)

(5% v 7 GEARIEE R - 2014 4512 A)
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TEXTVY KM
Y L

A bhog=FJ—
RMER R L

Q) =
UERR L

4) BE-HtREOXE

1 BEOEE"™
AT
fEEERA BT (12 6]) Zx6Ric, R/ 7TV L LT 20mg 2 HEEE Lz & & 0Eydhikic &
FETRFEOEEBIZIONT, 2X2 7 a0 A4 — "= BRICL VKRG LTz, & 779 ot
TRFEHERS R ORI BNRE 2 X T A — X I F DO LB Y Th o1z,
R T T D Toax 1F, R TEG LB L TRERG THER LTz, R/ 77D AUCoas
O Crnax 13, MR TG L ABREEG CRRE TH o7,

RERTRURRERRSROAR/ TS50 OMEHREHRS

—o— BATIE/R/TFY 20mg(h=12)
—o- BEBRES /K /T5H 20mg(n=12)

0 4 8 12 16 24 36 48 (h)
5 EDIFE

TR

BB TRUBRBERRSHOR, T3 OEYPBEEHN/INTA—4

IRT A=K MR TRY BHRS
Tmax (h) 1.50 (1.0,3.0) 3.00 (1.0, 4.0)
Cmax (ng/mL) 24.27+6.5621 26.819.6005
Tiz (h) 7.700=1.0184 7.738+1.2003
AUCo4s (ng-h/mL) 222.1+69.716 238.3+71.083

SEHE AR ZE (n=12)., a) B (FeIMi, )
(& 7r % x 7 EEAGREFE Rl : 2014 42 12 H)
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2) EYMEMBEEER
A
DCYP3M TRHENDEHR (S 4YSL) BMEAT—4)
fEEER AN (20 ) ZXfZUIC 1 HEKON9 HAICI XY 7 4 2mg ZH[EREA#KE L, 2~10 HH
WA 7T L LT 20mg & 1 H 2 BEIRERARE LIZRBRORR, I4Y 7 50 AUC @i
JCON Conax W, BB G5 & LG L TR ) 77 0 EOPFHRFICOTN S 1958 L 7= 19,

Q4BFMEMEERETINICEDVIaL—Yay (VI7PrvEYY, TI77ELYY) ©
R T ZHF L LTI10, 20, 40mg & BRI G-X 10mg 2 1 H 1[E], 20mg # 1 H 1 [AH L <X
20|, 7 HREIRERO®S L, V77 E3 0 600mg 2 1 H 1 EPFHKES L& T, R 75
B D AUCu 1E 78~81 %K Ty Coax 1E 71% 3T 2% 1K T35 Z & B3HEE S iz,

R T ZHF L LTI10, 20, 40mg & BRI G- X 10mg 2 1 H 1[E], 20mg # 1 H 1 [AH L <L
200, 7 HREIRERO#EG L, =77 LY 600mg 2 1 H 1 [EPFHEKESG L& T, R/ 75
P D AUCu 13 54% I8 T, Crax (T 44~46 %K T35 Z 3 HEE S N7, (VL 7. ) BFRZFE &
TDEH] OEBH)

EE  ARGOMELOCHEDT TV.3BERVAE] OHSMR

TEXVY LK
YR L

Abhg=FJ—L
VI 7. 4B EAE ) DESR

2. EMRERI/INTA—4
(1) fiwAE
R T7H 7<)V
ET VT L B 72 OET

TERL LY VAR
AR L

A b= —)
MG R L

(2)  WRALREEH
N TIW T VR
SRR L

TEXTVY KW
fEEERk AN (6 ) (27X U KR 1,000mg (Ffl) ZHERE Q&G Uiz & & WRINGEE
EHT 0.83+£0.71h! TH 7=,

(7Y ARG R : 200049 H)

A b= —)L
MY ER e L
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3)

(4)

)

(6)

HREETEH

R T TEXVVY VKR OA ha=4%—L

H.pylori [ZPEDREREMATLF (12 ) ZXRIZ,

R TTH o E LT 20mg, 7TEFTUY K

¥ 750mg (i) KA b =4V —/L 250mg ZZNFh 1 H 2, 7 HEOFH#ESG L-& =
DIPENIE A | & IFN A G & T 2 HIUT4X4 7 v 24— _"—RBRIC IV BRFT Lz (£

T X B IRWENT) .

BHANZHOWT, HiAlRGR & 3 FIOFHRF O IR EERIILLFIOR LB Tho T,

WO ESL (hr!) R 7T TEXFUY A hp=xJ—
3 FI0FH 0.10%0.01 0.53+0.08 0.68+0.02
LA 0.10%0.01 0.55+0.06 0.070.02

H P RS, n=11

9V75 2R

(%% v 7 GEARIRFE R : 20144512 H)

K)FTF TERL LY KRB OA br =g =

H.pylori [EVEDRERER NS T (12 #i]) 2 X512,

R 7FH & LT 20mg, TEFLLY LK

) 750mg (i) K ONA br =&Y —/L 250mg #ZE4L1 H2[E, 7 HEPFHEEG L& &
DEMENRE 2 | A HFA AP G5 & B 5 BT AX4 7 m A4 — " —BRIC K W T L7e (£

TIAZ KB 7R ERT)

FHANZHONT, BAIFE LR & 3 ABHHREO BT oy 7 V7 7 0 ZFL TSR LIz EEBY T

HoTm,
27 U7 A (Lhr) R TTH TEFVY A b=y —)L
3 FIBEH 93.26+49.07 18.99+4.20 3.54+1.00
B 89.34+35.36 19.13+2.33 3.52+0.97

HATPE YR, n=11

SIEH

(&% v 7 GEARIFE R - 2014 4212 A)

R TITW . TEXVVI VAKFMERA ha=F>Y—)L

H.pylori REVEDRERERL N+ (12 #i]) Z X512,

RN 7T LT 20mg, 7TEFTUY K

i 750mg (FMf) BOA b =%V —)L 250mg ZZNE 1 H 210, 7 HEFAKSG Lzs &
DY ENRE % | 25 A A G0 & el 2 BT 4aX4 7 n 24— _— BRI X W BT L 7= (£

T X B IRWEENT) .

HHANZOWT, Bl GR L 3 ADFHEEO BT OMERIIU TIOR LIz LB Th o7z,

OAEFE (L) R TT7H TEXFIVY v A b= —)
3 AIOFA 963.8+484.82 36.37+£9.23 51.71£5.02
L) 872.1+273.74 35.31+6.13 52.95+6.16

BT AEERZE, n=11

Z Nt
MG R L
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(1

(2)

BEH (REalL—2av) f#H
fRIT3E
BBk

NG A= EEFER
R TITH
AARNOWMEREREE 255 L LEENETHAERERRICBWTHESNTZAR ), 77
B DM IR DWW CTRHERISE B BT 2 920 L, WM ERBE BT LR ) I
YOI VTTUARAERETDHEHIC, R ) TIF D VT TR RIET YRR ERR LT,
NI TIZH s )T 7o A 3HFKEE, R, Tk O CYP2C19 Bl FROEELZ THZ L
DRENTe, LU b, HEOREITWTNE 35%UNTHY | HERFICLVERI LT, #
BRE 5 A DB ENIEFLII R T A—H (VT TV AR) O_A ZAHEEEOSAAIL, BECTEEL T
W, ZoOZENDL, PRI &L CYP2CIY #E T RIS U B G BEOPEIIRE L EZE 2 5
nic,

(&7 % v 7 HERGRIREEEL - 2014 42 12 H)
TEXVU K
YRR L

A ho=FJ—)
MM E R L

B4R
nN) T
BrEAT —#]
fEEER A BT (6 B) ZxtHIz [UCl R T IV T~ (R 779 L LT 15mg) %
MR T CHEEG L & & BEMEEER SN TR ) 77 5 3B 55582 S v, #lE o
FRARERIURE T (i P & OV R Cide 5 0.5 BERIB% . ARIMER CI3se - 2 BEfIRE) 2B W Th
mEnz 17,
(%) [7v ]
HILENICE S SNT=R ) 775 0 7~ VERKEIE F IS FAARER TR S v, PR~ O WG FE (2
BT IZEAERREEE LTHRIRENS LB X B, £12, R T T 7~ VEEED
WIIZF1T 2 Y SRR OFEITRWE B 2 b,

(Z 7 3% x 7 BEARGRRFE R - 2014 42 12 A)

TEXTVY KW

(%) [7 v ]
INFEE TR S DA, N, FMORINEIT B LY KE o729,

Abhog=FJ—L

(%) [7 v ]

%m&@*iw%mm;wwméné

7 v MIEAREG®%, 5 - BB ORI S EANT, S FICBATL, BAkL LT
m#¢u%ﬁéhﬁ%ﬁQ%WW@Q%MTE%Méh&mﬁ%ﬂﬁm%fﬁkﬁﬁbhé”%
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(1)

