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1. B
(1) M4
7 7 Y AE5E200
75U AEE50/NEH
7 FVARTA vy 7 10% N H

(2 *4&
Clarith tablets 200
Clarith tablets 50 for pediatric
Clarith dry syrup 10% for pediatric

(3) RAMDHEE
—WHH s T AuvAL T rnb, 7TV A Emb LT,

2. —#k%
(1) & (Wf%)

77 2a<AT (JAN)

(2) *4 (fpfik)
clarithromycin (JAN, INN)

(38) RT L (stem)
Streptomyces)& D PEAE T HHTIAEME : -mycin

3. BWEANIFTMERX

(H R L)

4. HNFARUHDF=E
733« C3sHeoNO13
Sr{-H : 747.95

5. £F& (&%) XEFFXE
(2R,3S,4S,5R,6R,8R,10R,11R,12S,13R )-5-(3,4,6-Trideoxy-3-dimethylamino-B-D-xylo-
hexopyranosyloxy)-3-(2,6-dideoxy-3-C-methyl-3-O-methyl-a-L-ribo-hexopyranosyloxy)-
11,12-dihydroxy-6-methoxy-2,4,6,8,10,12-hexamethyl-9-oxopentadecan-13-olide ( H J&jiZ #EHL)
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1. YELEFHEE

(1) 4V&R - MK
HEDOFEIMEDOR R T, HRIZEW,

(2) AfEH
TR FOITZ B a R KRR RT K, A=, =X )= (95) TV F AT —T VT
<LL ARIZIZEALETET 220,

A g2 BN IS 28R (mL)
/A =0=0: V2N 10
TN 24
TER=FI W 140 ~ 180
AB =) 160 ~ 200
TZ ) —) 140 ~ 160
——7 )b 140 ~ 200
7K 1000024
(3) WEE

FICB T 2B (20, 46, 66, 81, 84, 90, 100%) TI1, 2, 3% HPRAFLZHEA, EEHIMNITL
A ETRL BRMEITERD biigino Tz,

4) Fhm (R, R, RES
Bl . 220~227°C

(5) EAIREMRRETER
pka = 8.48

(6) HECHRE
F 7 5 ==K TOHEMRE

U Rk TR O pH sy i fR %
2 5.63
4 4.91
6 7.18
8 46.4

(7) 20D ELGRMEE
BEFEEE : (o) & @ —96~—106° (B/AKPIHE L=t D025g, 7& b, 25mL, 100mm)
SR A AT [ L

e TN SRS PR
w o
(nm) (Eio)
X ) —)L (99.5) 288 0.457
A K ) —)L 288 0.481
TER=KUL 288 0.463

pH : 8.0~10.0 (125pg/mL)
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KRRGIE FICB T D REN

" & il 7 & B I
Bitk (25°C -+ 75%RH) 244 A
40°C 64 H a3 ]
50°C 35 A 75 2Kk
40°C + 75%RH 6% H (BRf)
40°C - 90%RH 6% H
W E4T1,000Lux 3% A (4375 3
b HI A v —L HFEN
KBt 30H (B0
80°C 30H w7 Ak
65°C + 75%RH 30H (BAf)
a5 1]
Xt/ 25°C 3H HITAV ¥ —1
(B0
0. INHEFRYAIR - VA X LRIk (1:1) 50°C ARE[H] I {4375 7 O - @ - @OW4ERK
Ko AR AR (1:1) 50°C 8IkFfH] 7 A% FHSE
0.INKERLF N U U AWK « A %V IR - T T A @ - @K OMEDKE 53R
(1:1) 50°C (E2) WS RR
e ]
K DAFY AR (1:1) k& V6B E25°C 2483 HT AT T ®2ER
(%)
R O~OIF R IES R

sl 3R D R R

(Dcladinose @decladinosyl clarithromycin

HO.___ 0. CHs

oc

HsC Ha

uR i) ®10,11-anhydro clarithromycin

o}

.CHs

HsC ,
OCHj, N(CH3),
HO HO.
HsC”~ CHg
HyCH,C~ o 0~ YcH
3CH> o CHa 3
CHs ~ OH
HsC OCHjs

Ot =k




. 35T S5IEE

3. AL DHERHRERE. EEX
MR « HARRS (27 ) 2An~A 2] ORERRBRIE
(1) BRERIC & B 2ERIG
(2) HERIZ X 2 REARIS
(3) HAMIIL A b LIE

B HAEEF (V75 2an<wATy] OERE
Wik o<~ 757 44—

it
e



V. AT 5EEB

1. FIfz
(1) FRORH

750 REE200 1 T 4V ba—T 4 VT EE

7 ) AGESO/NRH - T o v b a—T 4 T EE
IV ARITAay FI0%NEH : R4 ey

(2) HEIDHER VIR

M 7e ikl = — K # B S - YA R
L T M
— e O | =
77 J A8E200 T4 a—T Tk
B BEX Ei
#8.6mm #5.4mm #1250mg
L T ]
25 Y 2 EESON T17 Re ® O =
TA4NbA—T 4 T
B BEX &=
F6mm #93.5mm #84mg
JIVARTAvayT T16 ) i
10% 1 () R AR ORA

IV ARTAry F10%NERHITA baXY — R TH D,

(3) #Aa—Fk
V-1.

4) HF YL

(2) BHIOHE I O SR

1 BEX (58200, ££50/NE )

LB L

2) vryZHA (FZ7A4 2wy 710%NEH)

LR L

(6) Z it
L7




V. RHFIZEHT HIEB

2.

SENDHRK

(1) ARy CEERS) OEERVGHMHE

2)

3)

ez 25 U 25200 75 0 RSO 77Im L 7
N
Ty IR B 72V Rxa~wAvy | 18R BR 770V Ra~vgsv v | 1gh BR 77V Re~vAf vy
200mg (J71ih) 50mg (Jyfih) 100mg  (J71ih)
FoF ) a—AEF NI A | KEREE Fexy ettt | B2 RAFT Y VBRIV EY
A==Vt ANy L — A TI)TAIALAZZY L— |
ERedxymriltlo—2R FyERaLTF LS aR) <w—E
ATT VU~ TR T A KT A R TR FTAFALAEZ T
HvFoinay ARTFABRTNAI VTRV | L—FraR)<—
INT T 4 VAN VLe e
v a FER AR = A T v SN = G A=l oy 2 =T e KEALT N Y DA
RY Y — 180 ATT VW~ TR T L KUY V_— 180
AU E= AT a—v (G50 A | kil ANAT—AF U 7L
RN {t4) HNF N a TR A B
e An—2R NG T g 3| A/ AT
[ at AV v a WElEiR = 2 7 v D-v»=h—)b
BRI A R ARY Y L_— 180 ryEnaysTLr
RIv= L7 a—)L EF5TA | E Rexo o’ lelin—2A
=Z)] WDl R RN & i)
EraAn—RA AT ABT VI Vg~ T %
b F 2 A
= bk
FE
BREZFDEE
FE L
BE
LR L

RMIBRBEDHEAKRVEE

M LR

kil

77U 2Aa~<A 3 (CisHeNO13)

BAY HEREIED & 5 R

10,11-anhydro clarithromycin

ELToRzER (O TRT,

N-demethyl clarithromycin

CHs




V. AT SEEB

6.

HEDEREZHTICETOREN

1) el (§£200)

PRAFSAME PRI RIFIRE FE R RERIE H
= & 34E PTP P <1>
40°C - 75%RH 65 A PTP A <2>
40°C 37 H w7 A (BiR) HIFEN <3>
25°C - 75%RH 35 A W7 A (BAR) HIFEN <3>

D655 7 o

3.000Lux 9H vr—1 (B JRKEN <3>

2) EBEAl (BEs0/NE )
RIS PRTEIIM PRIFIRE AR ARERTH H
IR 34E Ecas e (L) JRFEN <1>
40°C - 75%RH 61 A MBI 7 A0 (BRR) P <4>
40°C 35 A W T AR (FER) A <5>
25°C - 75%RH 34 A w7 2 (BRk) BN <5>
54T 1,000Lux 50H RN (777 4 VATED) JRFEN <5>
3) vy 7HB (R4 2m v 710% 02 )

PRI RTEII PRIFIRE AR RERIE H
25°C - 60%RH 34F RUtw,/ 7THIvo—aik R <2>
25°C - 60%RH 34 PE/R b /L8t P <2>
40°C - 75%RH 65 A RUtno, / T7HIvo—4alk P <2>
40°C - 75%RH 65 A PE/R b /L8t P <2>
25°C - 75%RH 67 H Ty —L (B HIAEN <6>

D655 1205 Lux « hr |

3,000Lux (16.7H) > —b (B AP <6~

<1> PRI (R OIEIR) . fEsBilBr, WHME. ko, &
<2> PRI (AR OYEIR) . fERBRBR, WRHEME. Ky, TR, HEE
<3> MRk (BROYEIR) . BEE, EHIE, E&
<4> PRI (AR OIEIR) . fMesBilBa, BRiERBR, Ko, E&F
<5> PRI (RROYBIR), mEEE, AR, TR
<6> MK (R OYEIR) . IWHME, &8, HEwE

REER VAR EORTE M

[FSq42 0w F10%/NEAE]

VI-11. @A EoEE 2R

KIZHRE LD ZEMIZLA T 0@y,

PRS- W

RERLZ  [ER%: MHE . R e ry)

. . - " 3 M

o pE BN TH B G

B OE AR BRIE H R BR B AARE 3AE THE TEEE

7 IS l/%r‘ e TN
20mg/mL PEIR ‘szﬁgﬁfffﬁ T mpemL Bk L ki L
;;Tg 1: D(;fﬂﬁ;/ ;;L pH 10.63 10.72 10.71 10.05
& FEIE MM (%) 100 100.9 100.1 100.2
. IR l%T‘J‘ SE =P SN
400mg/mL Ptk o Eé@‘j*ﬁffﬁ T gL Bk L ik L
75UXD‘?/]"“/?/ &)D%Liﬁﬁ)o Co
pH 10.38 10.39 10.44 10.08
& L Ca0mg OOfl) /L s o) 100 100.1 100.8 100.4

10




V. RHFIZEHT HIEB

8.

s DEEZEIL (MEBLEENEL)
W27 7 VARTAvay F10% NS ZRBE RO E L oY
(& T — 2 OFEE ORBRFTIEICONTE, Q7 FZ VA RT A vy TRAGEEBRE R 2 2B T E0,)
(B & DFS (B TORAE. 25°C75%RH) ]

e RS 4 ZEMED LS
o 4 SR ﬁﬂ(‘f (305 (ﬁgﬁg o | ELvE D
) Y aWaAs il i3))
TAEY v HAR NG T 26 5 0.5 X X 3™
7 ARY L H10% BN LKA 02 O o 14 H ]
TARY U RTA 20y T2 | P EIKA 1 A A FHRE
S - MG {5 YE b A 0.65 A X 14 A [t
x5 nm ) -REK IEL A, FEGA 0.5 @) O G IERE
T RIATay T10% T L — 3R 0.5 @) O 7H R
77 1 F— )R 20% FRENBR VH 28 A 1 A A 3H
FUTURTATr v T70.1% Pie 2% 3 U# 1 O O 1 H ]
YATFI NRTAuyT2% 7 L — K 0.4 @) @) 14 H R4
v a U HRI20% TEAb TR A 0.25 O O 140
HITNVRTAvryT3% oA Vv AH| 1 X X FEEERGA
IREEKFET N U DA il 2 7] 0.65 O A 14 H ¥
TAR—IVRTAuy7F20% | &DEKIREA 0.7 O O 14 H /4
FAELGRIA 1 r vy 701% | Hik 2 Z I Al 0.35 O O 14 A [
FUBI U RIA ey 1% THAE A 0.8 O O 3HM
vt T I UEA 1B LAl HEEAl 1 O O G IERE
v 7 =3 VR 1IE U 2Fl, FERGA 0.5 @) O GLETERED
Z;g;;; TAFTAYE YT ey s 0.32 O O 147 ]
TV = CYERI20% FRENBR VH 28 A 0.5 A A 14 1
55;72*/*74‘/“"7 7 LR — | o 0o 140
ARY T F W% 7 LL ¥ — IR 0.2 O O 14 H %]
i;;””ﬂmﬂo“’ S LA 0.5 o o 3ATH
RIFIVRIFA2my702% | Hik 2% I Al 0.5 O O 14 A [
3 Y BMihz 1 LAl Gl 0.4 O O 14 H 4
AaVp— LRI vmy7F1.5% | E%ERH 0.32 O O 155
LA DS 33.3% SE LA 0.5 X X THMH
A7 F HR0.01% SUE SPRBEA 0.25 O O 7HM
ATFURT A my70005% | K& ZILIES 0.5 O O 3AM
1R A PLECL A FERL AR 3R 2 O O 3 H [
7 v 7 E—R# 1E LAl A 0.5 O O 7H M
7 v 7 B —HKkIN 1E U Al FE A 0.75 O O 1A [
L= 1 LAl Gl 0.5 O O 14 H [t

11




V. RHFIZEHT HIEB

M Z7ZVARTAvay710%NERAEEEILRBEROE LD (05%)
(v y7Hl, Pa—RELORES (BHEIRE CORIE, 5°C) ]

e AR R ot LM DL
W 4 S Eﬂ(f @05 | g | OB L
) i SRV

FTARIVEYT025% BEIZ FR ] 4 A A TR E %
TARY viay70.5% BE T A 4 O O 145 [t
TURADra sy 70.05% Pre A4 I UF| 3 O O 14 H R4
BT rimy 70.02% Hie 2z 3 UH 5 O O 14 H R
RYFrFrinmy70.04% T L F—H R 5 O O 14 H 4
RTF7Ivmy70.04% e 2% I Ul 2.5 O O 14 H [&7
SRR RIS BI T g e L6 o A 14 "
raXxgriay75% U ER S O A 14 H
AFFrvmy 7 Sugml SUE SRBEA A A 14 H [
Hioyr JELRFA 5 O O 148 [t
FR R 25 O A 145 [t
A R 25 O A B IERE
43 R 25 O A 1A [
SNy aay Ok} 25 O A 14 H %
FLrPYa—A Bk 25 X X 14 H %
EP—FVa—R Bk 25 X X 14 H %
AR— RY 7 Ok} 25 X X 14 A [#

§  ZEMOE I, G, Bk IRV, JHHCENT, X (TSR 23380 bt W & #R,
il FLEBRE BIR MLUOVAAEC TO L UTR(IE D L TR B0 RAZ72O6 9 XHIRRERH S
Ffh : 5%LL oD ZEE)
# B RO AL TV~
A IRALIZ K GRERELE SUTRFH of@ & & I, IZRHZBHET2)
X RS THRA LIC< W (FEA IR ORGE & & HIig, MM BR BT )
T 7L, MHEBEOSHETIER T L, BWEICZR 2 E TI0RIL EORERZ E L,
AMBUZOWTHSEARAIBICEE Y T 2R R ARG L Lz, FHIIES 2 EA4E Lk,

Q)7 TV ZRTAmy F10%NE R A Z bR BRRS R

AR

[HiAl]

® UV TVRARTA T u v 10%NEH1gs BLE3 A/ NERE H &2 RA LR OMmRIE X128 CTHEIE) .
TRAESAE - YARIRHEE & L T25°CT5%RH  (BIEISAt) CIRAF,

& RAE. 2B, k. pHIFZKKI25mL A TR,

¢  RARECIZBWE, 1Y 7o X104 Tilli, @ik ORI 24 THl%,

& U7V Ru~vA UMl (FE) ITHPLCIEIL L 0 HIE,

[vay7Hl - ¥ a— R

® VT VARTIATryT1I0% NI g BLA A O/NRIEIE HEZREM L, KE2EN25mLIZR 5 &
WML CRER, V2 —RZEDOLRIFZ TV ARTAva vy Flge ¥ a—RAE25mL A B L CRER

AR E 1 1 /28 T3 )

PRAFSRAE - BRIIRTEIZ T5°CTHRAT,

&  JRAEERCBWE, 13 o X104 Talli, A& OTBRIT24 TR,

® V7V Ru~wA Ui (&) ITHPLCIEIC X 0 HIE,

12



V. RHFIZEHT HIEB

Q)7 7V ARTA vy 710%NEABCE LR R (o3%)

Kol
N AR =] __ R (R __ JIR A RS
e @ |in[nn igi || ﬁﬁ?*laﬁé sae(n|

TAEY 0.5 O 10 O |O |O | A | A X — X — — — —
TANRY HEE10% 0.2 O 1O O 1O |O A | | AN A O O O O |0
TARY V RTA4 23y 72% 1 O O | X - | O X - |- ]1—=-—1AA 10O |O |O |O
S - MEZ &% 065 |O |O |O |O |O |O |O |O |O |A | A | X | — |-
T 7 u /) -Rik 0.5 O 10 O O |O X — — - 1O |O |O |O |O
X RIAayT10% 05 |O |O |O|x |O|A|A A |A OO OO O
H 1 — LRI 20% 1 O 10 O O |O |A | A X - |A O |O O |O
PFUoT RTA40m vy 701% 1 O 10 O O |O | A X — - 1O |O |O |O |O
BT NRIA Ty T2% 0.4 O 10 O O O O |A AN AN O OO O |0
Vo U HRI20% 025 |O |O |O |O |O |O |A |A A OO O |O|O
ZITNRITALa T 3% 1 O |10 |O|]O |O|X |—|—|—|xX|—|—1]—/1]-
IREEAKFET N Y 7 A 065 |O |O |O |O |O |A |A A | A JTO|O O |A | A
TARIVRETATmyT720% | 07 |O |O |O |O |O |A |&A | A |A O O O O |0
TIXLG RTA2a v 701% 035 |O |O |O O |O |O|AN|AN AN O |O O OO
TRV RIAvu v 1% 0.8 O 10 O O |O |A | A X - 1O |O |O |O |O
B4 7 = VI UERATR 1 O 10 O O |O X — — - 1O |O |O |O |O
47 =)L URER 0.5 O 10 O O |O X — — - 1O |O |O |O |O
INAVARTAayINEIS% | 032 | O | O |O |O |O |A | A& | A | A O O O O |0
TV T = YERI20% 0.5 O 10 O O |O A AN AN AN |4 OO O |0
AR FA R RTA Ty 05% 1 O 10 O O |O A |AN AN AN O OO O |0
YT 7F % 0.2 O 10 O |O |O|A|AN AN AN O OO O |0
BTV RIA vy A% N 0.5 O 10 |O O |O | A | A X - O |O |O |O |O
RIFZIVRIA42av702% 0.5 O 10 O O |O O |Aa |AN AN OO OO O
3 Y BMADKL 04 |O |O |O |O |O |O|O|A|A|O]J]O|O|O |O
LtV R4y 15% | 032 | O O |O |O |O | A X - O |O |O |O |O
LaXA DS 33.3% 05 |O |O |A OO |A A |A | X |[X | — |—1|—1]-
A 7T HERI0.01% 025 |O |O |O |O |O | A& | A | A X O 1O |O |O |O
ATF LRI A 21w 70005% 0.5 O 10 O O |O |A | A X - 1O |O |O |O |O
h 2 A PLEC A kL 2 O |A O O |O |O | A X - 1O |O |O |O |O
Z v 7 B —R#K 05 |O |O |O O |O |A|A A X OO |O OO
Z v 7 B —hIN 075 |O |O |O |O |O | A X — - 1O |O |O |O |O
L= 0.5 oOl1o o |0 OO |0 |AaA O |JO|J]O OO O

TR O b O &l | LR WS E A e L LA AsD TR LRod0

LT, 205 PRI S L < IR 255 IRA LR

05 : 2R L 38 WG L < 13— 345 ;Wi

LS OB D L | 445 b U< I 2EES 45 RA LI W

UOVEREE TG FEHEO T AMEE 2 2 | 545  fEDTIRA LIS W

B— 208 ¢ AL TEETD AL O T Tl & % =

35 B L FOEL O: 14 TEETS

O:0, i A2, 38 O:1, 2, 34

A28 X 145 A48

X 34 X 54

%305 — A Nr—A &
W

13




V. RHFIZEHT HIEB

Q)7 7V ARTA vy 710%NEABCE LR R (o3%)

i
AR [habSIA Syt pH FRAFR
B, . | | %)
éﬂ% A AL A igfj‘ 4R % gf,; 1A% |3n |7 une 14ns
TAEY v 0.5 X 5.9 5.0 4.8 5.0 4.8 97.3
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X[IX[WwW|N|w|o|[anNfw|[N]|—=n|—[[| XN R WR[WIX[BR]|W W[ W[W[X|X|W|[N|—

O|O|O|0|O|O|O|O|0]|O|0|O|O|0]O|0|O|0|0]O|0|O 000|000 0|00
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V. RHFIZEHT HIEB

Q)7 7V ARTA vy 710%NEABCE LR R (o3%)

paLii
AR IZBW Sy pH FRATR
i ( : : : (%)
el DT EUTATET R ool Roiel Rt I ECTA L Al IR PE T
TARI v E Y T025% 4 O|lO|O]O| O] 2 5 1971101102103 (103| 101.1
TARY ioa oy 70.5% 4 O|lO|O]O| O] 2 X 110.11]10.5]10.6 | 10.6 | 10.6 | 100.4
TU A Ey70.05% 3 O|lO|O]O| O] 2 5 199102104104 |103| 1002
HFOFm ey 70.02% 5 O|lO|O]O| O] 2 5 198100102104 |10.6| 100.4
ST IFrovmy70.04% 5 O] O] O|O| O 3 4 110.010.5]|10.6|10.6|10.5| 100.0
K771y 70.04% 2.5 O|lO|O]O| O] 2 X |10.4110.7]10.8|10.8 | 10.8 99.8
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FRAR 25 O|lO|O]O| O] 2 7 191195199 ]10.0]10.1 100.2
3L 25 O|l]O|O]O|O 6 X | 7617917978 |79 99.3
Ny /A==t 25 AN O] OO | O 7 9 190]921]921]91]|90 99.2
FL oV a—2A 25 OO |O] O[O 2 2 | 44 | 46 | 47 | 47 | 47 98.3
E—F Y a—R 25 OO |O] O[O 7 1 | 52|54 |53]|55]|53 98.7
AR—=Y R 7 25 O|lO|O]O|O 1 2 | 48 | 53| 52|55 5.6 98.8
LS R 360 i [m] i R %
20 BERICB W TIRARWNICE | EEhZ 1] Z100% &
VBB & LTI L&
3 BRI RB VB D RAEIEIZ D%
45 IRAETZDL S KO RER | HETHE
VN V) ToREE
AT v FHEEEO MR AEE 22 | & | E L
TEETD 77
O:1, 24 10[E1LA %
A3 X &Lz,
X 1 4m
K30 DT—A Nr—A%
Ao
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V. SANIZET

2R H

37 F7VARTA vy 710%NEHOBKEY & OB R

& MBR T

B R A 2044 12 & % B ERER,
77 VARTA Ty 7 10% N H0.5g% Y & i IR U, I HIZ 10V IS & AR 2 5F L7,
FTo. BB E ORRE - IRFNS3 %IV TS [RIERICRHN L 72,
REYOEIL, EOSAITHI0mL, HEERMLOSHAITM10g ChE UIR) & Lk,

<& R T

[/ R RIS A SRR B 2 0 1T D fE R ) 2551,

FHH IRV

Vil AT

N

ZTOFEEZFELAIC I VL L, OO~ X TafHii L7,

P : 3, AT 4, BRD 7RV SOSEEBE TR a T LT 14,

e IR - JRFNE _ IR - RSy _
Z =227 (mean=*S.D.) S Z =227 (mean=*S.D.) S
ST 2.0+1.0 © 22409 ©
3 1.9+0.9 © 26+1.2 O
aLFURINY 1.8+1.1 © 22412 ©
TAAZ Y —LA 1.5+0.7 © 2.1+09 ©
i 1.6+0.8 © 1.7+0.9 ©
aaF Ry H— 1.7£0.9 © 1.8+1.0 ©
a—b—f27 V=i H— 22+1.0 © 22+1.0 ©
VS 24+1.0 © 3.2+0.9 O
E—F Y7 =N 1.9+0.7 © 2.3+0.9 ©
AFITV v A 1.6+0.6 © 22407 ©
I—27 b 1.9+0.8 © 49+04 X
AR—=Y KV 22409 © 4.9+0.4 X
Joadda—2 2.0+0.6 © 4.8+0.4 X
FLoPTa—2 22+0.7 © 5.0+0.2 X
a7 1 R AT
2 BTN
3 m
A 2 UE 4 AT
5D N
A 27 LB O DU H FNE TR
©O0:1 ©:2 O:3 A:4 X:5
(N=20)
9. AH™
R E 4 VA BRIk & 1 iR
75 U ZEE200 qE [ml#s%L : SOrp.m 3045 TT5%LL Lo vE
7 Z U AEES0 ARk . VrBAKEF NI DL

(77 2a~<A 8

3043 T80%LL DA

AN VR ER  (pH6.0)
77U . . - ml#E%L . 50rp.m
5] ’—‘ > U Xl 2 N . s
ko4 myr Si, ;jj”ﬁﬁ’ IR kmpi U AR S R A - 2T | 905 TTS%E E L
10%-] 2 EREER  (pH5.5)
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V. SAIICEHI SHIEEB
10. Bz - 8%

(1)

2)

3)

4)

1.