NAFTTRASEY T+«
R T 7= Vg

(B3%&) [Ty b, 4]

[(UC] R ) TFIP o IwAfEE T v P ROA ISR AKROEIRNES LIZEE0R ) 754
VD AUC kB HEH LT v FEOBA XA FT_A T T 21 XFNZE 103% KD

524% TH o7z,

TEXTVY KW

[(SEANT—#]

(&% v 7 GEARIRFE R : 20144512 H)

fEEERR A (24 B) 17X U KR 250~1,000mg (Jifll) %227 0 A4 —_—ikick v, &
RN SUFRE ARG LT D AUC O BTIZNA FT AL T T 413 93.1£102% TH 7220,

HE ARG OMEL AR (V.3 AERUVAZE] 0ESR

A=Y —)
LR L

oKt

1 % — Bx BE P9 @ @

R TFITH 7<)V

VI 5. (5) Z Dt DFEBA~DFEATE] OHESH

TEXTV I K
YR L

A=) —)L
SrEAT—#]
ihd 5 20,

I, FREICSERREOH 5 8E (MEROBE ZRS) 12

37
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(2) ImMmi&k—RaEEEAPTAiE
R TITV TR
(%) [7 > M
HEIR18 HHD T v M [¥C] R FIF 7~ AiE (R 5% & LT 2mgkg) /K A#
B L& &, 514 15 /5~48 Kl £ TORMA KR OB R E Rl 58 2 7 oo
EHITENZEN 0.0~6.8% LT 0.0~45% Th -7z, KR/ 77V 7 < VRN O OB ERSy
IR IR CBAT T 205, A 7 I OBITITbT N TH DL Z LRI NI,

W EE RO RS ROREEE

e N TRSTREIRIE (ng/mL, R/ 77 W o HEE)
ARk L&
15 43 1 B 2 B 4 ¢ 24 IR¢fH 48 B
234+58 327+57 237427 194421 2243
K s 7
(100.0) (100.0) (100.0) (100.0) (100.0)
16 11 5 0 0
BHAMSE | R 7590 —
" (6.8) (3.4) 2.1) (0.0) (0.0)
218 316 232 194 22
Z Dfth, _
(93.2) (96.6) (97.9) (100.0) (100.0)
JifA% @ KeHiE 93+ 14 445+137 313+37 197+52 21+5 14+4
EVIN K RE 1£1 17+5 16+2 16*6 12+2 4+1
2243 11450 11817 1213 131
YN 3+1
(100.0) (100.0) (100.0) (100.0) (100.0)
1 5 1 1 0
B VR i R TTHF —
R (4.5) (4.4) 0.8) (0.8) (0.0)
21 109 117 120 13
Z Dfth, _
(95.5) (95.6) (99.2) (99.2) (100.0)
A KeHiE 19+2 145+48 112+12 82+5 9+1 5+1

SRR (n=3), R T T RO DMLY « T—AREBIOME (h=3)
—HIEET. () NITRBEREIC T 5%, a) nglg R 7TV M
(&% v 7 GEARIFE R : 2014 4212 A)
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3)

TEXTY KFY
OB DLtk 8 BN T | T v U oK F 500mg (Fif) ARE DG L & & BRI, I
B O KT REIXTROEBY THoTe 2,

WEFIR OFKRTOREDHTR

(ug/mL)
| o EM&M
oL T o BHM
T o o X ¥ K
S o
P 3 ° . & 5
X
E ° o
X X
1 ° X
X ° 9
X , ® °
2 4 6 8 (h)
BE5H%OIFR

Abha=FJ—n

SAEANT— 4]

IIWRBHRROIA N S A b u =&Y — )LINIREE 200mg % 3 FEE & & 125 LT, B4 24 Bl o
BEZRE Lz, FrAROMm P REOVEMEIZ 09ug/mL TH Y . M Z@E L CRIBICE
sz enmbbnk?,

HE  ARGOMEROCHEIT V.3 RERVAE] 0HESR

Hit~D#BITH

R FITY T~ )VEEE

SrEAT—#]

AR ) I T~ gl (R 7792 L T20mg) 1 H1EIXX1H2[E4H
MO EE L, B&EE5H @ BH) of5#% 24 B B2 L 7-, BE58ICHT5
FELF~OBITHRIZ, 1 B 1 EHRELZE X 0012%., 1 H2[EESLEE X 0.023% Tho7lm 2,

BEERE GHB) ITETIBAP~DOBITEDTIIE (XBHRHK)

R 77 20mg R 7T 20mg
1 H1[EERS (=5 1 A2 [E#E (n=10)
WBITRE (mg) 0.00241 (49.2%) 0.00904 (58.6%)
AT R (%) 0.0120 (49.2%) 0.0226 (58.6%)
(FENEED
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4)

()

TEXRVY K

SMEANT— 4]

HIPE 3 HiE D&k 6 Bl 7 &% 2V /KR 1,000mg (Jil) Zf&m#eh Li- & &, b
FEI 4~5 B2 0.68~1.30pg/mL & B — 27 (2 L, FEHHEIF 0.90+£0.23pg/mL (FEXE(RE) T
ot ),

Abhp=FJ—

SAEANT—#]

LR 22,5 RO RFBLEL OVA1% 5 B OFT A 10 23O FEBLIC A b e =4 Y — LINAREE 200mg
ZHERF AL L, 4 KH & ICRA L TRAT R OBFE RO ~OBITEZHE Lic, RET
D EYPEFELT 4 BERE 3.4pg/mL, 8 BER 2.2ug/mL, 12 BER 1.3pg/mL T, REEOIMF & [FFLE I
T U8, A o i Hp i 1R ~0.4pg/mL & D CTIETH - 72 29,

(& : polarography)

R AR O B ORI (V.3 AR URAR) OEBM
BENDBATIE

R T 7= VEgl
R L

TEX VU K

BrEAT —#]

BRI RAE D B D FERZPEREIR S BB 9 BllC 7 X v 2 U /KFI 1,000mg (F14f) Z#EO#eE L
7ol x| 2R OBERTEREIL 0.1~ 1.5ug/mL TH 7= 27,

A hu=Fy—
ARHE R L

T DDA~ DBITHE

R T 7<)V

(%) [7 v ]

1) s - AR IR EE
Zw MZ [MC] R TIF T~ (R 779 & LT 2mgke) & HEREOES LT
& E | RHGREOFRENIRE L, 12 & A EOMERICIH W THRE# 1 Rl CRRMEZ R LTz,
Z ORI ET DU RRIRE I TR b m <. IRWTHEIR, BRE, B, HRE, Mg, T
B, AT, RN, MaR. BEFRR. PERR. OB BRE. ~— R BRIR. BEAERL. K
JE. R, CEAR . REER. BEAERG. BRER. M. FREDIETH o7z, KN O REITER G-
% 168 B £ TITIRITWE L, R FIH¥ o 7 < LG R O OB DRI S
2o T,
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2)

W E R OKR SO EEOBBRNIREE

. HURREIRIE (ng/g, A/ 77 L HEH)
155y 1 FREH] 2 5 24 IR¢fH 48 IE[H] 168 H#Ri
1M ¥ 397+152 710+79 368+47 23+5 13+1 540
1fi 3% @ 436+ 184 1,045+90 611+55 27+8 14+1 340
Jird 31+11 47+10 31+8 2+1 240 1+0
i 3112 46+8 33+6 241 240 1+1
ESL 271+108 858499 1,067+427 13%2 <LOQ <LOQ
IREK 47+16 93+28 55+11 4+1 240 1+0
=L =l 19793 5511190 626+244 30+8 14+4 3+1
5T 329+ 149 687+253 504+ 144 9+2 6+0 240
SIRINIE 588+341 511158 279+94 18+5 13+1 <LOQ
Jifa i 134+4 268+104 219+71 8+2 7+1 2+1
Lol 474+215 568+70 313+88 8+2 540 240
fili 1,204650 1,846 1592 1,379+292 149+24 82+23 35+6
JH sk 1475414112 | 96461,109 | 6,021+684 735+22 435+67 69+ 14
i 304140 746288 381114 13+2 9+1 4+0
JAER 492 +205 5724144 344+64 9+2 6+2 240
Bk 670+328 819+276 402+114 15+2 10+2 4+0
T Mk 2,884+1,150 | 5,718+933 | 3854+1450 265+10 16329 63+8
F B 22+7 136+41 138+28 9+2 540 240
B 123+59 202+37 141+49 3+1 2+0 1+1
FERE 85+31 290+25 208+55 18+5 13+3 6+1
SR =] 47+19 103+18 6116 6+1 4+2 3+1
et 299+136 428+181 227+53 161 15+3 5+1
B 190+78 560+215 328+125 19+4 12+2 3+1
A BE 3,074+991 | 1,759+295 | 1,402+343 103+26 26+23 3+1
JigsRE 417411641 | 2,689+787 | 2,666+923 45+38 6+0 240

FHE AR (n=3), LOQ : & & FRRH
a) ng/mL, R/ 77 HHEfE
(Z 7 % x 7 BEARGRRFE B - 2014 42 12 A)

HBE~ D3 A
7

v Mz MCl R 7o 7~y (R 779 L LT0.75mgkg) & EkN#ESE Lz
EEDERE 5 RO MER OHEENDOR ) 77 REIIUTO LR THY | FERIMF
DR T ITHATBEREABATT D Z LR ENT,

BERNZSFHOR/ TSHVRE (&5 5 KEE)

AL BE (K 77V E)
1 55 1=+ 1ng/mL
=l 1,352£423ng/g

FEEERRAERZE (n=3)
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(6)

TEXY KT

1) VRHA~DOBATIE
ShEAT— 4]
Jii & SRR M AUVE SRk D BB 0 B3 22 B T X T v U KR 500mg (Ol % 1
H4FRAZREG Lo &, RIEPIREX, #5% 2~3 FF# T 0.52pg/mL, 6 K] THL
0.53ug/mL TV | WERE P T8 2 BEfE# T 0.32ug/mL Th - 72 2,

TE  ARGOMEROH®RIT (V.3RERVARZ] 0ESR

2) ARk ~DOBAT
BhEAT—#]
BB 2 52 72 B 19 Bl &b Bic, 7EF 23 U ki 1,000mg (Ffl) % 3~4 HFE
AARNICIE G- LTe & & | BE5-BAATR 60~110 43 D 1E & 72 A A% 1% 5.6 £0.8ng/g. MESA &
% MR R 1E 3.9 1.8pg/g TH V| 120~160 43 TIXZEALEI 4.420.5pg/g, 1.5 £ 03 pg/g
ThHo=?,

HE  ARGOEROCHER TV.3RZERUVAE] 0HESR

A b=V —)

(%) [~V % (albino A)]

MCHEFR A b =&Y — L EFER O NG L, & ORNIAG & 7z 2V,

1) Autoradiogram
FRIRN G- 20 2314, PR B . BERE. BRI X0 b @ BEEMER A BT, REE ORRE
&L HITHERO 2HEHEEORUD AR Z 0 | 24 BEE TR, MEERAR, HEbs. BB u
TIMH LY b EREICA DI, 72 FEZITIIFRO AT DTz, D & 585 Tl
M LY b EOBEHEEZ R LTz,
ARG TIE, B, BEICED@WIEER S SN IZIEZ0NTRIRNE G- 058 & A B RAER 2
Mmool

2) Radioassay
Nkt 2 i Y U CRCRTEPE 2 JE L 72,
JHFleE, MERAR. YHLE. BRI ARSI LD bE <, D L b TESTE 24 FE O
MR ICE E > TWD Z & E2RT,

(%) [7 v ]
B> U7 LY 50mg/kg 1 [EI5RHIF 5 L bioassay (2 & 0 HIE L7z, Beh% 3 FpRIMR X g > Fisk
> IfiE > WEE IR > IMONETH Y . 6~12 FFEE S Z OMA 25807, LarL, 12 %I
MO BARE T o 72 3,

mPEAHEEE

R IV 7= Vg

(%) Linvitro]

[(4C] R 7FH 7~ Amls (R 779 & LT 100, 1,000 %X 10,000ng/mL) %5 > b,
A X, b MSE, 4%HSA %R, 0.05%AGP #iHE M Y 4%HSA/0.05%AGP IRIRICIRIN L, & EfG
BRER AT,
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B>y bk, 41X, EMIBITHAMBEFAKER

M R @ fAEE (%)

(ng/mL) 100 1,000 10,000

O ’ ’
7 v Ml 69.3 69.5 67.3

A X i 5% 83.3 82.9 71.7

b I 86.5 85.2 88.0

4%HSA ¥R D) 43.8 44.6 43.0
0.05%AGP & © 45.7 413 21.4
4%HSA 0.05%AGP R &R 60.1 59.1 51.1

3 [EIIE D)
a) N TITPFMBEIEE, b) b FMLIET LTI o) ol BRMEIE A
(%% v 7 BEAKRIFE L - 2014 45 12 )

TEXTVI K
(8%&) Llinvitro]
b MILIEEAE ORARIZ17T% TH -7 32,

A=/ —)L
SrEAT —#]
SEATEHTIEC THIE SN MIEE B RS RIT lpg/mL OFEE T 8.1%. 10pg/mL O T
11.2% T -7z 3,

Rt

X B BR AL B UMK SR B

R TV 7= Vi

(B%&) [7 v F, 4 X, invitro]

R T TY T VEBHIIERALAIT 2 ABIC kY M-TI2, M-TIZEICALER LT 2 ROBRR
ko TM-TNIZARF SN, T S o N= b Aligbansg Z & TM-M&EKT 5 L HEE S
Nnice M-1 KON M-TTIE, V7 v BaG 2% TENLER M-1-G KO M-TT1-G ITfE &
LHEHES N, SBIZHR I T 7 VEBEITISET X v ORI G & ki 7 = =1
HOKEIZ LY M-IV-Sul IS SN 5 L HEE ST,
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B/ TS5H 2 T2 )LEIE DO HEE K BHERR

M-IV-Sul
(@) \ /N o \ /N o \ /N
/\\S >\S >\S
071 (0 C g o=R 0
N -~ N N t
W B QL \
CO.Glu CO.H “CH,
F F F
M-I-G (#E) l M-I M-II
W W i
CO,Glu CO,H Glu; 7O g
F F
M-I-G (HEE) M-I

(% 7% v 7 BEKRIFE L - 2014 45 12 )

TEXTVY K

7 EF U Vi penicilloic acid IZfGH S, & 51Z penamaldic acid (2 X5 3,

E7EXPVY2DE FTORBEER

HO
s
I / \_,CH;
C—NH—CI:H—CI:H ?\
. CH
H NH, G—N—CH °
o) COOH
HO p l .
|| /7 \ /CHs
C—NH—CH——CH C
~ [ | INCH,
H NH, COOH NH—CH
COOH
HO l
0o HS
|| \ /CHa
C—NH—?H——%H ?\
CH
H NH, COOH N——?H :
COOH
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A bhpg=FJ—

ORBHEAL
JFF A 35

ORI
BEAT—#]
PRECHEE S = P e 2 B REMDOA br=F Y — AV R RED T VT v 3
JAEIRN 30~40%% 58, 1- 2-BE Raxv =T L) 2-E RaXx o AF 5= IF ) —
V(B REXFU A =Y =) ROZEOT VT a  BRAERDERB T 40~50%% &
5})77‘: 35)0
Flo, B A XEHANWZA ba =Y — L ORENZET 2058 Tlid, LLFIZRT L9 7%, [F
— DR RE = FIR LT3,

WA MOZSY— L ORBHRER

FHZCHZOH ICH2002H ICHZCHZOCGHQOS
0,N._N<__ CH, 0,N._N<__ CH, O,N_N\__ CH,
_—
N N N
I I il
A OZEY =) JiyAa=K

(2) RKBIEAETHEFR CYPH) OHFE. F5FH

R TITV TR

(8%) Linvitro]

DR 77 7<) VigiidE & L TCYP3A4 THRE &4, —#8 CYP2B6,CYP2C19 J (X CYP2D6
TR EN D, £io. FiBEBEEESE SULT2A1 THRH S D 37 W,

2) R FTY 7= LiEEIL, CYP2B6, CYP2C19 KT CYP3A4/5 (25t L CHERMEIFA 22 fHE
TEF &g 3,

3) R TT7HF T~ VEREIE, BERFNZ: CYPIA2 338 /EA 2 D3 aRT 28, CYP2B6 &
N CYP3A4/5 FHEMERNTIFE & A LR E R0

(&% v 7 GEARIRFE L : 20144512 H)

TEXVY KW
MM ERe L

Abho=FJ—)
(B#) linvitro]
ERFFYTHHE FaFxFi A ha=F ) — L ~DORFHZTIL CYP2A6 B H- LT\ 5 4D,
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)

(4)

MEBRBMNROERERVZTDEE

R IV 7= ViR

(&) [7> b, 4X]

[4C] R T IF T~V ZE T v RO TR O R OEARNE S L & & BigsED
AUC BRI L 72RIERIZZ NI 922% KT 86.3% CTh o7z, WTNOEMIZIH W THIK
IWRIZHEARNSA FT XA TEY T A BMEDo T2 Z e, R 7 TH 7~ VR 130 a8 %)
REZTDZENREINT,