12.

FAERNBELRR - K. NENRREER - aRICET 51FR
L7

23

75 U ZEE200 : PTP 1008 [105E X 101, 500%E [10%E X 50]

275 ) ZFES0/NEH - PTP 1008 [108E X 10], 50082 [108E X 50]

77 YVARTAayT10%NEH : 77 AF v 7K b 100g (FEEFIAY)
3al 0.5gX 1200 (BzHHIA D)

FREE
M L2

RaDME

7 Z 1) A§E200
PTP: RY Fuvr'L>r (PP), 7/AI=UL
HHERr— KU 7L (PP)

7 7 U AEE50/N A
PTP: RY Fuvr'L>r (PP), 7/AI=UL
HHERr— KUY 7L (PP)

TV ART A a7 10%NEH
ARRIV:RY 7Ly (PP), RJ=xF L (PE)
5w ttenry—RYyxzFLr (PE) 7Ix—h

TAIe— Ry FLoFL 77X L—k (PET). RY=x=FL > (PE).

AEiR SN S EMEE
U L

Z Dt
MY ERe L

18
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V. AEICEAT HIAR
1. FheEXIEThE

[££200]
O— R RREAE

GERGHE)

AFCEMED T FOKER. LUOYEKER. MAKE. ES59€7 (FSUNAF)-HES—UR AV
TLIVHE. LOARSE. hoEANI2—RB. RTMR LT ravhRE. V5D 7RE. ¥4
TSR

CGESAE )

RAEMRERPE, FEMEREBRLRE. VoNE - ) URER, BEEBRE. /M5 - MERUVEMHBIZD=
wk, IIPFEBARS. HEE - MEBEZ. Rk, RUKEX X, X, MRS, EHERIBHBEEOZRBEL,
FREX., FEEEXR. BEEEL. PEX. RISEX. ®EAMKR. BERAEL. AR
Ot MR

GERGHEE)

AFNZBHED<T A NI T HLE

(B RSE)

RAANYFY YL - FEDILIAYTLYHI R (MAC) EZECIEERERBEE
OAYanya—-EnY R

GERGHEE)

AEZHREDA YNy 42— EOY

GESIE )

B&E - TZEEES. BMALTY UNE, fEM/MUBDE. RHEEICHT 2REHENAREEICH
(TBAYaNYE— - EQYRBEEE, ANy 42— - EO0)REFR

[$250/NERA. FS4 >0y F10%/MRA]
O— MR LA
GEIGETE)
AFNRMEDT FOBKER. LUYVEKER. MRAEREA. E57€3 (F3N\A3)-hE53—UR, 1>V
JILIUHHE, LOARSE. BAKE. hrEQnNIE2—R. V53ICT7R. YXA1aA75X<YE
(B RGE)
REMRERLME., FEMERBRBPE. )G - ) URE %, BEREE. /M - RMERUVEHREIZD -
RiFF, WHEE - MREEL., Rk, SUKEIZ K. M. MRS, EETRBHFEO RBRE, BEEERE.
hEX, BISEX, B2, 5AXK
ORKXMUREFEERE (TA4X) ITHESBEMETAINITYIL - FEDLIYT LYY R (MAC) fE
GEREE)
AFEEDIA AN TFYYL - TESILAYTLYS R (MAC)
GERSE )
BRUERELRLEER (TA4X) ITHESBESET/aANITYSYL - FEY LAY TLYyS R (MAC) fiE
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V. ARICET SHE
2. PREXIHRICEET HEE

5 MEEXTIHRICEET HFE

[£2200]

(—HEREEIE : THEE - MEEAR., Rk, SHKEXR. BREMEX. DEL. BISEER)

51 [HMAEYIEEEHOFTS &) Y22 L, PIEERGOLEMNZ HW Lz BT, ARG H 5]
EHIT SN DG A IR T 52 L,

(ANYanygsa—-ERYREEIE)

52 H#ATHIEMALT Y v ISk 2~ 237 Z— « B u U REREOAIEIML LTV,

5.3 FE MM/ IMBAEIZRT LClE, HA RTA4 UEEBBL, ~Y ansx— . o U RERREN EY) &
HIWF S AL DIEBNZ D ABRETRIFEZITH 2 &,

5.4 BHIE I T D NEEERTEEL H UM, ~VU a7 Z— . v U RERFEIC X D 58O TS
(R DAEIMEIIMENL L TR0,

55 ~VanyZ—. o VEEERICHVDIEEIZIE, ~YansZ—-va ) BEETHDH 2 L RONH
BRAEICLOANY a7 X — - En U EREEATHDL Z LRI L,

[$850/MNRA. FS4 0w F10%/NMNRH]
(—HERELGE - TREE - MEEAR. Rk, SMHKEXX. BEtEx. hEHE, B2

(P A3 EEHOF5 &) V2SR U, PiEEELG OB Z W Lz BT, RO L3 #EY) &
SN DHEEICHRETHZ L,
(fi# )
[£2200] 5.1, [fE50/MNRA. K34 >Ry F10%/MEA]
TRSH - MEgEde |, TRbkg ), TRaMERE AR, GG R ). THER) T TRIRMER ] OWTFhhrozhie
XN R/ T HHMAEFRICEBROEREFHTH S, PUEYEOMIEERAOHEEELZ B L L TEATE
BERE ARG £ 0 AR S THIMADSGE EEH O T8 & | YIS & | PUiAEm 3o a6 A2
REND XD EEME AT ) o oICiEE Lz,
CERBOE3IH27TH AT JEA ST 3K - ARTEHT AR EE L xR R m A EALI03275H 15 [HiiEmEE
O MEH EOERE] OUETIZOWT], SREIHASHAT JEAESEA EIK - ANEfA R =R xR R
A SRAEZZR09085E2 5 [HiAmED T EoEE] OSGETI S\ ] 123-5<)
[#€200] 5.2-5.5
ANYanyZ—-va JEREROMRICEE LT, B 2L, () KOQ) O % Ehiid 2 LR H 5,
(1) ~Vanyg—--al oYL FOWT N HETHRT 5,

WY U7 — BB, Bifaik, BEEE. PUANIE, RFBFFRGRER, #EPHURIE
(2) AABREMREIZLY ., BEBRROFTRR®S 5 Z L2 HRT 5,
7. BB R OB EOZEMICOWTIE, A RIA V%5535 L,
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V. BARICEAYTSIEE

3. BERUVAE=E
(1) BEERUHEESOM®E
[4%200]
(—HR R )

\|E. RAKIEZ 7 2a<A & LTLHA400mg (i) #2BNZ4 00 TRO&K G542,
ek, il ERIC XY EEEET S,

(RfER MR R AE)

WHE, A7 70 A~ A8 LTIHS00mE (F4f) ZA2[ENZ45 ) CRROEET 5,
B, AEER, JEIRIC L BEEEET S,
(ANYangE—-ER) BREE)

WEH RN 7Y Aa~A vl LTLER00mg (F1ff) . 7EF T2V kT & L C1a[750mg (F1i)
kO7a bR T A e B X —O3F & RIRFICIH2E], THREAOEREGT 5,

mEB. 77V A AR BREIDSUTHEMEET 52 LR TE D, 2720,

1[51400mg (/i) 1 H2[=]

ERET D,
[&850/MNRA. K54 1w F10%/MRA]
IV Mk - &
e - e S onyo
— MR YR E WE, DRI 7Y 2u~w g vl | AR L, @, NACEs 70 2e
L ClIH&EIkgH 7=V 10~15mg (Jifli) | ~4 > & LTIHEKEIkgdH 7= 0 10~
Z2~3[ENZA T RO 5T 5, 15mg (Jifili) %2~3[ENZ50 1 TR A%
Lo TR LTk, 1ERE | 515,
lkgd 7= v 15mg (Fffi) Z2~3ENZ550) | VoA R T iRk L ik, 1HKE
TRAKRET 5, lkgd 72 v 15mg (J)li) Z2~3[ENZ55 1T
7Rk, AR, ERICE VEEEET S, | TRAOKST 5,
2. AR, ERIC X TS,
%R R AEGERE | WE., NRIZIZZ ) 2u~w gl | AESRE L @E . NRICEZ S0 e
(oA ) ZfE S #fEME | LTIHERELkgH -0 15mg (Jiffi)) % | ~A > & LCIH{KEIkgH 72V 15mg
~A AN TV T LT | 2ENZGTTRAREGT 5, (i) Z2ENZH 0 TRRAF ST 5,
AT Ly s A | B, Fn, ERICE D EEERT S, | k. A, ERIC XV EEIEET 5,
(MAC) JiE
(fg7n)
[£8200]

AN anRyg—.. ol BREOIBECHET I e bRy A e EX—OBHEEBREBIZHOWVWTITL.
V-4, HEXKOCHEICEET2FE] OHESR

(2) RERUVAEDHRERRE -
(3) MEIGTRRRER 2]

V-5.

RHL
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aRICE I S HE

4.

RZERUVHAEICEEY I

7. BERUVAZICEET 538

[£8200]

(— RS )

71 EARRR CAIHEER A SR OBYER W LPEIED L U4 3 T fikicxt L, 1H400mgmy 25425 2 &
(CX V., EE2~5H RIS EICH D, rwﬁﬁwa%&ﬁipgﬁﬁﬂﬁﬁ5 ENREE LW, F
7oy LUF R T HRITE R OMEN S WVBYYETH D720, FRCREIK TOREICH L BE R ETIL, A
RS T, B2~ 3R R G- ik LR 2823 2081 B 5, 7ok, EG BT ITERSEL L=
BT, NI L VAR TIZAERERF (v RERRE) ~OEERLETHDH, [8.15H]

72 LUFFRTROIBEFCB O CTEMTHAT D Z ENEE LWV, BEOIERIZE U CHRAN LIRS

U TOWMEEZSHZICIHT 2 HAIOREAEBRE LESIRT 5 2 &,

7210 HEREL FOBEIZY 77 VO LA E ORENRH D,

7.2.2 invitrofiFH I OBFHIBW T, AFlE LR 7axH oIy 7araxd oo & fHAzhE (FHE
WD LFIER) N LNz EOHRENRD S,

7.3 77 I VT REYHEICH T HARKOFEGHFIZFERIE LCI4AME L, LEIS U CTHICHR G2 EE
T 5, [8.1&0]

CGEERMEMBERE)

7.4 FMACHE & UM% RIESIERRIEWGRE (=4 X) 1 D BEEMEMACIE DIFRIZH WS . ERNS O
HOHA RTA YV EEBE IR EEZIT) Z &

TSﬁﬂ@&ﬁ%Wi\uT%ﬁﬁﬁégkoBlﬁ%]

KRB 51
HMACHE %%@@%ﬁ%bk%Jﬁﬂi@%@%ﬁ&E%%@@E%ﬁi:kﬁ%ibwoi
. FFET 2 AN B D O TIHREK TRICEWL THEHZ2REDBSLETH D,
BRIMESEARSAEGRE (= %%%Xiﬁi AR BB 358 BT bkl 59~ & Th D,
A ) fE D BHVEMACTE

(NYanNya—-EnY)REEE)
76 7u bRy TIA e X =TTV 7T —LE LTLEBOmg, 4 A7 7Y —/)Ls LTIE20mg, 7
NRTTY—F FY AL LTIREIIOmEg, =Y A7 Z Y —)Lb LTIHEROMg X IR /) 7 ZH & LTlH
20mg DWW AFIZIRIRT 5,

[$850/MNERA. F34 20w F710%/NMEMA]

(— RS )

7.1 NROTH B BT A OEEH & (1H400mg) % FRET 52 &,

7.2 EARRR EAHEEZ A SRVBIER W LFEIED L AR iRzt L, 1 H400mg/n2#5925 2 &
2LV EE2~5H CRERITSEICH O, FEREPE L CH B II2~3@8MEET 2 Z EREE LV, F
7oy LU R TR RITEIE OBE N WIEYYE Th D720, FRCREIR FOREICH 2 BE R ETHE, 1A
%%T%\E_%4ﬁﬁﬁﬁ%ﬂﬁbf%%ﬁ%¢éz£mﬁéo&%\&5%%$Kﬁ%ﬁEMLt%

AT, ELDIC LV R T ICHNRERA] (F /v REHN R L) ~OEERLETH D, [8.15H]
73v/ﬁX7m DIRFICB W CTHMTHAT S Z E0NEE LW, BEOIERIZG U CHFRANLERS

LT OMEEZ BT 2 EA ORI A BE LERIRT 5 Z &,
1&1ﬁ%ﬁﬂﬁ@%ﬁmu77VHVV&%%L%@&®$%ﬁ@50

7.3.2 invitrofiE I OBFHIB W T, AAlE LA 7 axd v oIy Favaxdo 0 Lo e (FHE
W LFEIER) DNEO LN EDHREND 5,
(BRMEREFRSIERE (T4 X) (2S5 BEMEMACE)

14EW%@%%@ﬁ4F?4>A%%ﬂ%’ﬁm%&%ﬁ5:k

7.5 FRARMISUTHIE PR BN RO - bk 53 & Th 5, [8.15H]
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V. BARICEAYTSIEE

5.
(1)

2)

B R AR
BRIRT— 2 /Ny r—3
L7

BB
HMALT U > S, H3 M MR PESRBER (8L« ot/ MasE) . B3 B o4 2 NIREERYIR
LB ICBIT A~ oy Z— . o VEYE (5£200)
s ANV ansx—.rr ) EEEE (58200)
ENAA O AT SCIRE 2 BHERIRIL E LC, R 2 Ehi T 2 2 L < HEE 2TV, EFEEZ EAMTHD
ELTHERINT,
¥ XI-2. ZOMOBELHE SR

B PRI ER
1) —ARERE

R R N6~844 12 T, 100~400mg Hi[EIF 53R, & U1 H400~800mg (432) D 1~14 H #5305
EATo 7GR, BMRAER, M, URfEk, ML, (RE. OEX. IREHORE., Mg iR, mikEb
B, RBEIZOWT, 2RBREE L, AFICE D LB BEFRIIA NN 727,

) AFNO—REIIEI K LTRGBS TO D IER O EIE, slRADSE, @i 1H400mg (432) TH D,

2) BRUAETDEER (TAX) ITHESBEET/INITYSHL-FEHYLIYTLYSI R (MAC) fE
TR AGHIZRT LT, 75U 2u~A 2800, 1,200mgx HAEIRR 0BG L7/ %, M. TRl TEK & ONE
HAFED BN, WTFNLEER LD THY . BERMENHR SO,

TR RN 6BIIZ R LT 77JXE74//@%gmuﬁ%7MW%D&§LtF% M. THI & OALTO E
HARBOONT-Z L L0 BAEMICHERS D EE2BNTET, £ BERASHINCZZ 7 U A1~ A 3 400mg
1H2[E 27 A IR O%E L7 fE R, B, R &R OALTO FARERD SR, WTFNLLIREREDOTH Y .
BRMERHER S NTEY,

1) AHIOIHEREIETIREIEIN LTRGBS T D FER O &L, sAOSE, @H1A800mg (472) Tho,

3) BES- - TEBEEBICBITEANYINIZ— - EOV)BREE

(TEXDVY KRV Y TSI —ILEDFHRADISE)
RN 6Bl LT, 7 7 U Ar~A 2 400mgHAl, XLy 7 U An~A 3 400mg, 7EFXF Y >
KFI1,000mg}e (X F > Y 75 ) — L 30mg D37 % [FI R |2 Z2 fE R BA (AT O35 5 L 724 5. AR R & 72 R
FRBO b2, £, BERAB T T ) An~A 2 400mg, 7 EFX LU L KFI1,000mg
KT >y 75 —N30mgD3/|Z [FRZIH2[E7HE (1HH. 7H BiIX#ilEOR) KERG LR, IR
EREE 725 X O A EREECHAEMERITED ST, EBNMEEICRE B TADNR1o 7210,

) EBRENTWAHELOAEIL, @HE 27 7Y 2Aa<A 2 0200mg (LB U T400mgE THEER), 7EXF U~
KFET50mg, 5> Y 75 —A30mgx 1 H2ETHMEE Thb,

(TEXFIDIVKIPRUFTATSI—ILEDHRADIGE)
fREFER A B 126126 LT, 7T U Z2a~<A 2 400mg, 7 EF U KFILL000mg VA AT T — )L
20mg D3 % FRIRFIC BB O 85 L2/, ARMICKR & RBBEITRO bk o 72, £z, #ERAS T
RNz LT, 7 Z7 Y RAa~<A 2 400mg, 7EFXF VY KFIMI OOOmg&U\ZT‘)l 7 — )L 20mg D3 Al % [F]
ReIZLE2E7HRE (1H B, 78 BIXsALEIOA) EHR S LTCRER . BHEE ~ O EIZ OV T HRET L72as,
ok ERIRE & 70 D X5 B3 A b e o 1212,

) ARSNTWEHEROCHEIL. @F 27 7 ) 2Aa<A 2 2200mg (MBI U T400mgE THER), 7EFT U
KFT50mg, A A 7T —/L20mg%& 1 H2[E7HMH%ETH 5,
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V.