(&% v 7 SEARIRFE L : 20144512 )

TEXTVY KW
(B%&) [7 v }]
RGeS B A AN

A bhg=F/—L
MR L

REYOFEDEERVESL., FHELE

R FITV 7=V

(5%) Linvitro]

FERBHHM-1, M-I, M-I KL M-IV-Sul ® H" K"-ATPase [LEFNEILR 2 7 ZH D 1/150
LUTFCTholz,

(% 7% v 7 BEAKRIFE B - 2014 45 12 )

TEXTVY KT
PRPIZTEMED & 2 REMITERD Sy,

B+ NUUE A AR FEHE 2011, C-289 F)IIFEIE)

A=) —)L
RMER R L

Bttt

Hett BB & R B

AT

SrEAT—#]

R AT T (6 B) ZxtBIC [UC] KN/ FIHF 7~ (R 779 L LT 15mg) %

MR T CHEHERG L&, [UCl A 77 7~ VBRIEO Ea iR IZIR TH - 72 17,
(&7 % v 7 HERGRIREEEL - 2014 45 12 H)

TEXTVV I K
EITRPIZHRE S B, —EEFPIC L BRI E LB,
(BB S0OE H ARG HfERLE 2011, C-289 &)I1E)E)

A ho=FJ—)
=B
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(2)

Bt

R TFI7HF

SAEANT— 4]

fEEER A BT (6 B) ZxtHRIz [UCl R FIVF T~ (R 779 L LT 15mg) %
MR T CHERG Lz b &, #5168 BiffIth & Tlo, &5 SN SEED 98.47% MR K OFE(E
HIZHRE S NTe, 2D 9B, 67.38% DN RH~, 31.08% M E{EH ~PEit: S 417=,

T, R TV M-1, M-T1, M-I, M-IV-Sul X M- 1 -G 23R FHEREIC 5 6D 5 EI A
IEZENEN 12.0%, 2.8%. 0.1%. 1.1%., 11.4% KT 20.6% Th VD . FEEHRSEEIC 5D 5E]
HIEENEN 44%., 1.0%, 02%, 24%. 159% Kk KIgHTH -T2, R/ 7T7HF 2 M-1, M-
0. M-, M-IV-Sul X' M- I -G DERIZKIETIRP R OEFEHYRRO T HIT/ NS N ERRE
ne,

L it es
WY RS (h) W RED RARPEER (%)
s el PR+ FEfH
12 43.53 — 43.53
24 56.56 0.15 56.71
48 64.79 15.17 79.96
72 66.54 26.88 93.42
96 67.01 30.27 97.28
120 67.20 30.80 97.99
144 67.31 31.00 98.31
168 67.38 31.08 98.47

SEHE (n=6)
(% 7% v 7 BEAKRIFE L - 2014 45 12 )

TEXRTLY LK
fEREECN 6 BT X2 U KT 250mg (Jifill) 2 NG Lz & &, 5% 6 Rl £ To
B PPEIER 1L 53.7% Th - 72,

W RS R B
B ORsH (h) RRUR TR (%)
0~2 24.8
0~4 47.5
0~6 53.7

(FEPNE R

A=) —)L

1) H[EE

At 3 B A b =& — )L INAREE 250mg & HLEIRE O35 L7 & & 48 B £ TR PHE
ML, AR FRRIELE T 9.2%., (LFHERETIX 30.6% Th o7 42,
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2) RE#EE
fERELCE 7 B A v =&Y — )L INIREE 250mg Z ZEfEIRFNAIR S, LA 12 IRefE] 2 & 12 7 H &
H U, ABFRERIEICR Y . RPREZ G P RO G4&THR 2 B, 519 BRICDZY
EEHIE Lz, EOfRER, IRPIITELSBITT 203, 2 OYRHIEER Ch > 7z,

1 H (0~6#H) 30.2mg

1 H (6~12 i) 27.9mg

%6 H (0~12 FEfH]) 126.7mg

F7H (12~24 KFH) 128.5mg
Tpbb, 0~6 KL 6~12 RefiMfE23 % L < R R & i PR E & OB ITTAT L2z &
WX Do #5 A ECIEMARE EAIE CRPHRIEE S EIM L, 6.7 RITIT—E L o7z ¥,

FS U RAR—2—IZET B1EH

R FIY¥ v T= ViR

(&%)

R T T T VR P-gp OGN A L L, P-gp IZXFT % ICso fHIE 50.3umol/L & &t
STz, Flo, AT TV 7 < VEEEIE OAT3 Y OCT2 (2% L CHWHEFEIEM 278 L7223,
I1Cso f 1% 30umol/L LA T - 7=,

(%% v 7 GEARIRFE L : 20144512 H)

TER LYY VAT
AR L

A ho=FJ—)
MG R L

BRFEICKSBREE
R TITHF
mi&EHR DNEANT—#]
KMBEAREEE (0=8) ZXRIZA /) 77V & LT 20mg ZHREREAOKEG L&D, R/
7TV BT TR (AeD) 13 0.94% Th o7,
(%77 % % 7 GEARGRRFE L - 2014 45 12 A)

TEXVU K

RSN UEAT —4 ]

JERELENT B 19 BT X v U KR 750mg (OOff) ZHE#E G Lz & X, 12 BloFET
PR X, 5 2~8 BRI T 0.63~12.7ug/mL O — 7 i %/~ L1= %,

ik 3ot
MEENTHOBE 7 FINCTEX VU K 250mg (OiMl) % g Hr il s B a0 3 5
L .Mera—Pack B % A 7 Z A % — % T 6 BB MENT & [6— BEF I 1~5mIEE L= & &,
MIFBHTI L DERERIL 57.4~943% Tl o712 40,

A b=y —
mikEHR BAEAT—4]

A v =Y —)VOEHFHANZBWNT, A ha=4>"—) 500mg O H[A] R % O kS
Frick v, BEREORAS%BBRESNIZEORENRH D Y7,

HE  ARGOMEROH®RIT (V.3RERVARZ] 0ESR
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10.
(M

REDNDEREZATHES

BEEEESE

A

BEEEREECHITIR/ I oomndbEE MEAT—42) ¥

SRR IR E . BRE, PEE RO EBEEREERE . WICRIE A4 (ESRD) B#E (GF45
B) ZXBRIZA ) FTH 2 20mg HHEERE Lz L&, MiETRRE 7 7T D AUC g inp LY
Crnax (T DUNT | BRAE | HPAEFE K OV B B RE IR 75 FB I ONT ESRD & OB HERE IEH #1255
AT T DOLEIX, AUC (ginp TIXZILEI 1,675, 1.296, 2.388 K TN 1.260, Cax TIEZ
ALEAL 1326, 1.218, 1.802 TN 1.212 TH Y | HKTENZIVK 24 (5RO 18 FHIN L 7=,
B, MAETIEREETAR ) 7T 9 D AUC (iny KT Crnax [ DOUNT, RS HI 55 N OV B2 R
REREE BT ONT ESRD BFE OBHEREIE R 2 125 2 i E AT EAMED X, AUC o.mp Tl
1.175~2.593, Cpax TlZ 1.127~1.958 TH > 7=,

WEPBRR ) T53F O OEYBRICRIFTT BEREDEZE

e e 7 [ Hv %
A WEADRIEINY | s mhseren | o o0 SHm
BRREERE 9 (n=13)
Cmax (ng/mL) 12.5 — —
Tmax (h) 1.5 — —
AUC (inp (ng+h/mL) 122 — —
B REREERE (n=8)

Cmax (ng/mL) 16.6 1.326 0.955, 1.841
Timax (h) 1.5 p=0.369 —
AUC -inp (ng+h/mL) 204 1.675 1.146, 2.448
g EEEREE RS (h=8)

Cmax (ng/mL) 15.3 1.218 0.877, 1.692
Tmax (h) 2.0 p=0.736 —
AUC (i (ng-h/mL) 158 1.296 0.887, 1.894
mEEERERE SRS (h=38)

Cmax (ng/mL) 22.6 1.802 1.298, 2.503
Timax (h) 1.3 p=0.847 —
AUC @i (ng-h/mL) 291 2.388 1.634,3.490
ESRD 2# (n=8)

Cmax (ng/mL) 15.2 1.212 0.873, 1.682
Timax (h) 1.8 p=1.000 —
AUC (iny (ng-h/mL) 153 1.260 0.862, 1.841

— YT

a) T (FHIEZEIRT, ) T I Wilcoxon DNENFHRE Q FEARRTE) 2>BFH Lz p EEZRT,
c) BHBEIERFICOWTIE, BB EZ AT 2858 L Flm (£10 5%) . R, AR, FE (£20%) KOWERE
(BT FEWITEE) & RIS S 72,

(B ek s O]

EHRRE IR : eGFR  90mL/min/1.73m? LA I
BB REREIEEHE eGFR  60~89mL/min/1.73m>
FRAEREEOREIEE R« eGFR - 30~59mL/min/1.73m?
EEEHREEERE eGFR  15~29mL/min/1.73m>

ESRD & : eGFR  15mL/min/1.73m? AJifi
(&% v 7 GEARIFE L : 20144512 H)
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(2)

TEXVVI

BEHREREEEICSTITEFV VI Vv OMARE ©
Rz H’EH%E ITEXTVY Y 250mg A HEIRE DS LA

Q2 B & kw1$w35@mm SRS ENCR I
BWTIE) 7.7 ug/mL T - 7=, P, BHEEEER &I

6.5mL/min) {Z

B ARREE BV TEY 12.6 KR Th o 72,

Abho=FJy—)L

[VIL 9. BITIC K BBREE] OWESMH

FrikrefsE 8 E
N T T

N

DML R E X, BHEE EH &
JVvyF=r7 Y77 A : 1.ImL/min~
BT 0.97 FBFfE.