ARICEYT SIRE

3)

(4)
1)

(TEXFIVY KPRV SIANT SV —ILF )OO LEDOHRADIESE)

TR B 200t LT, 79U 2a~<A 2 0400mg, 7 EFXT Y AKTS0mgM RNTF T 5 — L)
kU w7 220mg34% 1 A 2[E17 H O£ U7z fE e, 3AI0F & G- o FF 58 BUT196 4451 (21.1%)
IO LN, ETRETHY, BELAEFEFRILRO N7, TOM, AmiE, LEXCEREICH
AL I DT RIS HIvT, ARMEAHER I,

) ARENTWLHEROHEIL, @27 T U Z2a~A 2 200mg (MBS U T400mgE THEER), 7EF U
KFT50mg, T X7 T —/LF Y v A10mgE 1 H2E]7HB#&RETH D,

RERGERHER
MERNER &2 B & LT BRIT I L T 2Ruy,

—REGE IR U, AR O MRy, SR PEIESE, MHERNIREESE ORNENRE, invitro, invivohlE 11 & 4 L |
1 H200~800mg D 432~3% 5Tt L 7o b S, B — iR A2 £ & D7 plifE iV T, 1H400mg 7728 5-TH
2h82.2% (694/844%) %R L7z, UMEL O EZ EEMAELOHES MK L, filkihZ B e Lz
EEMRIEGBR A £ L, AAE#R L,

NRIZEB O T, RNETERER 2> 5 Smg/kgDIENFI R AR A D200mgf 5 L 1FIFFR%ETH D 2 & A HEE S,
—IRBYEZ R & LSRR A £ O EGE D, 1B EEEBE R ORGSR 2 HeiR L7k
B NRIZIRTH10~15mg/kg 532~38 5. 2508 & ]k 7=,

HREERTEAER

ARG BR

O— M RERAE

a) MR LTY 7V An~A 2 400mg/H RS 7 <A 2 2600mg/ H CefHE3E) 2 14 H S e 5- LT
—HEEREBEARE H i L7 R AR GES AR NERSHIE) X, 2 T Y An A Y URE 90.1%,
ITHA VIR BI%TH 72,

b) EBMEKGEEYYEICRI L TY T Y 2a <A 2 400mg/H KO 7 7 7 12 /L1,500mg/ H Gt FE3E) % 14 H [
Afeh U C HEMKEERE i L7-f5 R, A GGah+a%, MNEERHE) X, 77V Aa~A
URE 773%. BT 7 7 a Lt 672% Th o121,

¢) AVERREMERHERICH LT U 2m~A 2 400mg/ H OV a <1 2 1,200mg/H Gt E3R) A7H
MR O G L C _EH MR e L2 fE 8., A%k CGE+a%, ZESHE) X, 77V Ar~
A URE 874%,. YVatwA T B 81.0%TH 71219,

d) LEMEFERICHLTZ U 2n~<A 2 400mg/H ROV a4~ 2 2-1,200mg/ H  (RFFRER) 27 H R
OPeE L C  HEMRKERZ L U726 E,. A% GE+H%,; ZESHE) X, 77V Aa~vA v
UEE 63.4%, Yat~A U 61.9% Tho727,

e) IEIEMEALIEMEERICR LT Y Zr~A 2 400mg/H KON Y 21~ A 2 2-1,200mg/ A CefAE3E) %410
HREISUII4H R A5 LT ESHRHERBR A2 30 L8, A4k CE+AR) 1%, 79U 2u~
AU 827%, =Y A~ A U 7191% TH 7219,

f) AMEEMERYYEICKT L TZ U 2Aa~A 2 400mg/H KON g <A 2 1,200mg/H Gt FREE) A3 H LA

EROEE L C EEMREGRBR 2 IE L 7R, AR GEo+A% ZESHE) X, 77V Aaw
A UBE 86.0%., YatwA T B 80.6%TH 7119,
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V. BARICEAYTSIEE

QBRMAERSERE (TA4X) ITHESEBEERA NI TYIAL-FEDLIYTLYS R (MAC) IE
EEALLETHERLRE (25 7 —%)
TRt~ A a2y TV L T LI T Ly A (MAC) JEZPED =A REFISAFNTH LT, 7T U A
1A 221,000, 2,000, 4,000mg/H % 63 i Je OV 12 R O % 5 L C E B MR EGRER 2 S0 U7, ARG
7 7V Aa~A Vo BHETRIZEB T 2 R E K ORI E 2 RIS S 4ERE CEMGE, Ui, R4,
L) CHEL, B EEAZE Uiz, 6EFRECIIW T ORE S 83%LL EDEFIRIIAZIMEZ R L, SEEEICH
BaEIT o, Ly LIIAFETIE, 1,000mglElT H~4,000mglEN A B m WA IMEZ R LT,

) AANOIEREEIEBEE IS L TAR SN TW D HEROHER. RAOSHE, @ 1H800mg (432) THD,

BEE - tZHEEEBICETAA) Ny 4— - EO ) BEE
(TEXIVI VKPRV SI OV TSII—ILEDHADIGSE)

EE AL THE R R

~Yany Z—.vaVEEo S iEE -+ R EE4AI06 2 50, TR I ~MFOEA Tzl
2[E7THRL Bl&EkeE, 7Y 7T —30mgar BIEE CII7EM, + fWEE CIIsEMR O &S L, Bk
OHEIZOWTRFT L, TR, BERTIy AZO~NY a7 ¥ — . Ea URERIZ, LFTO@EY Th
D, T2 ITT Y )VHEMBEZEAOEPHBIC S W TENL I RENRBD i,

FIA OB 55 ¥ 5514 T TR
7 Z ) ZAn<A 3 200mg (Ffh)
s TEX VY KFY 750mg (JIA) 2[E]/H 87.5% 91.1%
Z Y7 Z—) 30mg
7 Z ) ZAn<A 3 400mg (Ffh)
117 TEXTTY KT 750mg (F11h) 2[A]/H 89.2% 83.7%
Z Y7 Z—) 30mg
& Z V77— 30mg 2[A]/ H 0% 4.4%

/\U:/\&&»—tm RE
(fFERZW) Bl v L7 — BB I . Bk U2 IE O 5 B URE L LSt
(BRERWT)  HERIE, MRS EHAO SMRED I (RETON, TN TR4ABLU BB L Co e
BE T — 5P
~Yany Z—.va U EEo+ IR EE36M 2RI, FTE T ~VIEEOIAINT % 14 H R D
Beh L, HEROHEIZOWTHRE L, 2O/, BEETA~6HBZ O~ a7 X — . v'a U RERITL
To#wEY Thot,

£ IRHFN D1 [a] 5B Be 5. R TR
770 Z2m<A3 ' 500mg (i)
I # TEXRT U kT 1,000mg (F14h) 2[a]/ H 94%

7V 7Z Y —)L 30mg
770 Z2a<A 3 500mg (J14fh)

I Z Y 7Z Y —) 30mg 2/ H 37%

w | e

w | e |
R

VIEE S5V 75— 30mg 3/ 2%

BE T — 2P

~NY any g—-en VGO TIERREEE 28GRI, 7 T U An v A v TEFR VY KT,
TV TTY =R TROKGRETIOHH (10 HH58) &5 314 B (14 B 5588 #8 0 #&h- L 55 BRI
KD & A BET LT,
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V. BARICEAYTSIEE

FOMR, EKTA~60%O~) anNy X — - o URERILLTO@EY THY, 10HFK G L 148 B 58
T;E wuy)%hfxﬁ)’)t_o 357’:_\ ﬁzﬁﬁ LOI/\T%)% w._,&)%?}”bé?ﬁloﬁ_o

- - - e o
E SN EIEEER 5 [E% + I EEE
on 75 ) Zn~A 3 500mg (i)
wep | TEXVVY > KFa 1,000mg (F71ifi) 2[E/H s
Z V77— 30mg
an 75 ) 2n~A T 500mg (i)
wepe | TEXVVY > KFa# 1,000mg (F71ifi) 2[E/H 8%
Z V77— 30mg

B35 T — a2

~Y any Z—.en B0+ " fREEEEE4966 2 x5, FRldEEORERIEO W oA, TH2(E

7E|F'ﬂf§m%£fb RN R Z T LTz, ZORER, 5K T4 ﬁé@/\U Ry H— - va U BRERIILLTO
B Tholz, BHERAIZOWTIIEITRD N o T,

KK D110 55 Fe 5 [m% IR
75y 2u<A 3y 250mg (Ffh)
LACHE TEXT Y K 1,000mg (F14h) 2[A]/H 90.4%

Z V7T —) 30mg

TEXT VY KFAY 1,000mg (J4ll)
LAMZE A k=% —) 400mg 2[A]/ H 73.5%
Z V7T —) 30mg

770 An~A T 250mg (F71fh)
LCMEE A hra=4Y—/L 400mg 2]/ H 90.8%
Z 7T —)L 30mg

TEX Y K 1,000mg (F14)
OAMEf | A hE =% —/L 400mg 20E]/H 83.2%
F AT Z ) —) 20mg

) ARENTWAHER ORI, B 7 5 ) Au~<A 3 2200mg (KBTS U T400mgE THIET) , 7TEF U K
¥ 150mg, 7>V T T ~/1/30mg%1 H2[RI7A MG TH D,

(FEXDV) VKPRV AATSI—=ILEDHADIEE)

EEAATHERERES

~Yany z—. vn U EEOBIRE - + RS EE 22562 )R T o 7o A E B biatikic s v
T, 770 Rxma~wA vy, TEXVVI VKM, AT Z Y — V& TG E&ETIH2ETHBRO®RSL L,
RER OHEIZOWTRET LR, & ToEEDO~Y a Ny 22— va URERITILLTOHEY Th o7z,

o o . B
S IRF D 5 R BEEH g

7 ) Au~<A T2 400mg (Fif)
IR £ TEXT U KR 750mg (F4ih) 2[a]/ | 78.8%
FATZ ) —) 20mg

7 ) Au~<A T 500mg (Fiff)
i A TEFXTTY KM 1,000mg (1) 28]/ H 83.0%
FATZ > —) 20mg

P ang Z— - v n YR
URAeIT) R L7 — VBB R O 1S B
(BREEIE)  BREVRIEROEICISIT BB MA, MRFEIR A K OUR BB O TR COmANENE
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V. BARICEAYTSIEE

B T — 5
~Y gy = va GO TEEIN SUIRER I O+ R IR A 7876 2 %I G, T RIOHH D BREFEIE D
WA, TH2ET AR A #G U, AER ORI OV THRE L, ZORER, #5654 T48% OBREEIL
Ty Thol,

& HK D 1 [E]% 55 ¢ 5-[m1% TR
77 ) Ama~A 3 250mg (Jfh)
OAC250%f TEX VU KR 1,000mg (JI1MH) 28]/ H 83.8%

FATZ > —)L 20mg

7 Z ) Aa~A L 500mg (Ffh)
OAC500% TEX Y K 1,000mg (1) 2[A]/ A 96.4%
FATZ > —)L 20mg

7 ) Au<A v 250mg (Ji4h)
OMC250%f A ha=#Y—1 400mg 2[F/H 94.6%
F AT Z > —)L 20mg

7 Z ) An<A v 500mg (Jiih)
OMC500% A hE =&Y —/ 400mg 2[@/ B 89.8%
F AT Z > —)L 20mg

TEXTVU KT 1,000mg (1)

OAMZE A b =%Y—/L 400mg 2[A]/ H 79.0%
FATZ > —) 20mg
OP#f F A7 —/L 20mg 2[a]/ H 0.9%

B35 T — 22

~Y any Z—-vn U BEOEEI O BIEEERE 1606 2 554, LT OBREERIEO W% 1 H 2817 H
ZD%RA AT T — N 20mgZx 1 HIEBHEBEOES L, FELKOHAEICOW TR Lz, ZTORR, H54&T4
W% OBRERIL, RO ThHoiz,

=R
D | B B RS
=Rt
75 ) Zu<A T 500mg (i)
OACHE TEFR Y K 1,000mg (1) 2[\]/H 79.2%
FATZ > —)L 20mg
75 Zu~ A 250mg (i)
OMCHE A hwa=4Y—/L 400mg 2[a]/ H 85.7%
FRATZ > —) 20mg
OP#f A AT Z ) —)L 20mg 28]/ H 4.2%

) RSN TWAHENROHRIL, BHE7 T U Aa~<A 2 2200mg (LI U T400mgE THEETR), 7EF VU Kk
i 750mg, A A 75— 20mg% | H2E7TH 5 Th 5.
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V. BARICEAYTSIEE

2)

(5)

(TEXFVVI VKPRV SIANTSY=ILF RO LEDHRADIES)

EAE AL ITHE RIGHER

~NYanyyZ— - Ea VG0 -+ THEBEE EEZET) BE4ASBIZRICI T Aa~f Ty, T
EXTUY KGR OITARTF T =S R U O AOIFIGEHIC L D~ oy 72—« o ) RERE 2N
AT D Sk L RIEEA —EE MR A I L, FRRO4EEORERIED 2 b, Wi a1 H2[E,

TR S LT,
BBREMO%E, HIZT T T Y —F MU U L% BRI EIERE CIRTER, + R EEE CIxsiH
e D5 L7z,)
TO/R, BHETO~8WELDO~Y a7 Z— - Er YRERIT, TROLBYTHY, WTFNLORGRICE
VT H80% & A DFRERTH -7,
RADIE TR il T R
77 Y Amr~A Ty 200mg (i) . . .
RAC-IBE | 7% 33U » ki 750mg (i) e |G oo Goyia
5RT5/—F R A 10mg
75 Au~A > 400mg (Jff) . . .
RAC2HE | 7% kRt 750me () 2a/n | ol o oot
FRF 5 —F U 7L 10mg
750 An~A v 200mg (i) . . .
RAC3HE | 7% Ukt 750me (i) 2a/n | oy I
FRF 5 —F U 7L 20mg
75U Aa~A > 400mg (1) . . .
RACA4HE | 7332 U okt 750me (i) 2asp | oy | onnram
FRF 5 —F U 7L 20mg
BC-JRFEMFLFRIRD A » A 7 2 2.5%0 (FASR#AT)

HIZ, 77V Aa~A AR DI ERBRERASRIETHEZ R LR, LTFo#EY 7 7Y Aa~A

2 TR DFEBNZ 30 TERET =R DRV ME R 2358 8 & 417z,
Flo, 77V Au~vA v rOEHE (800mg/H) Off (RAC-2HE, RAC-4#E) OFRE=IX, (KH&E (400mg/H)
O (RAC-1#f, RAC-3H) OBRERICH L, @mWMERZERD bz,
75 Y 2 <A 2 MPEREF] O B R
42.1% N 57.1%
RAC- T8¢ (8/19431]) 45.5% RAC-2H (8/1441)) 55.6%
50.0% (15/33431) 53.8% (15/27431)
RAC-3%¢ (7/1441) RAC-4% (7/13451)
PN oy a— . Eu URIEE
2 Wk EY LT —PRR

(BRI )

%)

KREN TV HEROCHEIT

TGRS BT 6~ BC- IR FEABRIC L VAT 572

KFMT50mg, X7 Z Y —/LF R Y T A10mgZa 1 H2[E7H G TH 5,

R MHB
LB L

BE - WERFER

MM ERe L

28

IEH 7 T U Au <A 32 200mg (MEEIZRG U T400meE THIET]) |
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V. BARICEAYTSIEE

(6) aEIEH

1) FERARERE (—REARERE. BRECRARERE. FRARBELEERRE) . RERTRT -2
AE. HERTRBKRABROAR

@ —RRRRAE

AR A ISV T, —RIRGYEISS T D2 AR OARITUTO LB TH D,

EIERIZ W T,

VI-8. gIfEF ZMR)

BN

. . B (%) [hEL k]

e k B & () i
F G R YL FEAENE B e 87.8 ( 187/  213)
VRIE M B2 J G 93.1 ( 310/ 333)
A RIS 7S 96.7 ( 29/ 30)
8 B B2 iE 88.5 ( 309/  349)
IME; « BE K ORI 00 R 882 ( 506/ 574)
2 SRS MHEH - MR 942 ( 974/ 1,034)
Rk 96.5 ( 383/  397)
AR R 93.6 ( 1,355/ 1,447)
ffide. iR 91.1 ( 265  291)
1 PEIEIR #3973 25 0D — Rk 756 ( 354/  468)
PR B R YU E JRIB %% 89.8 ( 522/  581)
PE b AR RS R YE TESEE R 89.8 ( 520/ 579)
H 2R i Y E W H % 86.1 ( 105/  122)
) S e 9% 86.8 ( 334/  385)
Cip ANz aN S aEhig SR 89.1 ( 238/ 267)
JEYYIE o 7 [ 2% 928 ( 141/ 152)
AR 87.0 ( 94/ 108)
Z DAt 0D EYE JIT.F9 JE PR 5 1000 (28 28)
JEYMERG A 100.0  ( 1/ 1)
(7 Z U 248 AR A — K IE SRR AR

NG

. , B (%) [chEL k]

i roOBA () B
B R RS R RAENE B JE I E 87.5 ( 7/ 8)
URTENE: B2 JE e 947 ( 18/ 19)
U g e ) L REi 100.0 ( 7/ 7)
8 IR B E 947 ( 18/ 19)
IME « BE R O A O R 935 ( 43/ 46)
I e SR U diE WHEH - MEBRA 929 ( 695/  748)
Rtk 97.0 ( 230/ 237)
AR R 92.4 ( 744/  805)
Mg, WilRE 943  ( 509/  540)
2 PRI 9P 28 D Rk 833 ( 5/ 6)
JI5 8 R GE TG RGA 1000 ( 23/ 23)
H S BEIRUR Y E HHE % 0 ( 0 )
Bl S 705 (. 93/  132)
Z DAt PEATER 100.0 ( 51/ 51)
B A% 455 ( 5/ 11)
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V. BARICEAYTSIEE

Q@ BEEB-+TIEBEBICBTEAAN)aNYA— - EO) BREAE

(TEXIDI VKPRV S OV TSV—ILEDHADIES)

~Yany z—.vna YGOSR -+ RBIBEEEE 2 RITT o MR A IS W T, 77U Anm
~ A 2 2200mg~400mg, 7 EF U LIKFITS0mg KR NT Y T T — 0 30mg A 1 H 2T H R OG- L
fEFSERE FIC BT 2RIE ORBLRISoNY 237 Z— -« v U EHEKRRE OV TR EITo T2, 7B, ~
Vanyg—.vn ) ERak K OBREHEIX, BHARNY a7 Z—2220 [Hpylori EIxOZ W &I TA
RZA ) PICHET T,

ZORER, FIREHEICL D~ ans & —- v'n U EEHKEIT80.5% (2,014/2,50241) Th Y | #KGREFE TO
FERRB COREBEEREZRGHNB RO 7 ) 2u~ A ¥ o REEBHNCHE Lz & 2 ABEERRITITIT R
ThHoT,

EH, NV angZ— . vn ) BREREFGEI COAEMMEEZFE LIZER, [~V axs¥—.alkk
FIFEOBEED U | OIEFIOEHERFEIF31.3% (10/324]) TH Y, TBEER L] D81.1% (2,004/2,470%1) & Lt
RTHE (p<0.01) (KD o 7223, AL RS A CRREEIED 2B D R S TEFNZ I TT1.4% (5/7451)
DEHREDGF LI TN,

AT, BIERARBISEEIL.11% (318/3,49141) TH V. FH L7 ELRIERIX. TH., #ESEOFGE
ERRRFEOMRREE TH o7, LA LEORIERAOREITBMTH Y | BIESUIRE L T\ D, 72,
EE . IRAREE CORIWERZRBURILIZOWT, FRICHIBEE 725 S35 b o T-,

(FIWER ORI OV T, VI-8. RIEA &)

(TEXFIVYVKMPRUTATSI—ILEDHRADIEE)

i) RENRCERERR R (TR % iR 5R)

Y any Z—-vn Y EEORSE O B - -+ IR R & 5B T o T E NS IVAR T % AR a5
WZBWTC, 77V RAa~A Ly, TEXV VI VKW, AT 7Y — V& TFTRob & TLH2ETHME#
BOgth L, AR OHEIZOWTRE LT,

ZORER, BHEETOEBONY a7 & — - a VRERIILLTOM@EY ThHH | DAROBREFRITmAE TIZE
FETH T,

IX D1 B -
ARACIER T & B T+ teion En
77 Y Aa~A 3 200mg (1)
OAC 86.3% 75.7% 81.1%
. TEFX U LKFIT50mg (F11fh) 2[8l/H
4007 AT S 20mg (63/73451) (53/7041) (116/1434)
77 Y Aa~A 3 400mg (F14fh)
OAC 77.1% 82.7% 80%
. TEFX U LKFIT50mg (F11fh) 2[8l/H
800# F A5 — 7 20mg (54/7031)) (62/75431)) (116/145%)

FIZ, 77 ) Aaa<A vl DI ERBRE R~ MIETHEL RS LR, 770 2a~ A Y Umttho
JE] CRRE R AME MEA A3ERD BT,

B =
7 ) A< A UM 77 ) 2ua<A Utk
OAC4007F 86.1% (105/12245) 50.0% (10/20f51)
OAC8007F 88.5% (108/12245) 34.8% (8/23f3l)

P Y Ay g— - v UG
DU R T LT — BB OB R A A
(FREHIE]  BRERIEROEIC R 2 B R, Mk FRMER CRFFFLIARO T X TORAD BN,

FEIWERIZSWTIE, VI-8. FIEH &)
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V.

ARICEYT SIRE

2)

@)

i) FEEMEHRAETA (FERlFRA)

il (655 LA B) A RfGUTAT o TR IC BV T BRI H1383.8% (330/39445)) TH V. HiEE. + -4
e, BHIEE &+ RSSO AR VT IUCB W T HBREFRIT80%LL ETh -7z,

ZAAVETI, BIERRBUENIRIL8.5% (40/47361) TH Y . EREWERIZ TR, WRREFE TH-o7=, Frilely
RAEARTOLERE L LCL, FESEREZ A9 5 BE ORIERARBUERHRIZ11.5% 3R6%1) THv ., 1) #ED
8.3% (37/44715)) \ZHAZETRO bR o Tz, £To, BREREE 2 AT 2 BF I T4AFIE S 7 hy, BWERIZ
wE I oT,

BEHWEAOZEMZOW T, VI-8. BEITER M)

(TEXFIDYIKIPRUOSIRTSV—=ILF L) D LEDHERADIES)

~Yanyz—.va ) EEOBEEE -+ HEBEREE 2 XU T o EARERAEICRS N T, 77 ) Am
<A 3 200mg~400mg, 7 EF U LAKFHTISOmg KT RTF T —)LF kU T A10mgA 1 H 207 H R
A5G L, AZETICET 2RIERAORIURIL, ZRM%EXITHENEICE 2 2 BEREIZOW TR ZITo 72,
157 AR AR R A 12 B W T DRI R SUEBI3,1626] D~ U 2237 Z— B r U BREFRI1E80.68% (2,551451)/3,162431)
Tholz, 77V 2a~A L1 HENTORERIL, 400mgi R TI180.95%, 800mgflk F#E Ti£80.02% T
DEERETRO NIRRT,

Rl 72 ma A3 288 (Gknd, BWeEEZ AT 285, HEEEELZA T 2838 <. il s
A L7WEFT & R TRBUEFIENE < 72 2 FFET RERIERITRD b v o 7z,

il AR AR R A (2 33 1T 2 BV R BUE B =R 134.38% (16651/3,789%1]) T 0 | JEYYERBUEFNZ /2o T2, 728,
TRFRIE E C O BIVE S BUE B 5£1340.35% (205611/508(%1) Tdro7z, HEBL L= HRRIERMIZ, TR, RS,
WiB, BB TH Y . M HBETEICB O CARREEE TIT N L7ZBER X e o 7o, 7pds, EIEZREIE
AFEBIC TEb U o AfAE] THhoTo,

BIVE S BUER R I %2 M T BREY RRFICHOWT, SEEMTA2 LR L- & 2 A, BIERARIER RIC
LRI TRTE LT MR () ). TCAMIH®E (800mgiRAHRE) | XN [T LAXF—EHY | BiROL
i,

Rl 72 m a3 288 UM, @i, BlEREELZA T 288, FERRESL AT 58%) Tk, £k
BREA LRWEE LR TRBUEFIEN & R FFETRIAIERITRD b znoTc, 7k, Rk Tk
ILRERR ~D GBI 72 o 72,

EHWERIZ DWW T, VI-8. EIER &)

ARREFHLLTERFEDABXIEIERL-AE - ABROBME

D BREREFSERE (T4 X) [THESBEEEYAINITUIL-TEILaYT LYY R (MAC) JE
FERBGEFRA IV T, RIEEFISIFIH . BITEAIZ2361 (39.0%) (258D b, EDO TR OIIFHERERE LY
THINESME (8.5%) Thoto, iz, EIREHEIC L H2H231584.3% (43/5141]) TH V. MEFEIEZRIT
90.5% (192141) ThH -7,

Q@ BiEE - tHEREBICEITEA)INI2— - EOYRBEEE [§220007]

FERFAAEIC L0 . ~ Y any 2 —- v VEERGEHRICIENTY 7 U ZAn <A 2 AT DO ERIER
IR LToRE R, 2001420 5 ORI H 15%, 242 H19%, 34FEH14% (B4F1008%) Th v, FHAHIH
DIES MR E RRFERELIT A DRI T2,

Z it

[EJZA] 14) ~19), 21)~28), 30)~36)

WA RIS & Ui~ BB BRI E S DRERROME KO £ B Y Th 5.

FERHE RIS, W%, IMENIRRRZ D — . bk, E 2. R DA RME R . 1 TSR
BERRIEMERE (A 2) (TS BN~ A 2/ F U D L - FEY AR LT Ly s 2 (MAC) JEICKT 5 &
R K OH I -+ HEBIIHC BT B U 280 F—e B n U RYSEIC R 5 E B AR
H—T B CAFI DA ISR DTN B,
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ARICEYT SIRE

A= (%)

% B & [l L]
B R R R 76.7 ( 355/  463)
RAENE B2 S I E 67.1 ( 47/ 70)
URTENE B2 J I e 80.4 ( 131/  163)
VIoNig - U iR 818 (9 11)
8 R R 735 ( 114/ 155)
SME - BME R OVFAR RIS 00 &Y 844 ( 54/ 64)
I S Y i 81.9 ( 749/  914)
WHEE - MEdEZS 758 ( 50/ 66)
FabksE 884 ( 167/  189)
MR R 83.1 ( 123/  148)
Mg, Pl 88.4 ( 190/  215)
2 P R P 25 D Rk 740 ( 219/  296)
DR G JRIEH 87.0 ( 314/  361)
PE I N BRI e FESHAE % 84.6 ( 121/  143)
H SRR e 66.8 ( 155/  232)
HH % 66.0 ( 134/  203)
Bl S 724 ( 21/ 29)
BB 01 RS R IR Y E 83.0 ( 254/  306)
R 833 ( 115/  138)
o4 LB PR 2% 778 ( 49/ 63)
FR 857 ( 90/  105)
Z DD FEGRE 100 (9 9)
JI ¥ ) R A 5 1000 ( 8/ 8)
IR HPES 1000 ( 1/ 1)
; R (%)
® B & )
B RMEGRIEAREIEGERE (=4 X)) 12PE D FEFEMEMACHE
A A 500 (2 4)
CkE) (77.0  ( 114/ 148))
, Fh= (%)
k5 B % L4 1)
HIEE - + HBIBEEICBIT 2~ a7 ¥ — - vo VEYE (FRER)
(Fo 7TV =N EDHRDEE)
B (400mg) 'V 875 ( 84/ 96)
(800mg) *2 89.2 ( 83/ 93)
+ R (400mg) *V 91.1 ( 82 90)
(800mg) *2 83.7 ( 82/ 98)
CKE : 140 M#E) *9 87.6 ( 197/  225)
CKE : 10 M#s) *9 83.7 ( 103/  123)
(E : THRBEE) = 90.4 ( 103/  114)
(FATF =L DFHHDEE)
B - + IR (800mg) ¥ 788 ( 89/  113)
(400mg) *© 81.1 ( 116/  143)
(800mg) *7 80.0 ( 116/  145)
sk -+ R 96.4 ( 106/ 110)
(Gl =i v Y 792 (38 48)
(FRTT =T U UL EDOHADEE)
B (400mg) 87.7 ( 57/ 65)
(800mg) *10 89.7 ( 61/ 68)
+ R (400mg) 9 83.3 ( 45/ 54)
(800mg) *10 87.8 ( 36/ 41)
B -+ IRIES CKE : 100 [E#5) = 86.0 ( 147/ 171)
CKE : 7RIS #w 843 ( 140/  166)
(RN < 7 H R ) B0 938 ( 61/ 65)
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V. BARICEAYTSIEE

7ED) -

1E2) -

E3) :

1E4) -

1ES) -

7E6) -

) -

1E8) -

9) -

7E10) -

11

77 ZAn<wA e LTHEROOME (Aff), 7EF U vk E LCLETS0mg (Hft) KT Y 7FFY—n & LTI
30mg D3 %[RRI 1 F 257 B R 1 5,

77V Ar~wA e LTIE400mg (Fiff), TEF U KR E LCLETS0mg (i) KOT7 vy 7 Z Y — b LTClE
30mg D371 A& [FIMFHC 1 H 20817 B E#% 0 #% 5,

+HRBEBICR T DAY ans g — v VEGERE A xR E LR (7 7 U An~ A b LCLE500mg (F1f) .
TEXTVY VAR E LTIEIL000mg (i) KT v V75— k LClEB0mgm3#]% [FFFI21 B 2ERR O &5,

ARHN DGR K E13800mg TH 5,

+HRIBERSICB T AN ans X — - vn U BYYERE ExIR L LEERRR (77 ) An~A v & LTLE250mg (F
i), 7EXTTU AR E LTIEL0mMg (Hft) ROT > Y FTF Y —n & LTIEB0mgd3#] & [ 1 H2E% A #5),
ARHN O 7RI K BRI E800mg TH 5,

77V 2Ar~A e LTLEI400mg (F1ffi) . 7EF U kR E LTLREIT50mg (Jiffi) kO A 7Z > —/L & LT1[E20mg
D3F| & R H20E7 B B 085,

77 ) Aa~wA L LTLE200mg (i), 7EF U LokFid & LCLET50mg (Fiffi) KA 27— & LT1E20mg
D3FN Z [RIRFIZ 1 A 20007 B R S (PN o RIS ARSE % R R)

77 ) AawA & LTIE400mg (Jiffi) . 7EF U vAkRi E LCLRIT50mg (i) K OVA A7 F Y — & L C1[E20mg
D3FN % RN B 20807 B B 0B S (EN O RERTE% R ER)

77V Ar~vA e LTIREIS00mg (i), 7EF U wKffm e LTLEL,000mg (Jiffi) KOA AT Z Y —& LTlE
20mg D37 % [RIRFIZ 1 B 2[808% 1 e 5,

ARAN OGN R1F800mg TH 5,

77V Ar~A v LTLER200mg (Off), 7EFT U vk E LTLET5S0mg (i) R OT_T T — L R ok
L C1EI10mgD37 % [RIKFIZ 1 H 2[R17 H F# 0#% 5,

77 Ar~wA b LTLE400mg (i), 7EXF U Lk E LTLEITS0mg () RN T T TV —F oAk
L C1E10mg 37 %[RRI 1 A 2[5]7 A IR O # G-,

B« RS RT A~ any Z— - vn VEYYERFR R E LBERRR (77 ) 2a~A 22 & LCLES500mg (7
i), 7EFT U AR E LTLEILO00mg (i) KOG _TFF Y —nF hU AL LTE20mgd 37 % [FIFHC 1 A 20 05
5o ARANIO KRR KA EIT800mgTH 5,

R 97 %

WNREF G L KRR OBEIIRO LB TH D,

, FHh= (%)
B R & [ k]
R G R} e R YL 91.7  ( 22/ 24)
FEAEME 7 G R 80.0 ( 4/ 5
VRIEME R W RS 1000 ( 4/ 4)
Vg - U U iR 1000 ( 7/ 7D
B R E 833 (5 6
IMEs « BME e O A1 00 IR IR 1000 ( 2/ 2)
2 SRS 93.7  ( 550/ 587)
NHEE - METESS 93.1 ( 54/ 58)
FabkgE 958  ( 92/ 96)
BMERE R 89.6  ( 121/ 135)
ftige. FfifRiE 949  ( 282/ 297)
8 P I e 25 0D YRk G 1000 ( 1/ 1)
5 TR E TGN 2% 989 ( 90/ 91)
H S BEIRUR Y E 885 ( 69/ 78)
RE R 887 ( 63/ 171)
FIENETS 857 (6 7
Dt PEATEL 100.0 ( 28 28)
B H 86.7 ( 39/ 45)
, FHh=E (%)
kB & L ]
e RVESIEADIEERE (A ) 1ZPE S FFREPMEMACHE CKHED) 61.1 ( 11/ 18)
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VI. EHEHICEII HIEE

1. EEZHICEESHIILEMRITLEHE
TUARAYA VY AETA vy TV ARuVA Ly adFiRuvf vy Vadeg ol
) AFRTEF IR
EE  BEO D 2 LEMONEEUINREFIL, BHOBE LS NI/ LELZEZRT DL L,

2. ZEIEER

(1) EFERLL - 1ERHER
HMEDOTOSY AR Y —ADS0SY 7 2= b LFEE L. EHA
FRRIC &> TR EMER 28340,

o

A E T 2%, BUEERR2ITHEITHY |

(2) EMEEMFTHHEBRE
1) MEARY MLEUIES (in vitro)
T HERE K OB PR 43 BIERR D Staphylococcus sp... Streptococcus sp.5 D "5 LEVEEEY ) Haemophilus, Branhamella
DD 7T AEPEEC | BKMEEY . Mycoplasma®** 4© | Chlamydia sp.%7 % | BFELAEEY | Mycobacterium
avium complex® ™2} ONHelicobacter pylori®™>~" 525t L CENT-PLE IR BTz,
O— AR R AE
77 DRI T D HE AR A
(PFfEA R ¢ 10%cfu/mL)

I MIC (pg/mL)

CAM EM M ABPC CEX
Staphylococcus aureus 209P-JC 0.10 0.10 0.20 0.025 0.78
S. aureus Terajima 0.10 0.10 0.78 0.10 6.25
S. aureus Smith 4 0.10 0.20 0.78 0.05 1.56
S. epidermidis 1ID866 0.10 0.20 0.39 0.39 3.13
S. epidermidis sp-al-1 0.10 0.20 1.56 0.10 1.56
Streptococcus pyogenes 11D689 =0.012 0.025 0.10 =0.012 0.78
S. pyvogenes J-1 0.05 0.05 0.20 0.025 0.78
S. pneumoniae 11D552 0.025 0.025 0.10 0.025 3.13
S. pneumoniae 11D553 0.025 0.05 0.10 0.025 3.13
S. pneumoniae 11D554 0.025 0.025 0.10 0.05 1.56
Streptococcus B group 1 0.025 0.025 0.10 0.10 3.13
Streptococcus C group 1 0.05 0.05 0.39 0.025 0.78
Streptococcus G group 1 0.025 0.05 0.20 0.025 0.78
Enterococcus faecalis ATCC8043 0.05% 0.05% 0.39% 0.20 50
Micrococcus luteus NTHJ 0.025% 0.025% 0.10% =0.012% 0.05%
Corynebacterium xerosis 11D551 0.025% 0.05% 0.39% 0.20% 25%
C. diphteriae 1ID526 =0.012% =0.012 =0.012% 0.39% 0.78%
Bacillus subtilis ATCC6633 0.10% 0.20% 0.39% =0.012% 0.78%
B. cereus ATCC9634 0.05% 0.05% 0.78% 12.5% 3.13%
B. anthracis TID502 0.10% 0.39% 0.39% 0.025 1.56%

(B AL FRIE AR REIRZYE U 72 R ATIRYE)
CAM: 77V A~ vy, EM: )2~y IM: Vah~A >, ABPC: 7oEV UV, CEX: &7 7 L%
% 1 b B AR
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VI.

EEE(CRHd HIEH

77 RIEMEEICRT DR AR p i

(B : 105%cfu/mL (% : 10%cfu/mL))

. MIC (ug/mL)

i CAM EM Y ABPC CEX
Escherichia coli NIHJ JC-2 100% 100% >100% 6.25 6.25
E. coli K-12 25% 25% >100% 3.13 6.25
Salmonella typhi 11ID610 3.13% 3.13% 3.13% 0.10% 3.13%
S. paratyphi B 25% 25% >100% 0.39% 6.25%
S. enteritidis KB-21 25% 50% 100% 0.39% 6.25%
Shigella flexneri 2a 12.5% 12.5% 100 3.13% 12.5%
S. sonnei EW-33 12.5% 25% 100 6.25% 12.5%
Klebsiella pneumoniae IFO3317 50% 50% >100% 12.5% 6.25%
K. pneumoniae 3K-2 25% 25% >100% 25% 6.25%
Serratia marcescens 1ID618 100% 50% >100% 25% >100%
Enterobacter aerogenes IFO12010 50% 50% >100% 6.25% 12.5
Proteus mirabilis IFO3849 >100% >100% >100% 3.13 12.5
Pseudomonas aeruginosa P-32 12.5% 25% 100% >100%* >100%*
Branhamella catarrhalis NNBr-1 0.10 0.20% 0.78% — —
Neisseria gonorrhoeae J-1 0.10% 0.20 0.78% 0.39% 3.13
N. gonorrhoeae J-4 0.10% 0.20 0.78% 0.10% 3.13
Haemophilus influenzae 11D998 6.25 3.13% 25% 0.20 6.25
H. influenzae J-13 6.25 3.13% 25% 0.20 6.25
Legionella pneumophila ATCC33152* =0.0313 0.0625% 0.50% — —
L. pneumophila ATCC33215* 0.0625 0.125% 0.25% — —

(A AL HRIEF A UEE I HE U 7 R A IRIE)

CAM: 77 An~vwAvy EM: =Y Au~vAf v IM: VatbwA4 v ABPC: 7o U CEX: 77 L%

RS ANEE

BESPER KT 2P A7

(iR & : 10°cfu/mL)

. MIC (ug/mL)

i CAM EM Y CLDM ABPC
Peptostreptococcus anaerobius ATCC27337 =0.025 0.05% 0.20% 0.10%* 0.10%*
P. magnus ATCC29328 0.78 1.56% 0.78% 0.78% 0.20%
P. micros VP15464-1 =0.025 =0.025% =0.025% =0.025% =0.025%
Streptococcus constellatus ATCC27823 =0.025 0.10 0.78 0.10 0.39
S. intermedius ATCC27335 0.05 0.10 0.78 0.10 0.39
Staphylococcus saccharolyticus GAI5520 =0.025 =0.025 =0.025 =0.025 =0.025
Propionibacterium acnes ATCC11828 =0.025% =0.025% =0.025% =0.025% =0.025%
P. granulosum GAI7414 =0.025% 0.05% 0.10% =0.025% =0.025%
Bifidobacterium adolescentis ATCC15703 =0.025% 0.05% 0.05% =0.025% 0.10%
Eubacterium aerofaciens ATCC25986 =0.025% =0.025% =0.025% =0.025% =0.025%
Clostridium perfringens GAI 0.10% 0.78% 1.56* =0.025% =0.025%
C. septicum ATCC12464 0.10% 0.39% 0.39% =0.025% 0.05%
C. tertium ATCC19405 0.20% 1.56% 0.78% 6.25% 0.05%
Bacteroides fragilis GAI5562 0.39% 1.56% 0.39% 0.10% 12.5%
B. vulgatus ATCC29327 0.39% 0.78% 0.20% =0.025% 0.78%
B. thetaiotaomicron WAL3304 3.13% 6.25% 1.56* 3.13% 25%
Fusobacterium varium GAI5566 >100% >100% >100% 1.56* 1.56*
Veillonella parvula ATCC10790 6.25% 12.5% 12.5% 0.05% =0.025%

RS ANEE

(A A SRR R R E B fi /N8 T BILLE SR L U 7o SR PR
CAM: 7 Z)An~vA vy EM: Z)Aun~vA vy IM: Vath~vA vy CLDM: 2 ) v 4~ A ABPC: 7BV Y v
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VI.

EEE(CRHd HIEH

Z DO KT DHEE 227 L (1) % 464

(B & : 102~ 3cfu/mL)

MIC (ug/mL)

& CAM EM M RKM MDM MINO DOXY

M. pneumoniae FH 0.00625 0.00625 0.025 - - — —

M. pneumoniae TID Kawanishi 0.0078 0.0078 0.0313 — — — —

C. trachomatis B 0.05 0.78 — 0.39 0.78 <0.025 <0.025
C. trachomatis La 0.10 1.56 — 0.18 0.78 <0.025 <0.025
C. trachomatis D 0.005-0.01 0.03-0.14 — — — 0.01 0.02
C. trachomatis E 0.01 0.02-0.14 — — — 0.005-0.01 0.02-0.03
C. psittaci MP 0.025-0.05 1.56* — 0.05-0.10 0.18-0.78 <0.025 0.05
C. psittaci Izawa 0.025-0.05 1.56* — 0.05-0.10 0.18-0.78 <0.025 0.10

(A7 a4 52—3k)
CAM: 7V An~<AYy, EM: ) 2a~vA,vy IM: Vath~A42 2, RKM: ax%Z< A2 MDM: X5 h~A T,
MINO : X /%A 27U, DOXY: R¥T AU

PSP AN= L
ZORDEIZX T D HIE A~ b (2)*
(BFE & : 105cfu/mL)

;. MIC (ug/mL)

i CAM EM Y ABPC CEX
LI
S. aureus 209PL 0.10 0.20 0.39 >100 >100
S. pyogenes 1241 0.05 0.10 0.39 >100 >100
E. coli EcL-N5 0.05% 0.20% 0.39% >100 >100
FEHE
S. aureus 209P-JC 0.10 0.10 0.20 0.025 0.78
S. pyogenes 11ID689 =0.012 0.025 0.10 =0.012 0.78
E. coli NIHJ JC-2 100% 100% >100% 6.25 6.25

RS ANEL
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VI. EHEHICEI HIEHE

EEIR D BERRIC 3 1T DI M0 A (77T A1)
(BEFE & ¢ 10%cfu/mL)

il ® A FERE MICso (pg/mL)
S. aureus CAM 765 0.20
EM 765 0.39
M 661 0.78
RKM 250 0.39
ABPC 158 3.13
CEX 75 6.25
CCL 166 3.13
S. epidermidis CAM 262 0.10
EM 262 0.20
M 262 0.39
RKM 100 0.20
ABPC 76 3.13
CEX 75 12.5

CCL 61 1.56
S. saprophyticus CAM 10 0.20
EM 10 0.39
M 10 1.56
AMPC 10 0.39
CCL 10 1.56
S. pyogenes CAM 274 0.05
EM 274 0.05
M 274 0.20
RKM 164 0.20

ABPC 49 =0.025
CEX 31 0.39
CCL 61 0.20

S. pneumoniae CAM 166 =0.025
EM 166 0.05
M 165 0.20
RKM 45 0.20

ABPC 73 =0.025
CEX 24 1.56
CCL 14 0.39
S. agalactiae CAM 21 =0.05
EM 21 0.10
M 21 0.39
AMPC 20 =0.05
CCL 20 0.39
a-Streptococcus CAM 44 0.20
EM 44 0.20
M 34 0.78

ABPC 34 =0.025
p-Streptococcus CAM 14 0.05
EM 14 0.05
M 14 0.20
RKM 14 0.20

(A AL PRIE P AR AR I HE U 7o FE R AR A BRUR)
(Chemotherapy, 36 (S-3) , 1988% H[MT K IERUSRAER])
CAM: 7ZVAa~wAvy, EM: m)2u~<Af v IM: Vath~waf
RKM: ufx&%~ A1, ABPC: 7 v Uy CEX: 77 L %, CCL: 8777/l AMPC: 7TEFXFT U
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VI.