HEEEFICE TS R/ IS5 oondEE NEAT—45) ©
SRR ER . WONCRRE, PEEROEEIFHRREELRE GF 34 4) 2xtic, K/ 77
> 20mg A HLAIEE G Lz L& MEFRA ) 775D AUC i) LT Crax IZDOWNT, $RFEE o
SR R OV BE PR RE I 5 AR O PR R (R 28 1ot 2 A T A D EL I AUC (0. inpy 23
ZIEI 1204, 2.384 KTN2.605 TH Y | Crax BDEINEIL 1237, 1.747 KDV 1.758 ThH o7,

BERBRR, TS OEYBREICRIFTTHHEDEZE

B e i o
AT RPN | e WETAE) | 0%
TFREREIE A& (n—12)
Cmax (ng/mL) 17.040 — —
AUC @iy (ngh/mL) 167.513 — —
R E RS (n—3)
Chmax (ng/mL) 21.079 1.237 0912, 1.678
AUC (-inf) (ng-h/mL) 201.667 1.204 0.868, 1.669
s TR B (n—8)
Cmax (ng/mL) 29.772 1.747 1.288, 2.371
AUC o) (ng-hmL) 399.285 2384 1.719, 3.305
TR E RS (=)
Cmax (ng/mL) 29.964 1.758 1.259, 2.456
AUC (-inf) (ng'h/mL) 436.389 2.605 1.821, 3.727

— e

a) NFHEREIER H 2O\ Tid, iTHkee

BE AT OWERE LEm (£10 5.

(B /IR 2 RS S H T,

Milgi & Bﬁ‘— Oﬁﬂ“ ]
0 P TR RERS & (8
A Hﬂ‘%&% Bﬁ‘—

P RE %

TEXVVY K

MG R L

: Child-Pugh 77¥HA 227 A
3 : Child-Pugh /7734 27 B
: Child-Pugh 53382 =27 C
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11.

A=/ —)L

B4 O SY—LDEYERE/NS A —F (EHELEERE) ©

1% Tiz (h) CL (mL/min/kg) AUCo4n (pg/mL-h)
BERERLA 7 74+22 1.53+0.37 81.4+27.0
Child-Pugh A 14 10.7£2.3 0.85£0.26 124.9+42.3
Child-Pugh B 9 13.5+5.1 0.79£0.36 124.4+25.8
Child-Pugh C 12 21.5+12.7 0.561£0.28 174.1+52.0

) CERCIE mg/mL-h RSN TN 5,

HE  ARKOMEROHRIT (V.3 RERUVAZ] 0ESR

Z 0t
B L
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. ¥£tt (EFALDOZEESF) ICBEI SHEE

1.

EERNBEEFNDER
BEEN TV

ERANBEEDEH

2. B2 (ROBHIZFHBELEWLI L)

2.1 A0 ST 2 B IUH O Ao 16 2 I BUE OB ERE D & 2 B F

2.2 TEYFENEEE, Ve e U A RGP oBE (101 2]

2.3 (BYAMEHIZIED & 5 BH [T E X2 U VKRR CREBEE: 98 OFBIBEFE 23 @\ & O
Nd 5, ]

2.4 BEOEEEDHDBE [9.2.1 2]

2.5 Jid, FHICHENIRBOD HEBE WRBOBRFEZR) [A hr=4Y — L CHRMRE
RIERDHSbND Z EnH 5,1 [9.1.5, 11.1.16 B[R]

2.6 WEIR 3 H HLINO LN (AR EREZ2 BR 2 &l S 2R EDSEIFERLS) [9.5.1
Z ]

<R >

21 R TIV T~V (X Xy 78 TEX VY VKR (TEXFT VI o H 7L
LA r=FY =) (7T = VNREE) OB FIRCESEHRE L,

22 R TIVTwVBE (Z %y T8 OBFIRUCESEHRE L, (VLT (1) HAZ
SETOER| OHESBM)

23 TEXVVIY UKW (TEXT VU AT RL) OBFIRLICHESEHRE L],

24 TEXRTVY KW (TEXFTTY AT RIV) OB FIRSUTESEFRE LT, (VL 6. (2)
BEHETEE 0HSR)

25 A b=V —)L (77— )LNREE) OB IRITEDSEHE L,

26 A=y — (77— /VINREE) OEFIRIZHESEFHE L, (V6. 5) 1w O
HZ )

RER I RICEET 5 FR & T DERA
(V. 2. EeEXIIHMRICEET HEE] 22T HZ &,

BZERUVABEICEET 5FTE L TDER
BREINTWHZWN
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5.

EEGEFIR L EDER

8. BEELEARNIE

8.1 AT EHE STV Dl x OBAIZ FM, b L IR O 2R UIZh R LSO HAYIC
EHLRNZ L, Fo, HERUCHEDO LBY | FRHCRHT 5 Z &,

(TEFXFID 2K

8.2 vavl TF74T7F—, T LRSI BMERIERRE, AL VFERIN
% BIGRIEMERE DR A 2 MEFZIT TR T E B BT/ VA, FRNC Y E LR OBEERS Iz o0
THo7M2z21To 2 &, 2B, UEMEICL AT LAX—RIILNTHET S Z &, [9.1.1,
11.1.5-11.1.7 2]

8.3 MBI ESOHEELRBRMENS LOND I ENHDLOT, EMMICHREZITH 2L, #l
BET5IATHI 2k, [11.1.9 2]

8. 4 BERIEKJ . /MDD H B bid 2 ERH D DT, EMMICHRELZIT O 72 CBEE +
AT H Z &, [11.1.10 2]

(A rO=ZHFY—))

8.5 HIMERE  AFHERBD 3 B b Z &M 50T, B IMERE 2 £ 3 57 L,
BEOREELHICBET 22 8, [9.14, 11.1.20 B3]

8.6 IFRERENH LD Z LD DD T, EHIICITHREREZ Eud 572 L, BEOIR
REZ+oicllsd 52k, [9.1.6, 11.1.22 /]

< fiRsn >
8284 TEXI U LKW (TEXIIVIU T EIL) OBFHRITICESERE L,
8586 A hu=FV—)L (7T = /LNREE) OEFRIICESERE L,

REDEREZHAIHBFICEHT HEER
BHIE - BEEFOHDESE

9.1 AfHE - BMERZEOHLEE

(TEFXID VKT

9.1.1 R=VY URRXFE T LARRAEMEICK LBABUEDBEFEOHSEE (L. 7E
X KMYIT LBBIEDBEROHLHBEHICEESE LGNNI L)

[8.2 ]
9.1.2 AAXIEHEE. RBICREXWE. FS. CARPEDTLILX—ERFRZ LPT LY
KExHITHEE

9.1.3 BKOEMOFRLEEXIIEROXREDESE. 25 KEOEVESE
BEE+DUATHIZE, EXI VK RZIERPHLOND Z E0nd 5,
(A bOZ=FJ—))
9.1.4 MARKREBEDHDEE
FIMERID, iR ERED D Hbid Z End b, [8.5, 11.1.20 ]
9.1.5 RiRHZEDEE
HRARSRIEIR 2N B oD Z L3 d D, [2.5, 11.1.16 B ]
9.1.6 a4 A VEERHOEE
BHEOELE I AENBEA L CICEDL Z EnH D, (8.6, 11.1.22 &)
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(2)

)

(4)

<R >

9.1.1 AELFIZIXTEX T2 U VKNG ENTNDTID, X=v U VRHIEME KT 5t
BUEDOBEERED & 5 B Tlid, ARG OG- X0 \BIENS BT 5 AR @m0V B 2 60
Do T2l TEFXFTTU KSR LIRBUEDBEERE D & 2 B ITITE G Lan 2 &
(TVIL 2. 22ABEFDOER] 2.1 KO L5 EBELERMIE L FDHEB)] 82 DEBMR)