EEE(CRHd HIEH

EEIR D BERR IS I 1T DI M0 A (77T ApatkEE)
(BEFE & ¢ 10%cfu/mL)

T #* Al LSS MICso (ug/mL)
B. catarrhalis CAM 110 0.10
H. influenzae CAM 345 3.13
ABPC 124 0.39
CEX 32 6.25
CCL 62 1.56
C. jejuni CAM 83 0.39
RKM 57 0.10

(B AL B L AR AER T HE U 72 FER AR A RIE)
(Chemotherapy, 36 (S-3) , 1988% H.0MZ RIERIZRAER))
CAM : 7o) An~<wAv  RKM: a¥¥<A4, ABPC: 7V, CEX: k77 L ¥, CCL: 777/

BEIR D BERR IC 3 1T B I oA (B X OV DD )
(* MR R ¢ 100cfu/mL/** BEFEE & : 102 8cfu/mL)

fi Al BRI MICso (ug/mL)
Peptostreptococcus sp.” CAM 108 0.39
M. pneumoniae™ CAM 50 =0.003
EM 50 0.006
M 50 0.006
C. trachomatis™* CAM 15 =0.006
EM 14 0.10
MINO 15 0.05
TC 14 0.10

(¢ o A AAE PSSR B B/ NJ8 T AL PR BE VR S UE U 7o SRS IRE /%% s~ A I m 2 A 2 —1h)
(Chemotherapy, 36 (S-3) , 1988% H1.[xZ K IERUEKAETT)
CAM: 77V AavwA4 vy EM: 2wy IM: Vath~A42 > MINO: X /%A 27U TC: 7 hIHA47 1)

BRRDBERRICIRIT D 7 TV 2~ A 3 DRSS (TR - 19964E1~12H) ¥
(BEAi &« 10°cfu/mL [ MR 13108 cfu/mL] )

i BRI MICso (ug/mL) MICy (pg/mL)
S. aureus (MRSAZTe) 75 0.05 >100
S. pyogenes 50 0.05 0.1
N
77 Kbt S. pneumoniae (PISP, PRSP&7¢) 50 1.56 >100
p -Streptococci * 50 0.1 0.2
B. catarrhalis 50 0.1 0.2
o B. pertussis * 10 =0.025 0.05
'S A
77 AR enzae 50 3.13 12,5
C. jejuni 25 0.05 0.1
e Peptostreptococcus sp. ** 50 0.05 25

(AR IR A AR R T HE U 72 FER AR A BRIE)
* . S agalactiae 208k, S. dysgalactiae 108k, S. anginosus 108k, S. canins 10££
** . P anaerobius 108k, P. asaccharolyticus 108k, P. magnus 108k, P. micros 108k, P. prevotii 10£%
# o 19954E1 A ~19964E 12 A # itk

QEREBMHITAaANITY YL - FEYLOAYT LYY R (MAC) fiE

BER YBERR IS 3BT BISZ S AT (A a7 F YL - T LAary 7Ly A (MAC)) 4%

. MIC /mL
A _ (ng/mL)

Bl 50% 90%
ToAUuNA T 8—32 16 32
VANV Q= A=V 4 0.25—4 2 4

(BACTEC and Agar 7HRiE)
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VI. EHEHICEI HIEHE

@ Janys— - 0 EEE
B Y BIERR (235 1 D sz oAt (Hopylord) Y

A FEpHIZ BT D= M55 41  (H.pylori ATCC 43526) >

(B & : 10°cfu/spot)
3 OA [l MIC range (pg/mL) MICso (pg/mL) MICs (pug/mL)
TEXTVVY 46 0.025~0.10 0.025 0.025
VANV = s VAV 77 0.05~12.5 0.05 0.05
(ER P ARIE)

(JEFRE & : 2 X 10°cfu/mL)

HFEpHIC I 2 A (Hopylori)

MIC /mL
% {g/ml)
pHS.5 pH6.5 pH7.3 pH8
VAV IV = V4 0.25 0.03 =0.015 0.03
(PR ARAIRIE)

(BEREE & © 10°cfu/spot)

e MIC/3Afit  (ug/mL)
S E
A PR pH7.2 pH5.5
VANV = V4 25 0.004—0.06 0.06—1.0
TEXFTVVI 18 0.004—0.12 0.015—0.25
(FEREARATIRIE)
PLEI L 70 YT Z Y — Vo HzE (Hpylori) > )

(BEFEE & 10°cfu/mL)

s OF R (EREE)
2ER |
A PR FR I R AT
A NV.S= s Va4 18 5 13 0
TEXTVY 18 2 15 1
SFICHS = BERREDZ 77— )L DMIC Bl 5 ) 2u~A v OMIC
H SL VTS — LEMOMIC 75 Zn~A 2 BRMOMIC
e PHARDZ YT F Y — L OMIC PEARED T EX Y L DOMIC
SFICEEH = ——= — ———
F )T T —)VHADOMIC TEX VY HEMOMIC
FASRMES « SFICZ0.5, FEINYEM : 0.5<ZFIC=1, 7L : 1<ZIFICZ2
(BB EE)
pHIZ N v 7 2~xAag v % .pylori
LFpHIZBITAT7TEXF Y 7T R A OUHZE (Hpylori) 7
(Bl & 5% 10%fu/mL)
. e OF AR (ERED
B fhpH
frittp PR FIRIE FN{E AU
pH7.4 24 5 13 6
pHS5.3 24 8 12 4
SFICIS — PEHREDO T EX 2 U o DOMIC BEAMED 7 5V 2a~<A v OMIC
" TEX LY LEMOMIC 75 2= A 2 BIOMIC
FHRVEM : ZFIC=0.5, FAEM : 0.5<IFIC=1, 72L : I<IFIC=2
(BT MR EE)
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VI. EHEHICEI HIEHE

KREpHICBIT D7 7Y 2u~A v e TEX VI VUIA AT T Y — L L ORISR (Hpylori)
(BEREE & © 10°cfu/spot)

Al W < 4 CAM & OOfF A (FICHH) ©°
[Ep pH7.2 pH5.5

TEXVVI Y 18 0.52~1.50 0.50~1.50

ARATZ = 18 0.50~1.50 0.24°~1.24

a: FICHEH= (DA DOIEFADMIC /SEHIAHADOMIC) + (Hf I I D FEHIBOMIC, $EHIBHLAI DO MIC)
o FATRVEM : FIC<0.5, FAMNYEM : 0.5=FIC=1.0, #5H{/EM : FIC=2.0& L7=,
c:  2KEMFICIHER <05 THEIEH AR LT,
(B T3 E )

BHpHIZBIT 57 7V Au~A L EITEX VLY v TRT TV — ) v oLt OfHR

(H.pylori)

(BEMEE & : 5 X 105cfu/spot)

. e ot o % %
= et | @R | SRCHEGAN | e
PESE T 5.5 27 0.38-0.75 10 17 0 0
7.17 27 0.37-1.00 15 12 0 0
5.5 27 0.50-2.00 1 13 13 0
TEERvY IS 717 27 0.50—2.00 1 25 1 0
SFICH % = (O H I D FEFI A DMIC,/ $EF A Al OMIC) 4 (1 e D FEFHIBOMIC,/ $EF7 B EL Al DOMIC)
FHZEVER : SFIC=0.5, AHAMEMA : 0.5<ZFIC=1, #ERI% : 1 <IFIC=2, #EHI/EM : TFIC>2
(R 1M E 1)

2) BEBHHNE
T S IR ACHE L BREE BJERREIC 5~ 7 A OIERENIRHAT X 2 IRYLDIIIA R A BT L TR
WP IO K LT OB T BT DALY,

~ 7 ARGENIR G 69 5 JRGLBLEIZh . MIC : 10%ells/mL

n=20
- R R MIC
SEK 4] ED k.
CAM 0.20 | 14.4
S. aureus EM 0.39 67.2
. 6.3 %106
Smith M 3.13 206.8 |
RKM 039 181.5 |
CAM 0.012 6.0
S. pyogenes 71%105 EM 0.012 62.4
MS15028 M 0.10 205.0 |
RKM 0.025 1779 |
CAM 0.025 | 7.1
S. pneumoniae EM 0.05 | 314
3.4X10°
MS15024 M 0.20 | 86.7
RKM 0.10 | 114.9

CAM: 772~ vy EM: =)A< vy IM: Valh<vf vy RKM: ¥ ¥~ A v
FEFHN G RRYLIRFR] % 1 0% 1 e 5

OREEES: R
BHTPER L
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VI. EWMEREICEY S1EE

1. MPEEDHR
(1) ABEEEMLmGEE
MR L

(2) ERRRGREBRCHER IN-OPRE
1) BEEBA (—HRRkEE) 0
O H[EEE
EFERRAIZ 7 7 U 2~ A 22200, 400mg#% ZEfEIFHLEIRE D& 5 LTz & & OB M PR EHER K 0% X F
A—FEIILULTOL S ThHote, NAFT vEAIE)

(g g/ml)
25
2.0
il
th
&
1.0
0.5
0
Fe 5 Z OB (b
Crnax Tmax Tirn AUC
(ng/mL) (hr) (hr) (ug * hr/mL)
200mg 1.16+0.10 1.93+0.39 4.04+0.20 8.98+0.64
400mg 2.24+0.30 2.74+0.65 4.36+0.31 20.30+1.52

PEE RS (n=8)

fERERRAIC Y 7V ZAr~A 2 2200mg (J)Mfi) ZZ2fERFHLERE OG- L, ®EiRik2 v~ 277 7 (HPLC) ik
THE L& 2 A, MiEHFITIERZCAE L OVEYEE Y O 1AM KL EDIZIE R EFE L, T OAREMEIX
Bioassay Cll & L7- iR L 1ZIE K Liz, HPYBEE T A =X ([ZKRDO LB TH-7-,

Cmax Tmax T1/2 AUC
(ng/mL) (hr) (hr) (ug-hr/mL)
S S A2
7j7)x[z;§;“/ﬁﬁﬂ@ 0.480.03 2.140.4 7.9940.19 5.69-0.26
75U ArwA oo ROl 0.65+-0.07 18+04 3.83+0.14 454+042

PEE RS (n=8)
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VI. EMENREICEIT H1EH

@ s
RN T U A< A 2 1E200mg, 1H2[EZ 14 H R, FR27E 2R ER NG L, 1, 7, 27E#& 5%

DO MAFPREHERE L DK /XT A —ZEIZLL T O X 5 ThoTz, (A AT v&A1E)
(4 g/mL)
20 O 1EHE 5%
A TEE 5%
@ 27514
o 1.5

" 1.0

0o 1z

* b g oy .
Cinax Tmax Tz AUC
: = (ug/mL) (hr) (hr) (ug - hr/mL)
1 (n=8) 1.79+0.21 1.4+0.17 3.40+0.14" 9.00+=1.06
4 (n=8) 7 1.90£0.19 1.9+0.3 4.26+0.54 10.84£1.04
14 (n=7) 27 2.06%£0.26 1.9+0.2 4.20+0.25 12.39+£1.67
ST+ P

Y p<0.05 ( vs27[E % E-)

2) BERA (N)aNRY 42— ED0) BRESF)

O H[EEE

(TEXDVY VKPRV Y TSI—ILEDFHADISE) ¥

EEERAIZZ 7V 2An<A 2 2400mg, 7EF T LKFHL,000mg, T2 Y T T — N 30mg % 3R R,
£V 7V An~vA 2 400mga HAICEMERFEREIRR O&K G Uiz & X O PREHER K OE /T A — 2l
UTDOEIThHot=, TEXFVV IV VKFIY, 0V 77—V EDJFARRICRBITS 7T 2a~A D3
WyEhREIL, HMBE R L i LT RIERR S b ive o 72, (HPLCYE)

G AT A L

—e— 3l [+ 5
—A— S

AT E

0 - T T T T T T T T

5 ORI
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VI. EMENREICEIT H1EH

Cmax Tmax T1/2 AUC
¥ 2
CiRlIESES (ng/mL) (hr) (hr) (ug * hr/mL)
3500 H 1.39+0.64 2.00+0.63 45+2.6 10.36+3.84
BB 1.25+0.95 2.67+1.75 7.1£2.7 10.68+2.89
B p=0.658 — p=0.134 p=0.789
ED *HEo0H Ht6E. 3FI0FH & HME 5 O (Toad IR EET)
SR AR R 2 (n=6)
75 ) Zn~<A T AREY
1gmlL
2,
—o— 35
—a— S
1.5
i}
=
h
14
iy
0.5
0 T T T T T T T T T
01 2 3 4 6 8 12 24
Be5-1% ORER (hr)
N Cmax Tmax T1/2 AUC
22
ﬁ'lf’ﬂq *{4: (ug/mL) (hr) (hr) (ug . hI‘/l’IlL)
3HI0FH 0.78+0.28 1.83+0.75 7.4+2.0 8.02+1.98
B 5. 0.75+0.37 2.33+1.03 9.5+33 8.19+1.66

P = FEER S (n=6)

ARENTWAAEROCHAEL, @FEY ) 2a~<A 2 0200mg (LB U T400mgE THEER), 7EF U v
KFT50mg, TV 75— 30mgE 1 H2ETHMEE Th D,

%)

(FEXVVYUKMPRUA A TST—ILEDHBDES)
fERERANICZ 7 An~A 2 400mg, 7EF T2 U AKFIL000mg, A A 7T —L20mg A 3HFIERFIZ, 22
JERFREE OG- L7z & EDIMFREHB R OENT A —ZEIIUTO LI Tholze, 77V Au~vf U Kk
W7 72~ R (M-5) OFEHMERREIZONTH2MEMICE —2 2R L, FEEIEEZEh
526} U812 T U720 Coa X PAUColE 7 TV 2~ A 32 T1.34+0.47pg/mL } 180.22+2.16pug - hr/mL,
77U 2a<A T R (M-5) T0.81+0.23ug/mL} (19.84+ 1.54pg-hr/mLCTd> - 7=, (HPLCHE)

(pg/nl)
——JF VAR,
% i et 7Y Zue A VR 5 M-5)
—— GV RuvL Yv+s T ) Ruel v RE
ul
15 3
2.0
i
s
L0
0 T T T T T
0 4 8 12 16 20 24

$e 5% O] (hr)
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VI. EMENREICEIT H1EH

Cmax Tmax Tl/2 AUCO-24hr AUCO-w
(ng/mL) (hr) (hr) (ug * hr/mL) (ug * hr/mL)
g 2a~w A 1.34+0.47 1.83+0.69 5.26%3.01 9.71+2.30 10.22+2.16
7oy z2u~wAr
- 0.81%+0.23 2.04+0.78 8.12+t2.12 8.44+1.68 9.84+1.54
KE (M-5)

TEE AR R E (n=12)

) HENTWAHEROCHAEIL, BH2 5 2Aa<A 3 2200mg (LEIZRS U T400mgE THEER), 7EXFT U v

K T50mg, F A 75— 20mgH | H2[ETH B 5 Th 5,

Q@ KEHS
(ZFEXOVY KPRV S VY TSIY—ILEDHADER) 0

fEFERAICYZ ) 2m~A 2 400mg, 7EF U L AKMMLL000mg, T2 Y 75 —L30mgk 3HIFIRC .
1H B IZ#IZEfErE, 2H B22H6H BITEIR®Z KO &% O1H2[E], 7H BIZEZEERICRO#E L L oM
TEEHRB R OE T A—ZEIZUTOL D ThoT-, THEDO3FNARKERGICEY., 7TV 2a~<A 1R
# (M-5) OPEHIOBREIEE ., AUCORERIDABO LR, 77 ) Aa~v,f v kN ) Aa~A
T UAREH (M-5) OIMEFREOHERE N LA T, WTNLOFHES3H BIQIZEFIREIZEL TWDHI LD L E

Z b, (HPLCIE)

77 )AL
@ @ ® @ ®& & O ® O O @ SN
TEX VL) VAR
l A A A A A A A A A A A S A
(zg/nL)
b — Y RBTL Y
------ 750 2uedf v oREY (M-5)
o | mx
o
»
" 3
B
2-
N
0 TITTr T T T T T T LLLLLL T
036 12 24 0 0 0 0 036 12 24 (hr)
| |
1HE 7HE
Cmax Tmax T1/2 IAUCMF
g5 H (ug/mL) (hr) (hr) (ug * hr/mL)
1HH 2.11+122 2.00+£0.58 3.9+04 15.30+8.02
s ZRn~A Ly 7HEH 2.42+0.60 271+1.11 44+09 18.45+4.46
R R p=0.415 — p=0.195 p=0.153
_ . 10 H 1.01£0.33 2.00+0.58 6.7+0.6 10.69+3.86
7o) 2a~vATv
A (MLS) 7HH 0.97+0.29 2.57+0.79 85+1.7 8.87+2.28
R ERS R p=0.704 — p=0.030 p=0.095

R AR HERZE (n=T)

Y TH BIRRERRRTICEER N TN TV B 2. AUCIZO~ 1285 TR L7z,
1 H B ®DAUCIZO0~24FECEH L=,

YO AEE, THHEETHBOHE (Thad IHEET),

) ARENTWBEHEROHEIL, @27 T U Z2a~A 3 200mg (MBS U T400mgE THIE )
KFET50mg, T Y 75— 30mgA 1 H2[E7HBEE5TH 5,
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VI. EMENREICEIT H1EH

(PEXSVY KR UVA A TSY—ILEDOEHADIES) 12

EFER NI Y 20~ A2 400mg, 7TEFX Y KFIL000mg, A4 A 7T —)L20mg% 1 H2ERT%,
THE (1H B 7H BIZE1EIOA) KER O 5RO MPREHBE L DK /T A—2EIXLULTO L 5> ThoT,
77V AnvA Ty ORERAEGRNZ I 2 81 5510 M IR EE LR B IR EE EA L7223, 725 DA

ERREEE R L7z, (HPLCIE)
—— 7V RAuwf
A 7T Y AL UREY (M-5)
w7V Ruwf Y+ I T ) RAuwlf o RED
(zg/uL)
6
d |
= u
. I
A e
ﬁ T AT
B 2- ke o - v -. n
- u o u I o i
1 -me\ 3 3 AN
E‘n;:k. T A T T o “ RN |
o & L
0 2I4 4I8 7I2 9I6 léO 11‘14 léﬂ
Time (hr)
j& 5 E| Cmax Trmax Tz AUCO-24hr AUCO-oo
(ug/mL) (hr) (hr) (ug * hr/mL) (ug * hr/mL)
1HH 1.22+0.64 491+1.38 4.72+1.13 10.41+2.76 10.94+2.82
VANV = s VAV 4HH" 3.82£0.68 1.91£0.30 4.23+0.70 23.12+5.68 27.62+7.58
7HH 3.46%0.79 245+1.04 4.61=0.70 26.86+6.16 27.84+6.69
_ . 1A H 0.57£0.22 5.09+1.38 7.59£1.50 6.79+t1.77 7.86+£1.72
77 ) A~ *
Rt (M-5) 4HH 1.02£0.19 1.82£0.40 9.17£1.90 8.82+1.47 15.124+3.20
’ 7HH 1.00£0.14 2.64+1.43 8.87£1.40 13.09+1.48 15.62+2.17

SEEME R ZE (n=11)
* + AUCo-24nrd ZAUCo-120 TR H

) BRI TV HEROCHAREIZ, BFE 27 7Y 2Au<A 32 0200mg (LB U T400mgE THER), 72X U &
KFT50mg, A A 75— 20mgh | H2[ETH B 5 Th 5,

(ZFEX VY VKIBMRUSIARTSY—ILF )DL EDHADIGE) 2

fERRAICB N T, 77 A~ Y TEX VY VKR, 777 —)vF b U o AOKHEAIE G
Xix7 7V Aa~wA vy, TEXV VI VKY, 777 —F b o AO3FIFAEGHORNEEZ
D7 v AF— N—IRIZTHRF LT, S GHICIEZ 7V Aa~A v 400mg, 7EF 2 U KR 750mg,
FRTF Y —vF b U T A20mg % A I3FIREFFZIH2[E7HFM (31 H R OEETH X1 B 1 EFIZEIE R 50
A AER DG L,

AT b 7 10— AP-4502C193& =17 (EM : extensive metabolizer, PM : poor metabolizer) D27 Z U &
nvA TR T Ar~v A oREOEDENRE T A — XX TRRDO LB ThH D,

77V Aa=A vy OE) MR REII3FI0F A& G CHEAR SN R TE S HER L2, MM EAER
WL DBEE R EITRO Lo T,

Flo. 77V R~ A ARG M-5) O iR EE 30 5 CRAIER SN TE SHERR L
720 Cmaxs AUCILEMEZ /R L., M EMERANRO LN, B, 77V Aa~A YR M-5) OBRE
BOWKIZE S Z4atE EOREZ ZREEITERD it T2y, (HPLCHE)
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VI. EMENREICEIT H1EH

a) IV Au<wA

(ug/mL)

3

=5

T ACAREND s PYRGINTIN B3
L

057

(ug/mL)

M 25]
-

TV ANAdONCUN |

Ol e

EM
—o-400mgEHIR 5
—-3FIGAKRSE
FHEHIZEBRE (n=15)
3
—92 MVA 148 152 156 160 164 168

NERS 2 S OB (hr)

PM

—o-400mg B %1% 5
—-3FIGtRAKE

FHELRERE (=4)

9% 144 148 152 15 160 164 168
NE#RS5 - 5 DM (hr)

MERERRNIC 7 T U A v~ A 2 BAI G SUIBAIH G- L T2

75 Aa A L ONEE e R R

fERERR A BT D380 ER GO mEFR 7 7 ) 2An~A v 0D
Y ENRE N T A —H

CYP2C19 ‘ Conne Toex T :
genotype Bel3Irik (ug/mL) (hr) (hlr/; (ug EJ1(1jr0/1113L)
N - 1.960+0.440 2&;;1;3% 55461748 | 14771%3.001
(n=15) SHI0E 2.32740.939 Z&éiigig 643144091 | 17.502+6.994
ot B 1.645+0.473 2?2%1333 442840867 | 11.669+4.128
(n=4) 3510 1.990+0.267 2'? 2.;%'0;03'?]) 4490+1.501 | 14.025+2.683

[ﬁﬁbiﬂﬁi@ﬁﬁi%f@ﬁ%%%ﬁ

Tl THRAE (e ME— K fE) RO DPSE AR AERE] 2§
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VI. EMENREICEIT H1EH

b)

7y 2u<wA AR (M-5)

mllml_)

08

06

04 ]

0.2 1

R (o - =) FBALU AL DN SUNBE

(ug/mL)

o o °
> o @ -

o
L)

e (o - =) FHFU AL ONCSUNEHE

o4

96

—o-400mg Al 5
—- 3Rt ARS

FHELRERE (n=15)

7

1;4 1;8 152
MBS » 5 OB ()

PM

——

156 160 164 168

_o-400mgEH|iF 5
—-3FIHARE

FHELRERE (n=4)

4

144 148 152
MWEZS H 5 O3A (hr)

156 160 164 168

BERERRAIC 7 T U A v~ A 3 o & ARG SO 33AI0F G- L 72 ig o
77 V) 2n=A T ARG (M-5) O ik EEHERS

BERER I 1T 23R BF R ER SR osEh 7 7 Y 2m <A & ARG
(M-5) DOHMERE T A =X

YP2C1 . max Tinax T AUCo.
?‘éenof}?peg Bk (HZ/ mL) (hr) (hlS (ug [-jl?ro/rlriL)
N A 0.54740.124 2?2';10'1*1.61‘50]) 9.881+3.668 | 5.100%1.155
(n=15) AP 0.815-0.255 2'52.21'1_0"28]) 97083322 | 7.652+2.429
. B 7 0.570+0.084 2'? 2;251_02295]) 7339+0.677 | 4.8840.649
(n=4) S 0.948-0.115 252221_02255]) 751041451 | 8460+1.148

[@ziﬂﬁ@@ﬂ,ﬁ%ﬁééﬁf J
Tonadd ZH I B/ Ml — Bk fil) %O [EEME R E] %R

%)

ERENTVAHEL AT, @% 2 7 Au~<A 2 2200mg (MBI L T400mgE THER), 7EF VY &~
KFHTS0mg, 77 F > —F b U U A10mgE 1A 2ETAMES TH D,




VI. EMENREICEIT H1EH

(TEXFDYKMPRUR TSHULEDOHADEE)
fEFERAICYZ TV Aa~<A 2 400mg, 7 EF VU KFTS0mg, R 7T 20mg % 3AI[E IS 1 H 2[H]7
HER A &G Lc, FHMPIREROF NI AL DEIFLLTFDO L S Tholz,

N Crnax Tmax Tir AUCo-12
Sl
REE (ug/mL) (hr) (hr) (ug+hr/mL)
7Z ) A=A 400mg, LC/MS/MS
2.92 2.0 4.62 18.26
TEF VY LKFTS0mg, REALIE
R 7T Y 20mg LC/MS/MS
. 0.88 2.0 7.96 7.49
OF I (N7

(fERERRA n=11)

E) ~Vany g—.vn ) BRI T 2R HELROCHETIE, 77V Ar~A 2 031E200mg (MEIZE U T ER
400mgF CHEMEETHZ LN TE D),

3) /NRSY
VORI T REHER K O T A=ZHITU T D K S Th o7, (HPLCIE)

Cmax Tmax T 12 AUC
(pg/mL) (hr) (hr) (pg * hr/mL)
VANV S = VA 1.05+0.33 1.42+0.67 1.78+0.28 3.54+1.14
7oz~
- 0.98+0.27 1.42+0.67 3.17%+0.59 537+1.68
R (M-5)
SEEME R E  (n=6)
14
12 mli‘g'=}=75')(§=%)7«rb‘/§&§
10
§08
=
£ 06
04
02
00 L L
0 05 1 2 4 6