9.1.29.13 TEFXF Y KM (TEXFT VY AT EL) OEFRITESEHRE LT,

9.1.4~9.1.6 A hr=&V—)L (77— /LNAREE) OB I LIHESERE LT,

BEHEEERSE
9.2 BHEEEEERSE
R 7T OPE N EIET S Z LIk D M RER ERTLZEnH D, [16.6.1 ]
9.2.1 EEOEBHKEEEEEE
BhH Lz b, TEXV VY KFPOMPIREN EH35 2 L0350 | ARELE ClEs R
Ko GEEZHFHEc& R, [24 28]
9.2.2 MARBFESE
A b= = VOEHFNZBW T, A hr =4 —/L 500mg O HiL[a] 5§ EE % Ok
BHFICEL Y, BEREOK 5% BBRESNTZEORERD D Y7,
<R >

92 R FIV 7=V (X 7%y 78 OBFHRLICESESHE L, (VI 10. HFEDE
=EETHEE ()BEWEREERS 0EBMH)

92.1 BEEOHLEBETIETEX TV VKO MAPREN EHT 252 LR3H 5 0, AREL,
TiX, 7EXTVU KO 1 B G EIT 750mg [IZEE SN TEY, BHEOFENITIER
METHHIENDH, BEOEEEOHLBFIZXL UL, #7rxy 7, 7TEFV Y AT
AR RT 7 V= VO EREAOCTREFIEZITOLER S H, (VL2 ERNEEZTDE
B OHEZH)

922 A hu=FV—)b (77— NVNREE) OBEBTEHRICESEHTE L,

AFREREE RS

9.3 FFHREEEE
R 7T O PEDBIES 5 2 LIk P RIER LR D 2 LB b 5, Eiz, A
hr=2Y = OmPRER B L, BRSBTS 2820 b5, [16.6.2 2]

<R >

<R FTV T~ VR >

R TIF T (B 7% x 78) OBTIRCESERE L, (VI 10. FEDER
FTH8F QFHEEEERE] 0HESBM)

<Ahp=FY—)L>

AR A K OIS BEREE B I C A o =4 —)L 500mg % 20 42> CHESHHFEE L L Z
A FFREREREEH CTIHEER AR TR ba =4 Y — VoMM P EEN EH Lz OHE 298 H
%, FHSREEEDH HBETIE, A =Y — /L oOMmHphiEEN EF L, 1EHA B8R 5 " herk:
oo, VLI0.FENDEREZETHEE Q) IMEEEEE) OHSHR)

HIEREERY OF
RE STV
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®)

(6)

bEG

9.5 114@

9.5.1 iR 3 h ALIRD &

B LWz b, 2 LARMIENERMEZ A D &k S D REBDOEITRL, [2.6.
16.3.1 ]

9.5.2 iR3 h AEBE-&M

1B EORRENERIEE EE S LB S DG AICoRE&EET 52 L, [163.1 ]
(R/ TSH 2 TTIVERIR)

9.5.3 MWiBE (7 v 1) IZBWT, 40mg/H TOE MIBIFDHR ) 77 W DigiEE (AUC)
D) 28 (5 & B2 HIREHBE T, RIVKRELOBEREROMKM, AERE (IPRAEL VRO
B L WO AR R (TSR0 TR R 48 M O R TENIRE A6 25 25380 bt T\ 2,

<R >

<R FTV T~ VR >

9.5.1~9.53 R/ T IV TR (X 75Xy 78) OB TUSUIESERE L,
<Abhp=FY—L>

95.1,9.52 A hr=FY—) (77— LHNREE) OBEFIRIZESEFELL, (V.5 ()M
B —RREREMEREE OIS R)

RELIE

9.6 &=5LIF

BRI LN ENEE LW,

(R TSH2ITTILERIR)

9.6 1 fEFERILIRICAR /) 77 20mg 2 1 H1RIIT 1 H 20 4 HREEOES L X, £
NENEGED 0.012% 321 0.023% B EFALHFICEAT L2 2,

(TEFXFID 2K

9.6.2 AEANT — X TRILF~BITTHZ En@EEL TS 2,

(A bBEZFY—=))

9.6.3 RFALF~BITT D Z & MESIN TN D, [163.2 B3]

<>

R)TIVF o T~EgE (X 78, 7TEXFVY KM (TEXVD 7R
BEOA fu=Fy— v (75— VNREE) OB IR SEEE L, (VL5 Q) E+~D
BT 0ESR)
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)

(8

(1)

INR

9.7 INREE
INRZE G E LT BERARBR TS0 L Tu 7Zeuy,

< fiE >
ﬁ/f?ﬁV7VWMﬁ\7%%Vvvymﬁ%&@%bm*ﬁf—w®3ﬂﬁﬁmi5AU:
N H— - r UEEICOWT, IBRHAKRER, #rER, AR, SR, NNEExS L LlRR
ey TR DA GAVAS AN

= E

9.8 EEnE
— RIS RE, B REE O BBERENME T LTV D, 7EF U KM K 2 EITER 23
FILLTV, Fo, TEF VDU KIIZ L 584 20 K RZIZ X 22 & &
PRNLZEND D,

<>
R TIHF L TNVEEE (Z 7% T8 ROTEXRT U UK (TEXRS Y U 7 EL)
DEFIRNESEHRE L,

MEER

10. ME/ER

(R/ TSH T ILEEIE)

F & LTINS CYP3A4 TREF S 4L, —# CYP2B6. CYP2C19 XU CYP2D6 TR
#ENDd, o, R TTHUEE CYP3AL IHREERZ /T 5,

W7 T W OBEINHEIERIC K0 | DR FERIOWIN 2 AR ST 2 FTREMED 8 5.

FREZS L ZDER
10.1 EAZE (BHRALGWVLI L)
(R/ TSH T ILEEIR)

FeF 4 5 BRAELR - HE (8 71k By - a1
TEYPFENERE (LA T | T AT EAMBEOER | R 770 HEE W
&) EWIRT HBENND D, HERICE Y 7 X2 e
[2.2 7] BRI OVEFREDME T L, 7

A BV O i EE AN
T DAREMER B D,
VB U (22 | YA Y VHEBIEOER | R 77 O F R W
7 h) T OBENRH D, HEMAICL Y rEE )
[2.2 7] MR OV MK T L, UL
B e U o i E KT
T DR B D,
< S >

R TITHF T (X% x 78) OB FRIESETEREL,
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(2)

HAITEEZTDER

10.2 ftRER (BRICEET S &)

(R/ TZH 2T IVEER)

S|4 %

B AER - HE TR

BT - fEBRIA T

CYP3A4 [HEH]

R 75V o R

7o) 2a~<ATrEON

AR IS G- - AT LAREER S D, HicXo®R ) 779 omn
HIRED BH Lo & oW
N5,
vk KA OERZEBT 5 | RN 77V 0B EES W
AFNTTHy AREMED B 5, FERICZ Y VIR D
MRSy RS H S 4v, &A%
O MPREN LTS
AREMED B D
A4 NT7alry—n FEFLIHAOERZWI T 5 | RN 77V 08 ES W
Fu v —EHEA AREMEDR B 5, HIVER T &0 2 R 3R o if
TI74F=7 R EEDME T 9 5 T REMED
—nF=7 b5,
z)uaF=7

KIVT 4 F I A VERE

CYP3A4 TR =41 5 FHAl
RE T N
[16.7.1 /]

LA OB 2 #5845
ATREVED B % o

R FTH D CYP3AS |2
*HT BV EEERICL D .
FERR A O B LE S
D,

B XL R EE O CYP3A4
A
U7 7By
Ty E LV
[16.7.2 2]

AR 7TV o bR
IKTTBREEMENRD 5,

FEREAN D CYP3A4 (Zx3
AFEEERICEY . RS T
Yo ORB PSS DA
REMEN S 5,

(TEFTDY 2K

AN

BRAEAR - FEIE T 1A

B&Fe - fabRIN 1

S I Ry UN

INZ 7 VR w LOER

BPHIEIC LD EHZ 2 KD

PHBINDBEND DD, | EAEZMHIT L2 03D 5,
8 FBEAT3E T FOREESE O N LGS 3 | IBMEE L 2 S, &R
LBEENRD D, BEAEIE D W ITIE BR 12 K 2 7
WU 2B+ 2 & E 2 b
Tn5,
A =R SV TEXVVU KoM | TEXT VY AKFMOR
HREZ IS E 5, AR Sy WA PR L, IR PRt
RTSELEZE2LNT
W5,
AR BRLFH—| AMMLUEH—FOEIER | A FFLXH— NORME

ZHBSEDLIBENDRH D,

Gyibz B U R P 2K
TSEDLLEEZEZALN TN D,
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(A bO=FY—))

AN HRAREIR - HIE T 1A By - fEbRIA T
Tva—)b JEER DN, ik, KL D | A hr =2 Y — 37 A

LB ENHDHDOT, ¥
G AR A R B 2
ko

— LV ORBEBRIZBWNTT
VTR RBKSERESR & [
L, 7% b7 5 R
Ex LR EE5,

U b Fergais (WA
i)

CANT 4T =T ) a—
NEIREEZTRBENAND
Do

U b FeraaRA (WA
W) 1T X ) — Vg hit 5
DTA IR =KV — I X
DiF 7 T AT B RiE
Ex EH S5,

CANT 4T A

FEfER (BEELSE) 2389
L2 LD D,

BFFIIRHTH S,

N7 7Y U7 7 U rOHELERN | A hr=FY =TT
R L, HiERH b | 7V OfREEHEL, 20
LT ENDHD, mHEEs EH S5,

UF oL UF U LOMPREN LS | FIEAHATH D,
L. UFvLatEidbbR
HZEMBD,

TANT 7 TANLT 7 L OVEARER | A ha=X ) — L ix 7 2L

SNDZLENHD,

77 rOMPRELE LR S
LT ENHD,

5-7)VAuaTr

5-7)vFuawv I ILOEH
IR XN D AREMEN B D,

Abho=FY—)LiL 5-7 )
Fua T Lo R E %
FREELZE03H5,

S RARY

v ARY v OIER I
HMENDAHEMENH D,

Aho=Fy— I rnm
ARY oM PiRE2 &
BB LENRH D,

T x /)N )X —)

A ha=FY—)LOEHAMN
HE5T D RREEN B B,

Tz )N EH — LT A b
=%y — L ORHEER %
FHEL, TOMmFRELZKT
SHBZERD B,

<R >
R TIW T litlE (ZrX%x 78, TEXFI VY UK (TEXVU U7 EL)
BOA b= =) (77— IVNREE) DEFIRCICESERE LT,

BlfEA

11. Bl4EH
WORWERNRH b D 2 ERH D DT, BlgE+0I2 TV, BEDRO bNEA I3RS
ZHIET %7 bR E AT ) 2k,

58



(1

EXGEIMER & MHER

1.1 EXGEIER
(R TZH 2 IT2ILEEIR)
N1 2avy, 7H7473F 20— (W THLbHEARR)
11.1.2 AmEREL. EEBERERIE. BMEEAD. /MRED (W3 s SEEEAR)
11.1.3 FFHEEREE (BEAE)
11.1.4 hEMRRIEFERMALE (Toxic Epidermal Necrolysis : TEN) . B S #5I=ERE JE (& 8%
(Stevens—Johnson fE&EE) . ZRAIEE (W40 d B AH)
(ZEXIDY KW
M.1.5 23avy, 7H745F 20— (WFnb 0.1%Ki"")
APREL, PN, e, (B, Hug, BT, Waif, PEUREE, AT, 25 ORI -
CAMRZEDRFE VPR N GEIIIHx G2 Ib L, MR L@EZ2179 2 &, [82 5]
11.1.6 7 UILF—RIGICHES 2UEAEREE (HE R
(8.2 /]
11.1.7 EFICKEYFERSINLBHBRERE (BHERE)
B 50 HERF AN O SAEPERM: 2 =0k & L, TR, BIR, BEmA A, K+, S, 4
HERBEINEZ L . ARMEAFEETIGRITIEB LT LL X —HDFIE%K (Drug-induced
enterocolitis syndrome) 73&% HoN Db Z ENDH 5, BINETHRE S TWS, [82 ]
11.1.8 hEMRKIIEERMAAE (Toxic Epidermal Necrolysis : TEN). /& %515 AR fiE & B
(Stevens—Johnson FEMZEE) (Wb 0.1% A0 V) . SHAIH. [IERRMERBSHERBEIE.
FRIE (RIBRMERER) (Wb HEAR)
FEN B, PAETR. FEORMEORLEE - AE, MR, B O BRREK - JIEVK - RIS O R
HRROONIHGEITHKEL T L, BEOURLEZITO 2 &,
11.1.9 BHBEESFOEELTEE (0.1%AK0H"")
(8.3 & 1]
11.1.10 EERIBRRAD (0.1%A0™ ") . d/MRED (B ARBT)
(8.4 /]
.11 BEEKBAZOOEEESEELREL (0.1%AKMH™")
M. BERIO THIN G b oSG AIITEBICE G2 IET 57 SR AE 21T 2 &,
11.1.12 FFHaeEE. &E (Wb 0.1%RM"Y)
AST, ALT @ EFF2ME D IHEREIEE . BIERH LD 2 L0 dH 5.
11.1.13 EE MK, FERERMME (WT b HEAR)
R, PR R, FEEVEDGRD DN HEEITIE, I X B, M CT FE oA 4 5
Mg 52 &, MMM, kiR b - 5813k b 4L, BIBEARLVE
CRIORGEDOREYI IR LEZIT ) Z L,
11.1.14 BEMEEER (FEEAH)
TEECARIE, FEEN, B, Bl - MR 5 WX ERRIRE S A0 O EEMRIIR LN H b d 2
LB D,
VE 1) BB T TR v ) L AR ORGRIE E COBRRRB UGS I O RICHES<
(A bO=FY—)L)
11.1.15 RiFiZEE (FHEAH)
WD LU, SRERRENGED b Haicidfkb e Pk U, EHR0EE{T Z L,

59



(2)

11.1.16 PiREESE (HE )
BiiE, i, SEEL. LR, MNMKTER L LoD Z ERH D, Sh0x, BRfTEE, B
R MREREE . WO L O EDOYIIEIRS & it A b= — /I XD M
DN SHAICIE, A he =Y — Lo E42HiE+ 52 L, 2.5, 9.1.5 2]
11.1.17 |EMEEER (FEAR)
TEESAE A, FEEN, B, Bl - MR D WL ERRIRE % 2 O O E VIR S b bbb d =
ENH D,
11.1.18 EHEMREIRFERMAAE (Toxic Epidermal Necrolysis : TEN) . FZJE#hZBRAE 1% 3%
(Stevens—Johnson FEM&RE) (V374 b #HEAHT)
11.1.19 SRR BEERH)
fE9R . A, O - EM, MIET 7 —BEO EREORENRES b G A TS %
kL, U EEIT S Z &,
11.1.20 gMmskiEd. FHEKED (WOF s HEERB)
(8.5, 9.1.4 ]
11.1.21 HinXEsR (FEEA)
fiEgss . MAE, BRI TR S b A ICTEbICE G2 R IE L, MOR0AEERTTY Z &,
11.1.22 FFiRefEE (B RB)
(8.6, 9.1.6 ]
11.1.23 QT L. LESEHA (Torsade de pointes ZEL) (W 4L & AHEARH)

< fiRsn >
R TIF T~ iE (X 7%y 78, 7TEFVVY VKM (TEXFUY L)
FEORA ba=ZY—)b (77— )VNAREE) OEFHRCICESEHRE LT,

Z DD EIE A

1.2 Z0ihnEIER
(BEBEXFTHBEEBICETE5AY N8 — - E0V) BREIE)

0.1~5% At
e TR, BEERASTRIEE, R SRR R

Ji ek AST. ALT ® k5

TP OBEEFRIIBEIEE UT R EICBT AR ) 7T T~ VigtE, TSRV LK
KA ba=FY—d 3 FFEE5ORBAFEICHE S,

R TIHF TNV, 7TEXT VY VKR O A hr =Y — LT, flicbZ2h®E
NIZRDOBHWERARROD 5TV 5,

(R TS5H2 77 ILEEE)

0.1~5% A
THAb R, T, MRS RL, L
I BUE 9%
ik AST, ALT, AL-P, LDH, y-GTP ® k5
Z DA TP, AFRRERMEZ

60




(TEXSV KW

0.1~5% A+ 2 0.1% A 2 BEPE A2
W AECE FEN, FE. CAMS O FE
IR IR S . Al
J Mk AST. ALT ® b5
bk TR LD, BRORIR HEF
] HRAR TgA AKHIE
B AR HNN%, KRGk (v

X, EEZED 7 VT
VETEFEIZLD)
X UK B & K RZIER
ZIE (iR =20 N = I ]
SiE, HIMEmE) . B4
IV B BEXRZIER (F
K, AN, BENR,
i)
Z DAt BREOYLE Y —
Uwra « ~)LT AN
A~ =t (FEEA, 2l
B, B % ORI
AR DIEAL)