BEHRER (hr)
77 VARTA vy F10%NEMEFOME S 7 Z ) ZAn <A o REHR
CPEME AR - HPLCIAIC X D)

hiEPERBMRE
(n=6)

o
@

WL (ng/mL)
o—
e
-

o
o

05 1 2 4 6

B 5 (h)
77V ARTATmy 710% NEHRA O M =Y (M-5) REHER
CEEME AR R 2 - HPLCIAIZ X S HIE)

o
o
A

48



VI. EMENREICEIT S1EH

3)

4)

(1)

2)

3)

4)

i
BEERR L

BE - ftAREOEE

fEFRRAIZ Y T Y ZAm~ A 2 2200mg4 225, BRI3057, BH%307ICHER N h Lz & & ol hiREHER
FOENRT A—=FEIUTO L > TH-720, (RAFT v A1)

BEOFENILEALERO LN T,

{1 g/ml) (1 g/mLy)
10 10
- 0 Z)gk; e O LEENE
o £l &t
m 1 T, 1=
% 05 w0
= b
il 0.1+ {% 0.1
% 505k A I oosf Y
o
0.01F 'I\. 0.01F
Tz 4 6 8 137 /3q B 177 ot
TeHmoORE Btk
Crnax Tmax Tin AUC
(ng/mL) (hr) (hr) (ug * hr/mL)
72 RE I 1.27+0.11 1.610.3 4.42+0.32 8.98+0.64
A HIB304 1.55+0.10 1.3£0.1 4.19+0.37 8.76 +0.68
72 fE I 1.27%+0.09 2.3+0.5 3.47+0.34 9.20+0.52
3047 0.88+0.12" 3.8£0.6 441+0.61 6.92+0.35
SEEME RS (n=8)

* 1 p<0.05

W7 Z ) 2a<A 2 10mg (Il kg% HIERR OG- L2 & 2 OMBEFPREICIE, BFROEENILAL
B LIPS,

REYRERA/ AT A —42
fRiT A&

-2 /= A MET IV

MR U 3R 2 7E $
2.29hr! 6

(e HERl N 7-8151], Ze2fiy 7 5 ) 2 a~ A 3 L 200mgHi[El#% 1 % 5-)
HERRETEH
0.174hr! 60

(fEERR N B 7801, Z2fEIF 7 5 ) A~ A 32 200mg B A% O #% 5-)
QVTFTIUR

R ko2 V7 Z A (CUF) @ 23.6L/Mr"
(fEFERE N 7801, Z22fNs 7 7 U Am <A 2 2 200mgHEIRR OG-, F @ A8 2R9FI )
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VI. EMENREICEIT S1EH

(5)

(6)

(1)

2)

(1)

2)

3)

4)

NMBIE
BT Eosts (VA/F) : 136L/body®™”
(e RN B 780, ZEfEIE 7 5 1) 2~ A 2 2 200mg B ER A 5. F : AW FaF =)

Z At
DR L

B&ERH (REaL—23Y) &
R A &
MM ERe L

K5 A — 5 EHER
BH TR L

4R

NAFT A ZEY T4 (T —4)

77 ) AuvA v UBERl 250mg) ARRAEE LSS QENIE) &7 7V A~ T 7 A VBEE
RN G- LT 356 OEYE GRS 7 A — 2 Z G LTz, TORR, REMEO AL FT7 X4 T
T A 1E52, 55% TH o723, FIELEEH TN K > TER S L HIEERBY (40 KERLIR) 2& 737 A —
HIRNTHER N D, 77V Aun~A V3RO EGRIFIERRCRN SN TND Z EDRB S Y,

WIERAL (T > 1)
7 v N OinsiuF{LEWRIRFRD 5, *C-7 TV Aa~ A L ATHENBIA SRR ST, RIS+ G S E
B2 2 /N AR B IOMNT I S D 2 & AR ST,

e
1 7% — fisi BE P @ @ 4
(7> H)

7w MIMC-7 Z U Ar <A v 5Smglkgh #% 0515 1RE [ 0 i PR EE 12 AR R BE D 17% T do - 7259,

% — R REF @B

(7w K)

TR HI R OB O T~ MTSmgkgDC-27 5 ) Aa~A LU BRAOKE L- L 2 A, IEETH o027
BE & KRR L, REEM PR O1/4, 1/10C, HRH OB FRE GIZERL~LTHY, 7T
Anu~A 2RO ORIEBRITIX, MK —BEEEMIC L VRS IESh T EEZ LN,

i+ ~DBITH

(o7 —4)

FERHIRGYE D & MEIZ 7 7Y Ar <A 2 2250mgz 1 H2E], 6HEE G- L L XDRAFD 7 T 2~ A
VR ONMIKEREIR (RE) ORREIL. T2 g E 0F125%, $175% T - 725,

BERA~DBITHE

(Y)

PAZSmEkgDHC-7 TV A~ A U ERAKRE Lz L 25, IMEBR~OBITIIMm O TR <, 24F#% 1%
BHRFRLL T T - 729,
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VI. EMENREICEIT S1EH

(5) ZDOMEBA~DBITHE
1) —MRRRRAE
LNENOFE~DOBATIEIF AT THE R &A% S L <IFZNDEOREEZ R LT,

o P bR B G - TR - AR AT
YR+ A X ‘%\
PR - KA pIE3 e (mg) [&fH] TR (ug/g or pg/mL) (hr)
e OVFE AE 150mg X Hi[a]

Wz 70) ~
L A % el | ! 281 23
KRB WTY RS T YRRSE 150mg X Hi] 3 1.18 3

- . 150mg X Hi[m]

5 72)

MR R R A 7R 10 1.61 1.49

bk T T ”%gxﬁ%%] 10 7.89 1.75~2.72

ST F T 150mg> BB | 7.90 )
Kogzof

BRI | TR 150megx Bl | 450 )
[Hfrai]

LY 3 T 150megx Bl | 630 )
[Hfrai]

R RS AT 200mg x ﬁf‘h |6 5.16 4567

v — 7l D WITEEIE

2) BiEB -+ BBEBICETAA)aNy 44— EO ) BEEAE

(TEXFVDI VKPRV SI OV TSV—ILEDHADIES)

(7> k)7

7w MIMC-7 Z ) 2aa~A v (Smgkg) ZHMEGR, T V75— (10mgkg) & O2510F A 5-R
V77— (10mgkg) MOTEXT VU K (10mgkg) & O3FIOFF B 5-HE O WAL E LR b ik
REREZ I L & 2 A, O L OE RN 5% 0O B AR P E I, mIEHREICE_RZNEN80~175% &
OIS5~20fFIZ3E LTe, F7o, IR O &G A0 GREC I B AR NI B IS MV ME A2 R L7223, 2
FIOERRE L 3FNPFRAREO R CIFABERERIIBO SN2 -T2, —F ., BIRNELOEE. MLERRE T IEE
(CPERE G- DORBITERD SN o Tz,
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EWEREICET SEHEE

(HALEMR R, #O&S (0=3))

(zgeq/mLorg) (ngeq/mLorg)
0 ., 60 4
155514 30531
M ] /NI M ] /NI
(zgeq/mLorg) (zgeq/mLorg)
60 ., 60 /4
60531 24053
)ﬂ— 30 ’l|_I ){§ 30
Vxlli ﬁ 0 ﬂ ,—'I- om B
Mg Al N migE  wiE /N

Ii’Ml_iffP"fE o

(THCE MR R FlRN G (n=3)]

(ngeq/mLorg) (zgeq/mLorg)
0 20
1553% 6051
{E 10 |1‘1I ,{E 10 H:I
0 e I
FIIJ " /N miE A /J\ﬂr

¥WW+WE

MEMES @ S Y75V~ oEAZ4HBROES E%&%&wﬁﬁmc77)zmv4//
(5mg/kg) %A #h-& 5 WILFRIRN I G-

RGN - Z Y 7T Y — (10mgkg) Z4RMREAKE ., RERGRIFRIZHNC-Z7 7 ) 2An~ A
(5mg/kg) X NHE & 5 WILERIRN G-

B3HIOFH : 7> v 77— (10mgkg) Z4HMKEOEYS, RE&EGHIBRMICHYC-7 7 A~ A vy
(5mg/kg) ETEXFT VY KT (10mgkg) %[RRI OBEG & 2 WIEERIRN % 5-

(ZFEXVVY VKPR UVF A TS T—ILEDHBDIEE) ™

EEERAIZZ 7V 2An<A 2 400mg, 7EX T KFIMTIS0mg, 4 A7V —120mgZ 1 H2[E], [FIKRFIZ
BO%E L, 6HHOH, 2XT6RHE%ZICIHIT MG, BRELAOHMEFT O 7 ) 2Aa~ A 2 ORELEH
E LIz,

BHAREMIBICRIT D7 7 ) An~ A T UREE, BAR > B> MiEONRICE <. mMiERE S kL,
KR PR 1 X6~6331%, HATEEIEEII8~67M%, BHIRHIREII8~47ETh 1=,

B GORERIA IR IR, BAET CIIAEIIK T Lzs, My EE L v @ EmchH o, £72, 5
MRPIRE CIXAM K T IXRRD b T, BRI & RIS, MEFIRE X0 s EmICH - 7,

Fo, 77V Au~vA Y UREM O GHR22EMICE T AR, B> BRI > E ORI E < miER
BE L b U CE R IR 13~ 1615, HRIETREII3~T165, BRETREXS~37ECTh o7,
WHeRIRICRBITH 27 T Au~ A U AEWIEE X, IE. Bk, BkkE bICAMRAKTIIEED bR
T BRI K OVE AR R R s PR K0 s EmAICH o 72, (HPLCIE)
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b MIZT ) A~ v aRA&E LZBEORFN
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VI. EYEREICE3 5IEH
GAIGF AR 0 #% 5]
(ug/mLorg) (zg/mLorg)
77 Aa~vA Ty 77V Aa~vA v A
1,500+ W 370 £ 5 50 EH3HIDFHES
7;;% (’% 404
= 1,000 bl
§ };‘F 30_
500 207
10
0 1 E | smim 1 0
2 6 2 6 2 6 2 6y 2 6 2 6 2 6 2 6
My AfEEE HARE  HAR Mg AEEE BH HRSR
kg 1mi% HITRESS ERENE] ERT(
(hr) (pg/mL) (pg/g) (ng/g) (pg/mL)
5 1.95+1.21 55.64+51.67 38.78+15.19 297.97+364.38
_ (11) (5) (5 (6)
1 0
77JARTALY ] 183+0.67 10.58+547 19.77+9.64 13.08+6.86
(11) (6) (6) (6)
5 0.92+0.29 15.92+28.51 12.57+13.15 6.70+3.99
sS Y 2~y (11) (6) (6) (6)
izl 6 0.80+0.13 3.40+0.77 7.25+1.07 3.97+1.77
(11) (6) (6) (6)
EEE R, () ik
(FEXIDVI) KPRV SARTSY—=ILF RO LEDHADEE)
MM ER e L
(6) MIPELFEEE
42~-50%"°
(invitro, 77V An~<A 3 025~50ug/mLTOE MLEER FREGHE, &0 HER)
6. 1t
(1) B R U R SR

D AFIOMRBIREEIILLT O X S ITHEE S D,
T, OBEENEDLSTRHY M-5) 1Z7 TV 2~ vy ER%RW L, OXHOHIEEEEZ AT 514
PKEEILIK T -7 7,




VI. EMENREICEIT H1EH

(770 An~A v U AG%ORBIREE™ )

CHs
N
CHs
14 R) HLKBAHE ]
By59/—2 H.C
S5 RARATY 3
H
Boso/—X
J9SYRATAD Y
CH
.- N
i Lo CHs
/ HsCy” OH H
14(S) K& HE HsQ
HSURATA LY oCH, Mo
OH H
CHs, HC
H
Ho H
CH,
S25YRARAT Y
o5 54261
UR R D oD )
0 50 100 %
L I I 1 | | ! I I I |
J3YARTA VY 5 -6 M1 -4

(2) RFIBEAET SEEFR (CYPEH) OnFiE. F5F
ERFIZ7u Y —2ax W in vitroiRBRIZBWT, 77U 2a<A 2 U3 E I HIRESZCYPIAIC L v (AH
SNA. F7-. CYP3AIZKHT APREMER AT 580,

Q) VEEBNROERERUVZOEE
(oL T— %)
77U AuwA U8Rl (250mg) kARG LIEHEEG QEIIE) L7 T Aua~A T 7 Ned Uiz
AR G- L7556 O IR LRI /N T A — & % Wit Uiz, € OfER, FIEI@EhRIC L > TER IS
TEPERGE (14NKERUIR) 23T T A —=Z kRN G, 77 ) ZAa~ A v IR A RGRZRIFTZERIC
WIS TND Z EDRBRINTZ, ZOROREED A AT XA Z YT (1552, 5% TH o722 &9
5. 40 %R PIEIEENREZ T H b D EE X BT,

54



VI. EMENREICEIT S1EH

(4) REYMOELEOHERRVEEL, FHELE

7

bt b OERBW TH D IMIKERLA (M-5) OHE L. 7 RUREBE™ I3 LCidr 7V Aa~vq vk
FIERZETHEIN, v 2N F YT A -TETAAL Ly 7 A (MAC) 28 FOINY a7 ¥ —. o
USCHLTCIEZ 70 Aa~A 2o X5y, £70. 140KERIEE (M-5) OMACIZ%IT % in vitrohtl B iEPEIE
7T ) 2ua<w AT D2~3255D1TH D,

Hritt

(1) PEHEERAL K ONRE IS

IR B OV o0

(2) it

1) BN (—REREEGE)

O RS AIZYZ 7Y 2Aa~A 22200, 400mgh ZEERFHEERR QG Lz & 2 A, B H5%24KH £ TlzenE
NG E0D38.3%, 46.3% 0N RFICHEI S =0, (N4 AT v A k)

@ fEFERAIZHC-7 TV 2An~A 2 250mga B O &R G L= 2 A, #5%S5H £ TICRGBIERED
37.9%MRHINC . 40.2%A3N 3 | HEHE X 417289

@ R AIZYZ 7Y Aa~A 2 1E200mg, 1H2MEIZ14HM, FR27RIERKER ARG LIz Z A, &1
Be b5t 1205 £ CoRPHEIERIE, 3E QHH) DBIXIZIE—E LIEPRIEEZ R L0 (44T vk A
%)

2) BN (BEB - t-HEEBICBITE AN 42— EO) BREGE)

(ZEXFOVY VKPRV S Y TST—ILEDHADISA)

O -AGIE? 24

RN 7 7V A~ A 2 400mg, 7 EFX 2 U L K#1,000mg, T Y 7T Y —/L30mg & 3 [F] I
W2, F27 70 Au~A 2 400mgk A CEEREER OG- L& 2 A, RPIZIZZ 7V 2~ A v
REACAR AR A FIE R =R X7z, 0~24FFf# £ TOREALIR & R O A FHR P33 50 F
I ClE41.9% CTh 0 . HAIR SEOHEE (39.6%) S 1FIFER L ThH-7-?, (HPLCEE)

© KGR

R NIZZ 7V Am~<A 2 400mg, 7EFX U KFPL,000mg, T2 Y 7T —/L30mg % 34 R K
2. 1H BIZEZERERE, 2H B2 06 H BISEHE®Z KO &% OLH2E], 7H B ITHZEERFICR ARG L& &
DOy ZV)AuwA Y UREE, 7TV AL VR M-5), 7T U Ar~vA U REIR KO
# (M-5) ORFIORRFHEIEE (ARG EYS7-07) X, 1HBIZB W THE 228.6%, 12.6%, 41.3%, 7HH
IZBW T 240.4%, 17.2%, 57.6% T, FIEEGRHZ AR H PRI ASgEEsan L 72'9,  (HPLCik)

% 7H BIZ1R2BE AT BN T o TWA 72D, 0~ 128 o BAEHER I TG &47-0v L L=, 1HBIZ

0~ 24 D RFEHRM R 2 H iz,

) ARENTWEHEROHEIL, @27 T U Z2a~A 3 200mg (MBS U T400mgE THEER), 7EF U v
KFT50mg, T Y 75— 30mgA 1 H2[E7 A5 TH 5,

(TEXFIVVYUKMPRUF A TSY—ILEDBHRADIEER)

O Hila[#5-rF

TR Z T U 2~ A 2 400mg, 7 EX 22U LAKAHL,000mg, F A 7TV —/L20mg % 3F R, 22
JERFH R OKR G L7z 2 A, O~N2FE% ETOr TV 2u~A VU REIR, 77V 2a~A ¥ Y
M-5). 7 7 U ZAr~A 3 U REE R O M-5) ORI 0 R PR ITE i 58 022.4%,11.7%,
342% T -7, (HPLCE)

) ARSNTWEHEROCHEIL. @F 27 7 ) 2Aa<A 2 2200mg (LB U T400mgE THER), 7EFT U
KFT50mg, A A 7TV — N 20mgA 1 A2[ET AR5 TH 5,
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VI. EMENREICEIT H1EH

(FEXFOV) UKMPRUVSATSY—ILF MO LEDHBDES)
mMERe L

3) /RS
INREEIZ 7 ) Au~ A v Smgkgw ZEMEFFICEER OB LG Lz & 2 A, RE5HBOEE E TITHR 5 E025.8
E39%NRPICHEE SN, (A AT vE A1)

(3) Ptk L
1) ’_&AGO)
fERER NI 7 7 U Am~A 2 200mg, 400mg#4 ZEfERFIZ HERR D5 LT & & OJRPERIEDOHERIILL T O &
I ThoTo, WRPPERITIHEICERZR IFFE—E T, BHH24RFM £ TICHE G 80D38.3~46.3%I2E LT,

(RAFT vEA1E)
(7Z VYV zxm~<A 200mg (n=8))
(ug/mL) )
300 - 50
P”—*_m +
L ag 2
30 F
%
- 20
HE
s
— 10 #ﬂ
- 0
8 24
i [ (hr)

K (hr) 0~2 2~4 4~6 6~8 8~12 12~24
DRI 159.5+49.6 275.9447.6 256.5+45.1 91.9+7.7 36.5+3.7 18.1%+2.1
(ug/mL)

%ﬁﬁ(j;ﬂ%$ 7.1+13 16.8+1.5 24.0%+2.0 28.6+2.0 33.5+1.7 383+1.8
0

FEMEEARERE (n=8)
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VI. EMENREICEIT H1EH

(7 Z VA2~ A3 400mg (n=8)]

(¢ g/mlL) %)

500 - 50
400 - 2/‘ 40 +
300 L30 %
b
z

200 - 20
HE
s
100 10

0 L o

0 2 4 6 8 12 24
#f 1 (hr)
iR (hr) 0~2 2~4 4~6 6~8 8~12 12~24
VL
DR 165.3£55.1 488.31+62.7 446.51+-88.9 280.31+46.1 104.810.2 52.8+11.4
(ug/mL)
=2
%ﬁ%ji}lﬁﬂﬂ‘i— 6.81+1.6 16.9+2.6 259+3.6 32.3+4.0 39.2+4.1 46.3+3.7
0

T EARAERSE (n=8)

2) INR3?

INREBFIZ7 7V An~A v Smgkga ZZIERFICHEIR O G L7z & DR FEEOHERIZLLTO X 5 T
BT, IRTIREEIL, 2~4FHE CRmIRE 2 L, BE%EH £ TORBRPHERIT258+E3.9% Th -7,

(NAFT v E'AIE)

(ug/ul) ®)

400 740
300 - 30 %
R
5
200 20 EP
B
i
100 —10 K

0 0

0 2~4
W [ (hr)

5l (hr) 0~2 2~4 46
PRI 150.2+31.9 177.2+32.1 132.1+36.4
(ng/mL)

%%‘EE}T?F#&%& 11.6+2.7 20.6+3.2 25.8+3.9

PEMEEARAERE (0=T7)
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VI. EMENREICEIT H1EH

3) =EE

BB PR O 066~825% (F¥IT2.25%) DOLM3LIZT 7 U Aa~A 3 200mg % ZEHEIRF|Z BRI O 8 5-
L7z& 2 A, %54 12850 £ T BHER P ERIZEE29.5+4.0% TH 0 | EEERA & D & BT IR -T2,

(NRAFT v EAIE)

2~4 4~6
I (hr)

6~8

8§~12

R (hr)

2~4

4~6

6~8

8~12

PR RE
(ng/mL)

155+47.5

118+4.7

158+63.6

164+96.8

THfE EAEERGE (n=3)

8. FrIURAKR—E2—ICEHYT 515k
AANIP-HEEAYE (P-gp) ZFLET D,

0. BHEICLBIREE

LR L

10. BEDERERITLBE

(1) B HRERR S

PR IE W B & B RE R

27 7V Aa~vA 2 200mgx EERFHEIRROZR G LI &7 v T F=07

V7 A (Cor) OREGBOMAPREHER N OE T A—FEITLLTOL S Thote, (AT vEA1E)
(pg/ul)
5.0 —a— Ccr= 5 (nL/min)
4.0 —— Cer= 30 (mL/min)
3.0 —e— Ccr% 50 (ml/min)
—o— Cer=100 (@lL/min)
o %0 ST + YR
it
; 1.0
B
0.5 A~
0.4~
0.3+
0.2+
0 T T T T T T T 1
0o 1 2 4 6 8 10 12 24 (hr)
L
7 1/73;::/7 U ? 5 A Cmax Tmax Tl/2 AUC
(mL/min) (ng/mL) (hr) (hr) (ug * hr/mL)
Cer =100 (n=5) 2.02 1.24 2.38 8.89
Cer = 50 (n=5) 2.15 1.89 5.74 21.69
Cer = 30 (n=5) 2.55 0.96 4.69 18.73
Cer 5 (n=5) 3.54 1.48 6.13 36.89
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VI. EMEREICEAYT SRE

(2) mEnEsy
HE R B O R066~82% (F72.25%) O34 7 T ) A~ A 22 200mg % ZEfE R BLRIRR O &5
Lz Z A, RN E LT, Tmx Ti2lXIRIEREETH 7203, Coax X FAUCITHA SN E N0 T2, (N
A FT v AHE)

(¢ g/mL)
Pl
lf\
\
. NN e it 1
.\ —— JiEfl 2
| N\ \ —— JEfl 3
il S\ —
iH 3 ” \\
ey j‘ N
b= N
1133 R IR ‘“\\
; \\\ \\
1 \\‘h\\ \\\~
~~~~ :_T\\ Sy
0 '! T T T T T T T T T
1 2 3 4 5 6 7 8 10 11 12 (hr)
s
Cmax Tmax Tl/2 AUC
(pg/mL) (hr) (hr) (ug * hr/mL)
= —
77 RE"ATY 372 23 42 19.20
200mg
(n=3)
1. ZDih
MM ER e L
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VI. &£t (EALDOEESF) CETHEHEE

ZERNBEZTDEE
REINTWARN

ERRBREZDER
[£2200]. [£250/NRMA. K54 >0y F10%/NEA]

2. 2 (ROBHIZIFERELLEWNI L)

2.1 AANTxE L CluiE OBE D & 5 B

22 PEUR, mAIXIVIEARE - Bk T A AV TREALTUFEY Y, P Fr )L dx 2
VAUNVEREE, ARLXY b XU Rudy MERE, AL LY RKRI, eI X E RA UL
Bpti, 22T 7 4 (T RINVA), VT H e BET T4, Fh7val, A TNF=T AT
TV, XX NI T A (B oA VN BRI Y oA ETe) . BRSO T EREE
DO~ MVHIREY oNEO HEMEE) . VT v RUBERIE, T Lv ) UERE. T xLv v A4Y
TaF oA, R7a AR v N BLAT Y, TEAL=IUEY Y AN AYALE L A RFYI
e TEL=UYy, vt Ty =T R RS ROBRE [10.150]

2.3 I UEBRICEEDH L BE TaLre Fra&bhoiE [9.2.1, 93.1, 10258

(fi )

2.1 RAIORKRSIC X 5EBIEOBEERE O & % B3 Tk, H&EGI2L Y ¥ a v 7 HOREUE %2 57 5 faiEn
EWED, ZOX ) RBFICIIRE LN L,

22 VII-7. () PFH%EE &2 0BH S

23 VI-6. (2) BHErEREZAE . VI-6. (3) IFfEREREE RS &M

W

EER (T RICEET HFE LT DEMH
(V. 2. ZWEESUINRICBIET 2 1ER ) 22552 &,

BERUVHA=ZICEEYT T8 LT NDEH
(V. 4. AEKOHEICBEETIEE] 228752 &,

EELGEXMIE ETDEH
[$£200]

8. EELEAMIEE

8.1 AFIOFEMRICH T2 » Tk, MHEEORBEEZBL 20, JRHIE U TEZM AR L, BIROIRE LLE
Ri/NBEOHIE OB GIZE LD DL, (7.1, 7.3, 1.55H]

8.2 (/I PLImERIA v tEE ., BifEkED . BEERERIER S HDbhd Z ENRH DT, EHIN
ICREZIT O e EBEZ 012475 2 L, [11.145 0]

[8250/MRA. FZ4> 0w 710%/MNRA]

8. EEREARNIE

8.1 AFIDOMERHICZH 7= - T, MEEORBHEEZB T2, JFAIE U2 MR L, R OIRFE Ly
RE/NROHI O HICE LD D L, [12, 155

8.2 I/ LB, Wit ., F ek BERIEREN S o s Z BB 5D T, E
WA AT O I EBIE A 0179 2 &, [11.1L4S5H]
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. £t (EALDOEESF) CEATLHHEE

6.
(1)

2)

3)

4)

(5)

REDHERERT 2BAICHT HERE
GHHE - MERFOHLEH
[£200]. [§250/NEA. K54 >0y F10%/NEA]

9.1 GHHE - MEEEOHLEE
911 DY/ RS 4 FREFIZx L TRABIEDBREEOHHEE
912 MEEDHDHEE. BHUVLMEDHSESE
QTH#EE:, Ly HH (Torsade de pointesz & de) . LEMEZI T 0305, [11.1.25H]

BHeEEERE
[#£200]. [$E50/MRA. F354 8y T10%/MEH]

9.2 BHEEEERSE
AFNOMFPREN EFT 2820 nH 5, [16.6.15H]
921 BiglEEEETCIILEFUEE5TDES
BH LN &, areFrOmPRE EFICE D PRiERA A HmE S TnD, [2.3, 1025 H]

AFtREfEE B E
[££200], [§850/MRA., F34 0w F10%/MEHA]

9.3 FFEEEERE
JTHEREFE E 2 AL S B 5 2 03 b 5, [11.1.38H]
9.3.1 FiEEEERECaOILEFUEBREDDES
BH LW b, ave FUrOMmHPRE EAICHE S REERSHRE STV D, [23, 1025H]

HIEREEH T HF
BRE STV

yE 4
[££200]

9.5 1FiF
Ihs XATATHR LT B AIREME O & 2 e MEI 1T, 16 L OB R ENEREE ER 5 &l S 555120
B35, BERT, BEWICEESH bR EHEICB T, RIEEE (OmERORE ., O
R BEEBIES) NHEINTNS,
ek, EAMIBIT 2R TRD L O i nd 5, SDFRT v b (15~150mg/kg/H) K UCD-1%2~ 7 A
(15~1,000mg/kg/ H) IZBWT, ZNENREICHE LR S b oM DikmMETT v MeRIZOMmE &
Bt Nc~ 7 ARIRICOFBHRRO bz, 72, b (35~T0mg/kg/H) ([Z8BW T, REMICEHNE
& I 5 T0mg/kg/ B COFIFIFIARARE OB IS A S a8, sh, Wik, BHICIZERF I8 5
nipmoiz,
Flo. Ty MU Ruevw AT (160mgkg/H), 7Y 77—/ (S0mgkg/H) KOTEFT ¥
U 2okFn (500mgke/H) ZOFRESL L2 BRICBW T, BEW TOFMEOHERE & HIZHBIEORE M
H DOHEIEDFED HAL TV D,
IHIZ, Zy Mz Z7V Aanv Ay S0mgkg/HELE), X757 —F MU oA (25mgkg/H) KDY
TEXTVU K (400mg/kg/H LA E) AAEMOFHEG Lo BT, MECRBREOEANTEO N
TW5,
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VII.

ZeH (FRLOFEESF) CEHATLHEE

(6)

@)

[&850/MNRA. K54 0w 710%/MRA]
9.5 1%
T SUTIEIRE LT D ATREME D & 2 LetEicid, 19 Lo SENERRMEZ Blal 5 &Il S D5/ D&
wHETDHZ L,
B EER T, HEWMICHEER D Db sEmAEICE T, BREN (LDIERORE, NEH, REEE
) PRESNTWD, B, EAMNIBT 2R TRO L > lEnd 5,
SD%7 v b (15~150mg/kg/H) M OCD-153~ 1 A (15~1,000mg/kg/H) 1B\ T, FNENREMWICHE
HRb LN REHETT v MRIRISLIME RRFW RN~ v ABRICOBRXDBO bz, £,
b (35~70mg/kg/H) (ZHBWT, REMICEMENH 5 o5 T0mg/kg/ H TIFIH 1FNIASIATE DRG0 # 5
AT, HhFe. Wlid, BASICITREITRO bnoiz,
(fi#s30)
FERERBR DX G BRI LT 728 IR T3 2 2 aMEITMN L S LTV e,
—WRIRYSIE (233 1) B 0 FH AR A B OVEFBIFRAS 12 38\ C L ARHIR G- D 22 R e5: & 72 o T 15 13401451
HAE I3 726 CTd - 7=,
IR BT 2 AANC X 2 BIVERREEGNTAFIERD S -3, BERIER2E], BE L TR, PEEORS
I THY | HRICFFA 7R b O TR <, RFIER G I RO D £ FAEIERGICTRIR L, 7o, e
WIZBT 2R R E LT, TEEEHREI LSV | 23361 (RRERE, ReEnBR, LEPRKEENAE]
) BOLNTEN, WTRHAF L OREIZ AV ERE STV D,
IX-2. (5) A5 2

=ERT

[§2200]. [§250/MRA. K54 0y F10%NEA]

9.6 12714
R LA R OB O RIS B8 L RILOMIOUTT IR 2 A 5 2 L, b ML ~BAT
T3 L BRESL TS,
7, BER (7 1) O PRI, RO 5 TS L.

)

WIMCBNT, & FORILHP~BITT D Z ERMESATNDH®,
VI-5. Q) At ~DBATH =R

INR

[££200], [§850/MRA., F34 0w F10%/MEHA]

9.7 INRZE
IEHAERER R OHAER ZR G & U2 BRRER IS MM L TV,

(FFw)
BRIRERBR D R0 B RSN L7 728D | AR TRV R O A ISR 3 2 2 PR3N L T 7Ry,
B, —HREGYEICB T DRIV T, TRo B ik shik,

ST ot B (1 5 RIVE F 78 BUE B4 (%)
AR (4R LT 1 0
AR VR (B (R ER2, 5002 A%0i) 0 0
HI (~ 1A i) 49 1 (2.04)
IR (~Ti% AT 1,808 18 (1.00)
/NR (7% L) 4,209 35 (0.83)
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. £t (EALDOEESF) CEATLHHEE

(8)

B

[#£200], [§850/MRA., F34 0w F10%/MEHA]

9.8 EhE

—RICAEBEREME T L TR Y . M TRESFR T 2B H D, [16.6.22 ]

(fFR)

B E CTOREIMLPIEE ., AUCOENMREHRE SN THWAEY, (VI-10. () &Eind ZR)
— R YYEIC B I A EARERTICB W, Tito B s shi-,

P S S 11 5K RilLVE S8 BUE (51 5k (%)
~6475% 13,632 101 (0.74)
657~ 3,265 28 (0.86)
HEEMA
[#£200], [§50/MRA., F34 0y F10%/MNEA]
10. HE{EH

16.7.1% 8]

AFNTFEE LTCYPIAIZ L W END, £7-. AANICYP3A, P-HEERYE (P-gp) %PHET D, [164,

(i)

AFNL, HAGHEERET F 7 17— L4P450 (CYP) BAMREMEMHZA T2 2 &b, CYP3ATIUH & 2 36540 & Of
AL e &, EREAOMRBINE S P REN EFT 2 RN s 5, 72, AANL. P-BEE IS
LIMEMEHEZAET D2 L6, PHEERELA T L TR S 03K & OFH Lo & & | ORISR OPEH A E &
IMFEREN FHT AN H 5, —J7. AANICYPIAIC L » TREEND Z LD, CYPIAZHET S
RN LG L7 & &, KB ORBNILE SRS A M EEN LR+ 2N H Y . £7-. CYP3AZFH
WA LA P Lz & & ABRIORBDEE SN REEO I FRENME T T 5 rReERH 5, (VI-6. (2)

AT B 5 5 B (CYPS) 0y THE, % 5% BR)

(1) HRAEZEZDEH

[££200]. [5=50/MREA.

KS4 20y F10%/NEfA]

101 HtAZES WBALGWI L)
N & HRAEAR - HE 515 B - fEBRIA T

EESSINT)
[2.2, 16.7.1%07]

QTHEE: . LEMEARIENR (Torsade de
pointes % & ¥e) DL MAE REIVEH 2
WEINTWA,

T H I EARE - Kk T

Ay A TBELTLFEY
(ZU73Iv)

Vb FrxT /LI ¥ I A UVEEE
(2.2, 16.7.1&/]

mERMHEEORELRAMERZ BT
BENWND B,

AR L FH 2k

(~LY AT)

ZU R4 MERRE
(/—bttEv7)
VI SN LY
(B =X 1)

[2.2. 16.7.1%M]

FE A O 1 B T e AN BREE I B
L. TOERARE LIRS S B8ZN
BB,

oA RA LR
(¥ 7 2ZEy K]
[2.2. 16.7.1%M8]

oI XY ROMPRENE L LA
TEBENLED D,

ARANIDOCYPIAIZ KT 5 HEMEHIC
v, EREFONBAEES .,
TS O REN A3 2 6

PER D 5.
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. £t (EALDOEESF) CEATLHHEE

AL E BRASER - &Ik BT - fEBRIA T
HHTT 4L EZRBEROVZ VT T AREEICR | A OCYPIAIZxHT 2 HEMEMIC
(7 Ry H) DU, EOERAPHEBRT BTN D | L0, EREAORBNEE S,
e LT BT T 4 %, TND O M E D RS A
(R3] MRS B,
[2.2, 16.7.1%/]
FH L FHT v aLOMmERRENELL
(VY x) LRI BBEARD D,
[22. 16.7.1%]
A TNTF =7 ATNTF =T OIERNHERT 2%
£ AT NEH) nBH s,
[22. 16.7.1%/]
A NT T DR WEDIRIRD B oI D Z &b D,

(277 ]

[2.2. 16.7.15H]
NRE T T A (BMEY oMER T | BRI AR R O R BN R T 5 8

URNU P ERMEY R EERET) . B | Z203d 5,
BTHRMED~ > R Y %
JE D FH i HE 1)

(Rx7 L7 2%)

[2.2. 16.7.1% ]

A NT R OmMPREN EA- L, 1B
(T —%) PRI DB ZNRH D,

(2.2, 16.7.15H]

TFEL Y LR TFTELVD COMmPREN EF L. Fl
(= P13 X) TERORBNPEERT DB TR H 5,
[2.2, 16.7.15#]

P SR T4 rOmMPRENELL k
(e 4 7) AT 282NN H D,

[2.2, 16.7.13M]]

AT aF = Lk AT aF Y — Ol EER ES
(71L& LIERPERT 282001 H D,
2.2, 16.7.158]

RraARY v Rz oZRY o OMAEEN S L.,
LT %3 R) ZOERPERT DB Thnr’ b 5,
2.2, 16.7.158]

NI LT ~ N LT DM AR B L BIFE
(B 2P A AR FADMETR S AL, PURERERERR T I & 5 DA
[2.2, 16.7.1%/] EDV AT BEEDBENLD D,

TENL=VE TENL=I DM T REREN B UE
(BT ) FARHERT 2 B2 5,

FNAYPLE L ARFY I T
Pr=ovryr

(LH % R)

(2.2, 16.7.1%M]

0F 77 =7 oF 7T oM ERENELL E
(VFrva) HL. BWER R 2 EN1H D,
(2.2, 16.7.1%M]

(fiFa)
B EED R

R AN 12612 55 L LERBRICB W T, 770 2u~A Y rofffick vy, By FompEEs L5
L. QTHBRIERE OBAARD bz & OWME NS 5, S HE]
BILOAVERBIE - BAKATzAY AV TAELTUFEYY [4)F72]8® RO
B I UADIEEE

77 ) AavA vl I I UEABEEARAONRAICE Y, W NSRS, KR, A0, F
., WA FEEL LT & OWMES N D 5, HESAERE]
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. £t (EALDOEESF) CEATLHHEE

BARLFHU R [(RILYLS], B FLIFHL MEESE [V—EEwY ], RIL/ LXY D KDY (R
JLX 1]

BOSAERADIERIE [P¥ I RFE Y F]

WMAEAEST4IL [ZRIUILAL, IVTFUAY B85 T4)L [0 V]

mFATLOL [TY)oi]

BAILF=T [41LTILEAH]

BANTSOUERIE (255 ]

BARRLISHR (BEY V/MEAMKE (M) DNERED DREZST). BEXITHAMEDO T Y ML
) NEOREHER) [ RRI LY RA]

BILSY RUERRIE [5Y—4]

B7rELYVIERIE [T FILIX]

WO« xL/ Y [HLYT47]

BAYTJar VO LBEEEE [V LE2N]

BARYVORKRY Y [IWTFRR]

B INDLTY [ALFAFR]

BOF2o7)L=7 [V¥xrHq]
BHIFNOTTTEIZBWNT, 77V 2092 EOHICEY 2 b 0EFOMPEEN FH L, Z0
TERARHER S L IZEWERNTEIEL T 2BZN 0N HDHE LTZ TV 2a~<A o 45 RAEMER - ff
S OEICH#H SN TWD Z LD, BAMARY , EEYE LT,

B7EL=ZCEY [ALTayI], FILAYIILEY ARFYIIL-FELZDEY [LYFIILER]
TENL=DE 2T T 2u~A 2 OFFARICIS T D 3B 70 588 N OV I 14 22 VEIS 1 % 3T
L7 5, AR R SR T T L OMTIC L 0 7L =D b 7 T ) Za <A 3 400mg X E800mg
ZOFR LT2E. 7B =Y B DAUCHHIB AR TS METHINT 5 Z LN FHIES . BIVER ORI
BENDZEDDOFHEEEE Uiz, (2026553 H 17 H AT [RGB 3K R [ 322 e SRR @ an s 35 <)

(2) HFRIEEEZEDER
[#£200], [§850/MRA., F34 0w F10%/MEH]

102 $HREE (HFRISEET S L)

A4 5 BEARAEIR - $E 1A W - [l
=% MRS, T, REERE NS STV | KEI ORI E IS T 5 228
[16.7.1% ] HOT, vAF TV UOMPEEOHE | L0, UIX T ORIELEH

B, BRAER, DERFIZEREL, £ | e hn, b LFPgaitLizva
HRROLNZHEIT. BEEEH | S OBMENREEIND Z LI
B4 2 OWYRMEEITH) Z L, LV, zompREN LRI 5,

A VTR =)V IR FE SR MBS RE T A Rk (BEFEICED Z L85 D) | AT AHTH D, LEiEA oM
TV ZIFR BMEINTWDLIOT, BENROL | IREN LFETD2R[EEMERH D,
{7U7?9F } nNrGacix, #5%291EL, 7 Ry
JYVAEY R & FOREEDEMYIZNEEZITY Z &,
P ARREF O M P IRE EFIZHE S ER | AAIOCYPIAIZK T 2 BHEEMIC
FAT 4 Y8 90 OWEREOFREMENH DO T, AL | LV, AREAOMRBEBHE S
T 74U KR Fl O R EOREBLEIZEER L, BE | 2,
T ARY v DR LN HEITIE, H 5 EOFE
i A=DINY VL7 RLPUEEDREY R E EZITH Z L,
=gl AR
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HLBE 1 (0.03) 1 (0.03)
R - RESERRERRESE | 2 007 1 (010 3 (0.08)] 5 (003)] 2 (003 7 (003
HE 2 00D 1 0100 3 ©o8)| 5 003)]| 2 (003] 7  (0.03)]
e ] 2 _©on| o | 2 o[ 1 o[ o | I (000
IR 2 (0.07) 2 005 1 (001 1 (0.00) |
LG A o | o |- o [ 2 e[ o 2o
IR (FE) 1 (00D 1 (0.00) |
e 1 (0.01) 1 (0.00)
JEfedbEE | 84 91| 20 (1.98)) 104 (2.67)| 92  (0.54)| 27 (045 | 119  (0.52)
T 19 (066)] 10 (099 29 (074 21 (012 11 (018 ] 32  (0.14)]
i 21 (073)| 4  (040)| 25 (064 | 13 (008 ] 3 (005 16 (0.07)
& 12 (042 1 (10| 13 (033 ] 17 (0.10) 0.02)| 18  (0.08)
AN R 13 (0.45) 13 (0.33) 15 (0.09) 15 (0.07)
A 3 (0100 4 (0400 7 (0.18) 4 0.02)| 5 (0.08) 9 (0.04)
BAAR 3 (0.10) 3 (0.08) 8 (0.05) 8 (0.03)
[ ¢ 2 (07| 1 (010] 3 (0.08) 1 001)| 5  (0.08) 6 (0.03)
R AT R 5 (0.17) 5 (0.13) 1 (0.01) 1 (0.00)
=R 4 (0.02) 4 (0.02)
M N2 1 (0.03) 1 (0.03) 2 (0.01) 2 (0.01)
L 2 00D ] 1  (0.02) 3 (0.01)
A EREIR NS A 1 (0.02) 1 (0.00)
=) 1 (0.03) 1 (0.03)
A4 1 (0.03) 1 (0.03)
HIAL 1 (0.03) 1 (0.03)
fg<o1F 1 (0.01) 1 (0.00)
T % 1 (0.03) 1 (0.03)
H AR 1 (0.03) 1 (0.03)
&g 1 (0.01) 1 (0.00)
{EH 1 (0.01) 1 (0.00)
i S iz 5 1 (0.01) 1 (0.00)
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ZeH (FRLOFEESF) CEHATLHEE

S i B B O A
BN (%) | R (%) i (%) B (%) AR (%) it (%)
Frfe - IS RREE 0 0 0 1 ©o7n| 9 (0.15] 20  (0.09
e 4 002 4 ©0on| &  (0.03)]
A& RERE 4 (0.02) 4 (0.02)
AST (GOT) k5 3 (0.05) 3 (0.01)
ALT (GPT) L5 2 (0.03) 2 (0.01)
fFgeERE L 1 (0.01) 1 (0.00)
UL E AE ES 1 (0.01) 1 (0.00)
v-GTP |5 1 (0.01) 1 (0.00)
A - R EE 0 0 0 2 00D ] 1  (0.02) 3 (0.01)
CAlPER 1 2 won| 2 (0.0
LDH |- 5 1 (0.02) 1 (0.00)
E ek - HEN R E 0 0 0 1 0o1)| 1  (0.02) 2 (0.01)
CoamsEEzGE | | 1 1 on| 1 00| 2 (oD
WADR 55 3 fis 0 0 0 1 001)| 2 (0.03) 3 (0.01)
~ BUNEHR [ 1 oon| 1 (o2| 2  (0.01)]
V7 F= k5 (] 1 (0.02) 1 (0.00)
D DY X AEE 0 0 0 2 00| 0 2 (0.01)
w1 1 2 won| 1 2 (0.0
______ mgkECH | 0o o jo 0 ] 1 00)) 1 (00|
a7 RRIER 1 (0.02) 1 (0.00)
I s SR R 0 0 0 1 0.01)| o0 1 (0.00)
Comowmgx | 1 1 oon| | 1 (0.00) |
— A A By 6 (02| 0 6  (0.15) 7 004)| 3 (0.05] 10 (0.04
mER | 2 oon| | 2 005 3 02| 1 0.02) | 4 (0.02)]