E2) BHEFRIET X Vv U LK OAGERE E CORRKRER I RLE IR et A O RIS <,
<}hn_av—w>
(FYDEFRE (BEFYIFFTRICKDREEE). HMAEREREE. BREEBR. HEMN
FRIE. 7 A—/\FF. 52T ILHFERBRLEE)

B
W EUE W5
TH{b2R EE. BECRIR, B, HARE. TR, 18R, WWRET
JiT ik AST E&-. ALT k&, #v Ve kS, AL-P k5. LDH L& y-GTP
int
A Bl Candida albicans O ¥
Z DAt R AR, ZEEN
(NN a—-ED0) BERESE)
BEEE A
W EUE WIB, D FER
1 It LBk 2
TH{b2R T, BT, HL, BIEEYE. WRRRE. Ak 72 wR, gl B
(=X
iR | 9o, 3R, MO Vv, A EERK
Z Dfth, ARSI 7. 97, L UMUK
< i >
<BEEX[EF+Z h%aglbwé«U:nba— En ) B>
20X x 70 BEEXIE+ = ?aﬂﬁf‘lf“ T~V anyz—. vl OREOHE OK
B (TAK-438/CCT-401 3BR) 12BIT D, T/77%/7vwmﬁ TEFUY LK KO

fFE%&/H”@3§Wm§5ﬁ®ﬁ%Lgogﬁﬁbfp
<K/ TSHUERE. TEXSDY DKM, A bOZFY—L>
KU OB TR S ERE LT,

61



S REREFARRFEE
KGRI £ TORKRBRICK T 5. BERHOREBURIUIIU T O LEBY TH 5,

BEIERFEERRRT
ERSE LR 50
RIVEF 5 BB 8
BIERZEBEE (%) 16.0
RIVEAF B 11

WiELER B ERARIREE

RIVER OFE BB (%)
H e 5 (10.0)
THI 2 (4.0)
5 2 (4.0
HE AR TR 1 (2.0)
EE 1 (2.0
R AR R 3 (6.0)
TIT=rT ) T UART =T — BN 2 (4.0)
TARGEUEET I ) NV AT =T —BHEM 2 (4.0
DFEM QT FEE 1 (2.0)

ICH EFEEHKAFEE B AGER (MedDRA/J Ver.16.0) 1ZYLHL ST 2 FFE (Preferred Term : JEAGE) TE/RL TV 5D,
(%75 % % 7 e kGRIEEER - 2014 4 12 A)

9. BERERRICRETZE

12. BRRBRERRICRIETTHE
121 A)anya—- 0 OREHELDEE

TEXFTVY VKM KE A hr =5 — L ORI TG T ES TIE, BCRFAMER
BR D ERE R OMABRRIEIT 72 2 ATREMEDS & £ 728D BC-IRFMFGABRIZ K D BREHIE 21T 5 55

BT I D DEAOFEEHE T% 4 WUROR R THEMET 5 Z EREE LU,

<>
TEXVY K (TEFTVIVV AT EL) KOA o= —v (77— )LNAREE)
DEBFHRITIFESERE LT,

10. @BEERE
BEEN TV

62



11.

12.
(1

(2)

BRALEDOIE

14 BRLOIE

14.1 EFRABEOZE
PTP WD AL PTP > — OBV H L TIRAT S X 58452 &, PTP — D

BRIC &0 | O SIA T BIERIEA~RIA L, I3 L2 2 L CRERRIA L5 D EmE 22 & 0F
FEADRTDH LD D,

<R >
PTP o — M2 BENE S THIRL TLE 9 FHBHRE SN TS, PTP > — F DAL, WMLE

KGR FERRHERZAS 206, BEAETHE R END bIEFEE ST D Y,

ZOHMDERE
BRERfEAICE D 3R

15.1 BREREAIZE D < E#R

(R TSHLITTILEEE)

15.1.1 R/ 77 OBRGNREBIZEDEREZRERTLZEnHLOT, BHETRNIEE
WERD O ZFTEGTHZ L,

15.1.2 SN BT 2 EHOBIRNE T, 70 bR 7 A e EX—(Z X BERICBWNTF
FRRIEICLE O IRBIEEHT. FRAEIEYT. THEEITO Y X 7 BMAHE S TWd, FIZ, &
AELEOCEME (14FLE) ORELZITZESLE T, B0 27 B8,

15.1.3 MM D EICABRBEE 2R L LEEROBEMIET, Y bR free
A —% BB LTERFEICBNTI/ R AN DT LT 47 4 UKD EEHEEDO Y A7 H#EN
DME SN TS,

<>

R TIY LTV (5% ¢ T ) OB TN S EBIE L,

JEERFRERERICE D B

15.2 JERREREERICE D < FHR

(R/ TZH 2T IVEER)

156,21 =7 AKGT v b 2 FHEEH RGP AFMERBRICE N T, 20mg/HTOE MIBTS
R T TW L OEER (AUC) &R OBREE 5T H OMREN WS 23 ) 300 5 TH
DOREE (w7 2) 23, £/o, M IBHEULE (w7 2) KOKI S8 ELLE (T b)) CHPIRAES;

DBFEH BTN D,

(TEFXDD oKW
15.2.2 v MZT7EF VU K (2,000mgkg/H) ., 7> 7 F > —)L (15mg/kg/H LA 1)

Z 4 BB O#FG LR T, TEXF U Lk A MG 5 WILGHH# S L 7=
T FERIR DR 5N TWDE N, LT TR v ) VKR PERBIZHTH LB DO TH
D, KMNTHH LD TIEARWZ LRI TWD,

(A rEZ=FY—=)L)
15.2.3 ~ v ACEMR OGS LI2gA . MRS S92 727 v b CIXELEER O3 AN H
BENTOHDER ¥ ANLARAZ—OAERERGRBR TSI LN TRV E ORER D
ZD 52)O

<>

R TIVF TV (XXX 78, TEXV VI UK (TR VY TR

KA ha=FV— (77— /VNREE) OEFIRLICHESEEHE LT,

63




X. JERREREBRICEA T H1HE

(1

(2)

R TITVTNVEBE, TEXT VU ARFIE A ha =& — v d 3 FIPERE G ONWT
1. FERRPRRBR &2 J20E L CTUh ey,

EEBHR
BN ALR
VI, EHEBICET HEHEB) OHEMW

TR

R TITY T < )V

1) FHEAER RIS 21
Ty NMZBF DR 777~V (R 779 L 1LT0, 30, 100 X1 600mg/kg) H.
[l 1 355 O —fBIER S O TEI OBIZRIZIHB VT, 100mg/kg PLETEEED 2 541, 600mg/kg
CIEHFARINE 2 R2 3 5 22 b3 B B, 6 Bl 1 BI3EL LTe,

2) DMESRICKTT D ER
R TIHF Tl (R 779 & 1LT0, 05, 5 K0 50pg/mL) @ hERG EiiFHE %
Rt L7z & 25, 0.5pg/mL L EOJEEE THEIC hERG B2 HE L7z (ICs fE1% 4.8ug/mL),
FTo, BRREA XIZBT HIME, DAL OOERIZOWTIE, WIS L0 EREZ RS
ot

3) MRS HRS D 1EH
T MTBIFDR ) 73Tl (R 779 & LTO0, 30, 100 KT 600mg/kg) H
[ERE OB 5% OFER $, — Bl &, 2R & M OF enhanced pause (Penh : &UE IAHE D FE1E)
ERaL72E 25, 600mgkg B 5% 4 KON 8 R — A1 R M OV A S B O ARA 23 7 5
8 Bl 4 BIZNAETE Lz, SEHID 9 B 1 B2 Penh O EEAFET BN HALIZAS, FEK & D
BAfRIZH & Tl e o 7z,
(&3 % 7 BEKRREE R - 2014 £ 12 A)

TEXTVY KW

AR L

A hag=F ) —)L (—%R)

AXE_y "NV EZ— L N T AOREETIZEE, A hr=F Y —/L% 5 10, 20mg/kg &
WL THEBLEBIZE LY,

(1) B@hARIME I3 L CEEBITI o T2,

(2) ECG (LEM) I2bZ bixzdoiz,

(3) FREUZIE 20mg/kg 0D K& THI6O TREIARNE O & R A DR S 7 B A7z,

(4) AR K ORI IEARRIZ BV T HERE D TTHE D 2 WITRORITIZ & A ERD b e

-7,

64



)

(1)

Z DD ER
R T 7= Vgl
(ZEBE®R)
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EREEER

R TITV o T7< gt

HIE ORIBE R R X F 7 2AH) 2 O S EIFERETRRAR, F ¥ A =— AN LA H— m«mm
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o B 2 BB W - 2300 \Z K B ANEER YIRS, 4
T - R K E
>100mg/kg : REELY ; (REIEINBNHI, 8
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