SFYRE - E 1 (0.03) 1 (0.03) 1 o) | 1  (0.02) 2 (0.01)
FEEL 1 (0.03) 1 (0.03) 1 (0.01) 1 (0.00)
AN 1 (0.03) 1 (0.03) 1 (0.01) 1 (0.00)
TR FEIE R 1 (0.03) 1 (0.03) 0
R A PRk 1 (0.01) 1 (0.00)
FR PRI 5 1 (0.02) 1 (0.00)
PR 1 (03] 0 1 (0.03) 4 0.02)| 0 4 (0.02)
DY A 1 0oy |1 0oy 4 o | 4 (0.02) |
Z DA, 1 (.03 0 1 (0.03) 0 0 0
CommE | T ooy |1 w©o»| | 1 ]

RERHBER RO 7V 2u~A o A ARERE L V)

@ AR OKGRIER)

H ‘ FEBUFEL (%) ]

BN N A%
RS EREE 2 20/ 1,313 (1.52) 23/ 625 (3.68) 43/ 1,938 (2.22)
| ek 7/ 1,496 (0.47) 1/ 648 (0.15) 8 / 2,144 0.37)
R | AMmEkE% 0/ 1,496 1/ 648 (0.15) 1/ 2,144 (0.05)
ﬁ; /RSN 2/ 1,358 (0.15) 4/ 599 (0.67) 6 / 1,957 (0.31)
Ko | ks 2/ 1,313 (0.15) 0/ 623 2/ 1,936 (0.10)
A | pprhekinx 0/ 1313 1/ 623 (0.16) 1/ 1,936 (0.05)
~< 7 U M 1/ 1,476 (0.07) 0/ 618 1/ 2,094 (0.05)
ffi. | AST(GOT) k4 25/ 1,439 (1.74) 11/ 536 (2.05) 36/ 1,975 (1.82)
ﬁé ALT (GPT) |5 35/ 1,433 (2.44) 11/ 536 (2.05) 46/ 1,969 (2.34)
it | Al-P L5 7/ 1,370 (0.51) 0/ 455 7/ 1,825 (0.38)
1?; LDH |- 5- 4/ 875 (0.46) 0/ 9% 4/ 969 (0.41)
# | y-GTP -5 3/ 728 (0.41) 0/ 58 3/ 786 (0.38)
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. £t (EALDOEESF) CEATLHHEE

g ‘ FEEUFEL (%) ]
BN /N aF
i mey ey k5 2/ 1,085 (0.18) 0/ 283 2/ 1,368 (0.15)
W | BUN L& 3/ 1,384 (0.22) 0/ 604 3/ 1,988 (0.15)
Al mwarzra—n L5 1/ 473 0.21) 0/ 6 1/ 479 0.21)
%E M) ZUETA RESR 1/ 317 0.32) 0/ 4 1/ 321 (0.31)
| KES 1/ 832 0.12) 0/ 113 1/ 945 (0.11)
= CRP_L-5H- 1/ 1,071 (0.09) 0/ 450 1/ 1,521 0.07)
CKRREFEERLY)
@ EFARARAE B (AR )
FH ‘ FEBUFEL (%) _
A /N At
R Bk A 5/ 197 (0.63) 5/ 797 (0.63)
~ES | e LD 7/ 795 (0.88) 7/ 795 (0.88)
~~< 27U v bED 5/ 712 (0.65) 5/ 712 (0.65)
PmEREoEz | 8/ 85  (097) | 2/ 464 (043 | 10/ 1,289 (0.78) |
H i ER e 6 / 825 (0.73) 2/ 464 (0.43) 8 / 1,289 (0.62)
I HEk e % 3/ 435 (0.69) 3/ 435 (0.69)
| AFEREREE S 14/ 450 (3.11) 19/ 360 (5.28) 33/ 810 (4.07)
W | fphEkiE % 1/ 96 (1.04) 1/ 96 (1.04)
% FLRERES £ 2/ 339 (0.59) 1/ 290 (0.34) 3/ 629 (0.48)
| R 1/ 352 (0.28) 1/ 352 (0.28)
UL ERHE S 3/ 479 (0.63) 3/ 479 (0.63)
U UoSEREY | 27 419 042 || 2/ 479 (042) |
BRI 3/ 459 (0.65) 3/ 459 (0.65)
CWERE | 27/ 459 (044 || 2/ 459 (0.44) |
mREoEm | 4/ 621 (064 | 1 /.35 (028 | 51917 0.51) |
IR 2/ 621 (0.32) 2/ 621 (0.32)
=T N = N = 1 852 1/ 24 4.17) 1/ 24 4.17)
WwEALR 4 / 464 (0.86) 4/ 464 (0.86)
AST(GOT) |5 16/ 589 (2.72) 7/ 279 (2.51) 23/ 868 (2.65)
ALT (GPT) -5 18/ 588 (3.06) 8 / 279 (2.87) 26/ 867 (3.00)
Al-P |5 7/ 477 (1.47) 7/ 477 (1.47)
LDH |- 5. 5/ 479 (1.04) 5/ 479 (1.04)
y-GTP |- 5- 6 / 425 (1.41) 6 / 425 (1.41)
o LREULEy R 1/ 429 (0.23) 1/ 429 (0.23)
W | EgEr ey k5 1/ 234 (0.43) 1/ 234 (0.43)
EE walLAFo— 5 4/ 371 (1.08) 4/ 371 (1.08)
% rYZURTA RER 3/ 265 (1.13) 1/ 5 (20.00) 4/ 270 (1.48)
& | BUN |5 9 / 524 (1.72) 9/ 524 (1.72)
B oy 5 1/ 527 (0.19) 17 527 0.19)
MyENabF ] ] L /440 023 | 1/ 440 (023 |
MyENajgr 1/ 440 (0.23) 1/ 440 (0.23)
KRR ] 1 /440 023 | 1/ 440 (023 |
MEKRA 1/ 440 (0.23) 1/ 440 (0.23)
mpgclbR |2/ ws 40 | | 2/ 45 (046) |
I CLEA> 1/ 435 (0.23) 1/ 435 (0.23)
i JKEH EH 2/ 535 (0.37) 1/ 182 (0.55) 3/ 717 (0.42)
| i GRiEk) 5 2/ 275 (0.73) 2/ 275 0.73)
B [phiE (A k) L5 1/ 291 (0.34) 1/ 109 (0.92) 2/ 400 (0.50)
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. £t (EALDOEESF) CEATLHHEE

2) BRURERDERE (TA4X)ICHESBEETAANITYDL-FTEYL 20T Lyvs X (MAC) E
(REBHF. HERARERE)

AEREF - ENICB T 2% RERERSERERE (=a X) I~ a7V A - Ty Lary
Ly 27 A2 (MAC) JEZ x4 & U= B RaER ClraiEplesl . BITERIE2H] (33.3%) IZB O L, BITEM
OFEFIINE TR M O RE R Th o 72,

B OERREAER « KEICEB T 5% KERERSIERERE (=1 X) [ FRiE~A a7 TV A - TEY
Lar 7Ly 7 A (MAC) JEZ x5 & U EGREBR CIIREf4966 . BITERIZ18141 (36.5%) 1258
bz, BIWERAOFREIZEICES (19.6%) . MEHE (12.7%) . WWREAAESE (8.7%). I8 (7.3%). Tl (6.7%)
A6t CThHo 7,

BEERTE  fUERGEH O AR B W CTRIEFISOBI . BITERIZ2361 (39.0%) 2RO b, £
D E7H OITFHERER T L OV RFINA5E: (8.5%) ThoT-,

7K W 1 FH RRCAE R A Gt
A E 5 6 59 65
A1 S S BURE (51125 (%) 2 (33.33) 23 (38.98) 25  (38.46)
RIVE SR B 2 43 45
BIVE R % OFEHA BIVE 45 O RS B (%)
TR A R e 8 (356 [ 8 (1231)
1 2 (339) 2 (3.08) |
KERMER M 1 (1.69) 1 (1.54)
PR R 1 (1.69) 1 (1.54)
=iz %5 2 (339 2 (3.08)
I H BRI E 1 (1.69) 1 (1.54)
B EE R A 1 (1.69) 1 (1.54)
R s L B N T s ®an | 569
BHRAR 1 (1.69) 1 (154) |
15 PRI If i 1 (1.69) 1 (1.54)
&AH U v A ME 1 (1.69) 1 (1.54)
e g I E 2 (339 2 (3.08)
RS o ae L (154)
TR 1 (1.69) 1 (1.54) |
mweSRREE .0 1 (169 1 (154
S R 1 (169 | 1 (1.54) |
UM oA 1 (154
IR 1 (1.69) 1 (54|
BekEE ] L _Gee6n | 8 (13560 | 9 (1385
5 1 (16.67) 1 (154 |
T 5 (8.47) 5 (7.69)
B 2 (339 2 (3.08)
WA E 1 (1.69) 1 (1.54)
M i 1 (1.69) 1 (1.54)
FMEsRREE ] L _Gee6n | 4 678 569
JIT R s 1 (16.67) 3 (5.08) 4 (615 |
JHbE 1 (1.69) 1 (1.54)
BRSO TAEEE 0 3608 | 3..462)
15 3 (5.08) 3 (4.62) |
BeIowEEE |0 2 B339 2308
AMERR A 1 (1.69) 1 (154) |
B kR RE R 1 (1.69) 1 (1.54)
RBLOAENE o e [ RED)
e SEE_E R BRI 1 (1.69) 1 (54 |
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7K W 1 FH RRCAE R A a5
L R R N S 584D | 5069 |
A~V 27U &Y REEN 2 (339 2 (3.08)
Y-INE IV NT AT =T —BHIN 3 (5.08) 3 (4.62)
[P RE R A S 1 (1.69) 1 (1.54)
M i B 1 (1.69) 1 (1.54)
M7 T Y RAT 7 &2 —EEN 1 (1.69) 1 (1.54)

(MedDRA/J Ver.11.0)
UKFBIEFHEEERE O 5V 2~ A o o HREHE L V)
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. £t (EALDOEESF) CEATLHHEE

3) BEE - +HBmEBICBITAAN) NI 4— - EQ BRESE

D7 EFVVY KPR UVS VY TST—ILEDGHRDIBE

FEBRE - [EPN CIT b 38R 13430621741 (50.5%) 12, SMECTIThiu 7= 3Bk ClEs4841H 17941 (32.7%)
AR O BE 2 S 0RIERANRD LTS,

BHEERTE - UGN O M B ST B O CRIERI3 A9 1F 31851 (9.1%) | HHRIRA D B 4 & 1o
BIERRZRD 5TV,

D=1 ZEXFIIYUKNMPRUI VY TSY—ILEDGHADEBES GRER)

LAC400%V LAC800%2 &%
LRI BIE B 214 216 430
BIVEH R BB (%) 100 (46.72) 117 (54.17) 217 (50.47)
BIE R B 186 232 418
B VEF O FiSE BIIVE FH O FESE R HLAF R (%)

B - BRt ResbEE | 12 66 | 6 (278 | 18 (419 |
Ediiee 2 (0.93) 1 (0.46) 3 (0.70)

e S 1 (0.46) 1 (0.23)
55 4 (1.87) 2 (0.93) 6 (1.40)
522> 2 (0.93) 1 (0.46) 3 (0.70)
P37 1 (047) 1 (0.23)
ESEACh)) 1 (047 1 (0.23)
M I 2 (0.93) 2 (0.47)
it 1 (0.46) 1 (0.23)

TR - REERERREEE 2 .93 | 2 (093 | 4 (093 |
b 1 (047) 1 (0.46) 2 (0.47)
SHOX () 1 (0.47) 1 (0.23)
FLUO 1 (0.46) 1 (0.23)

Mg 0 1 (046 | 1 (023 |
7 LIV — PR R 1 (0.46) 1 (0.23)

XOoMoRREEREE | 2 (093 | 136602 | 15 (349 |
F Rk 1 (0.46) 1 (0.23)

TE 2 (0.93) 9 (4.17) 11 (2.56)
MR B 3 (139 3 (0.70)

RedRESE 2 (93 | 2 (093) | 4 (93 |
R4 1 (047) 1 (0.46) 2 (0.47)

o oMRHE 1 (047 1 (0.23)
AR GiE) 1 (0.46) 1 (0.23)

MfeEREE 57 (2664) | 75 G472 | 132 . (3070) |
T 16 (7.48) 22 (10.19) 38 (8.84)
IKARAE 1 (0.46) 1 (0.23)

g 29  (13.55) 30 (13.89) 59 (13.72)
S it 1 (047 1 (0.46) 2 (0.47)
JEUREEE N 1 (0.46) 1 (0.23)
B30 1 (0.46) 1 (0.23)
ENE 1 (0.46) 1 (0.23)
R 4 (1.85) 4 (0.93)
izt 1 (0.46) 1 (0.23)
TREE 1 (0.46) 1 (0.23)
R AR 1 (0.46) 1 (0.23)
WP 1 (047) 1 (0.46) 2 (0.47)
(EEAES 1 (0.46) 1 (0.23)
PN EE g 1 (0.46) 1 (0.23)
1 ¥e) 2 (0.93) 2 (0.47)
B A i 1 (0.47) 2 (0.93) 3 (0.70)
H &K 1 (047 1 (0.23)
M 5, 1 (0.46) 1 (0.23)
EIAL 1 (0.46) 1 (0.23)
EIh 1 (0.46) 1 (0.23)
M- 1 (047) 1 (0.46) 2 (0.47)
Mgty 2 (0.93) 2 (0.47)

CKGRHEEERI L D)
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ZeH (FRLOFEESF) CEHATLHEE

LAC400™" | LAC800™? | Bt
BIVE o> i FI|VE R O FER R B (%)

BRI 1 (047) 1 (0.23)

77 2O 1 (047) 1 (0.23)

+ R GEE 1 (047) 1 (0.23)

N EE 1 (0.46) 1 (0.23)

RS 1 (0.46) 1 (0.23)
AN cRmpEE 104D | o .1 (23 |

IR E 1 (047) 1 (0.23)
M OB EE U R 1 _(46) | 1 (023 |

HIR 1 (0.46) 1 (0.23)
RS 104D | o .1 23 |

N EE R 1 (0.47) 1 (0.23)
WREEARREE 0 1 _(46) | 1 (023 |

PABRSERY I SR 1 (0.46) 1 (0.23)
e esREE 1 04 | 4 (85 | 5. 1e |

EEEE () 1 (0.46) 1 (0.23)

N TR 1 (0.46) 1 (0.23)

mE 1 (0.46) 1 (0.23)

ZE TR 1 (0.46) 1 (0.23)

TREAR R 1 (047) 1 (0.23)
BRAmRAEAE A ] ] 108 (5047) | 127 (5880) | . 235 (5465 |

MIEAST (GOT) | 5- 9 (4.21) 12 (5.56) 21 (4.88)

MEALT (GPT) |5 9 (4.21) 12 (5.56) 21 (4.88)

IFFRERIE 2 () 8  (3.74) 10 (4.63) 18 (4.19)

I BRI 2 (0.93) 3 (1.39) 5 (1.16)

M Bk GiE) 7 (3.27) 6 (2.78) 13 (3.02)

N ZUETA R ER 6 (2.80) 10 (4.63) 16 (3.72)

JREE A5 8 (3.74) 8 (3.70) 16 (3.72)

My5LDH 5 9 (4.21) 4 (1.85) 13 (3.02)

v-GTP |5 7 (3.27) 5 (231) 12 (2.79)

MmE=zv2aro—L 5 3 (1.40) 6 (2.78) 9 (2.09)

AIP 5 3 (1.40) 5 (2.31) 8 (1.86)

mBEe Y ey k5 2 (0.93) 6 (2.78) 8 (1.86)

PRI ER 1 (0.47) 2 (0.93) 3 (0.70)

~NES T 2 (0.93) 2 (0.93) 4 (0.93)

~~< 7 U v MERD 2 (0.93) 2 (0.47)

M i ERHE 2 () 5 (2.34) 3 (1.39) 8 (1.86)

SR B 4 (1.87) 4 (1.89) 8 (1.86)

U o BRI 3 (1.40) 3 (1.39) 6 (1.40)

I A R e - 2 (0.93) 4 (1.85) 6 (1.40)

M= L 257 v — il 2 (0.93) 3 (1.39) 5 (1.16)

U > ERIEZ () 2 (0.93) 3 (1.39) 5 (1.16)

I PR EREE 2 (E) 2 (0.93) 2 (0.93) 4 (0.93)

I FEEREE 2 (JiE) 2 (0.93) 1 (0.46) 3 (0.70)

HERIEZ (FF) 3 (1.40) 3 (0.70)

L/ INREEE AN 1 (047) 2 (0.93) 3 (0.70)

BUN | 5. 1 (0.47) 2 (0.93) 3 (0.70)

IR g =B 2 (0.93) 1 (0.46) 3 (0.70)

M N () 1 (047) 1 (0.46) 2 (0.47)

MmigH v o A 1 (047) 1 (0.46) 2 (0.47)

mEs7 v7F =T 1 (0.47) 1 (0.23)

mHF R U 7 AMETF 1 (0.46) 1 (0.23)

iRy N =1 1 (0.46) 1 (0.23)

M7 L7 ART 1 (0.46) 1 (0.23)

AGEHL R 1 (0.46) 1 (0.23)

UKFBHFEER L V)

D 77V RAawA e LTLHEROOmE (Fil) . 7EX U LokFi & LCLET50mg (Fifli) L OYT > Y 75—/ & L T1EI30mg
D3FNZ& FIRFIZTH 2B, 7H ER& N5,

2 75V 2~ A b LTLEL00mg (i) . 7EF U Lkfndm & LCLETS0mg (Fiffh) K OVT > Y 75—/ & L T1EI30mg
D3N % [FERFIC1H2[E], 7H MR O BS,
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. £t (EALDOEESF) CEATLHHEE

D=2 FEELLYUKIMRUS VY TS YL L OBRAOSE (ERRERE)

A E 115K 3,491
BIEH 2 O R BLE B2 318
BIVE F %5 DR B S 425
BIEFSE D3 BUEF]3 (%) 9.11
I AT O R R I 5 R R
BMMERSOFAME ] L 003) | FFMLERREE ] L 003 |
WHEH %% 1 (0.03) R A Y 1 (0.03)
s LY oAREE ]2 0.06) | BojEds S OB Tl | 35 (1.00) |
U IR EREE N E 1 (0.03) AV 1 (0.03)
I BRI E 1 (0.03) E R 4 (0.11)
A L oREEE 13 0.09) FEFIE B T 4% 7 (0.20)
AR IR 2 (0.06) iRz 2 (0.06)
BRI 1 (0.03) ) PEIE 5 (0.14)
MR RMEE 155 (1.58) F% 15 (0.43)
FEMED F 1 (0.03) 2B 5 2 (0.06)
R 53 (1.52) E-ghRz 2 (0.06)
I AL 1 (0.03) LHMEZ 5 R ! (0.03)
(EL 2 (0.06) ERABLOAREREE ] Lo 0.03) |
R = | 0.03) HETr 1 (0.03)
By 1 (0.03) BHRERSLORGRIHE | 4 ©.11) |
meEEE 2 0.06) E 1 (0.03)
AN 2 (0.06) EysNR 2 (0.06)
MR, MEEs L OWERRE ]2 0.06) AR 1 (0.03)
NIz BE P R 2 (0.06) B IR AR A 30 (0.86)
s 232 (6.65) © fLomgEm | 4 o010 |
H e 2% 1 (0.03) . H ALPEE AN 3 (0.09)
BIE L 1 (0.03) ~EST 8 U 1 (0.03)
WP RIE 2 5 (0.14) B A ER A 0 1 (0.03)
(EE7A 2 (0.06) RiIRANY /el 1 (0.03)
T 123 (3.52) i ERE 4 (0.11)
R AT 2 (0.06) H i ERE N 2 (0.06)
iz 6 (0.17) ALT (GPT) #4/n 17 (0.49)
TR 2 (0.06) AST (GOT) #3/in 11 (0.32)
REERE 3 (0.09) Mg e v ove 88 1 (0.03)
HIERE 6 (0.17) y-GTPEE N 10 (0.29)
BLW 1 (0.03) BUNEAN 1 (0.03)
HRfE 74 (2.12)
GBIV 4 (0.11)
ERNI 1 (0.03)
IKARAE 2 (0.06)
Mg i 2 (0.06)
77 A MO NS 1 (0.03)
RN AR J 4 (0.11)
AN 11 (0.32)
F DG SR 1 (0.03)
FR 3 (0.09)
T 1 (0.03)

MedDRA/T (Ver.7.0)
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. £t (EALDOEESF) CEATLHHEE

Q7 EXF LV UKMMRUF A TSJY—ILEDHADISE

AR BN TITh B TIEs 13427341 (53.2%) IZEIERRRO B TWb, [HEEKOHEZEFREO
BSR4 R R B & S T ]

BEERTE . WEIRTE% O Rl 1253 2 R il SO 8O CRIEFI47361 4001 (8.5%) IZEEIAR
BIEO R 2 ETRRITERAPRD b T\,

@—1 TFTEFLVYKMPRUVF ATV EDHRADEE (KER ; AZRVAEEEROBERT
REERARZED)

OAC4007 D OAC80072 OAC1000™ &3
LRI BIE B 143 258 112 513
BIVEH R BB (%) 60 (42.0) 142 (55.0) 71(63.4) 273(53.2)
B VEF oD FiSE BIEH OFERIRBUFE (%)

B 54(378) | 18MsT) | 54(482) | 226(44.1) |
L 1(0.7) 3(1.2) 1(0.9) 5(1.0)
S 2(1.4) 2(0.4)

H% 1(0.7) 1(0.2)
T 36(25.2) 98 (38.0) 41(36.6) 175(34.1)
TR I E o 1(0.4) 1(0.2)
PR TE R 5(3.5) 5(1.9) 5(4.5) 15(2.9)
531 1(0.7) 1(0.2)
F1 O SR SRR 1(0.4) 1(0.2)
128 N AR PRI 2(1.8) 2(0.4)
MEZ 1(0.7) 1(0.4) 2(1.8) 4(0.8)
AN 2(1.4) 2(0.8) 1(0.9) 5(1.0)
PN Rz 1(0.4) 1(0.2)
Mg HfifE 1(0.4) 1(0.2)
b3 1(0.4) 1(0.2)
32 HH 1. 1(0.4) 1(0.2)
+ FRB 3(1.2) 3(0.6)
HERE 2(1.4) 2(0.4)
g 1(0.7) 3(1.2) 2(1.8) 6(1.2)
xR 3(1.2) 1(0.9) 4(0.8)
R 1(0.9) 1(0.2)
B e B 1(0.9) 1(0.2)
i 2(1.4) 3(1.2) 5(1.0)
AN R I 1(0.7) 1(0.2)
iR AT 4(2.8) 3(1.2) 1(0.9) 8(1.6)
HFi 2(1.4) 5(1.9) 1(0.9) 8(1.6)
S 1(0.7) 1(0.2)

EHYEROWAEME ] o4 | ] 109 | 204 |
Oleh o F0E 1(0.4) 1(0.2)
fE A o A E 1(0.9) 1(0.2)

i e 107 (208 | 208 | 5010 |
Jrine B 1(0.7) 1(0.4) 2(1.8) 4(0.8)
PR 1(0.4) 1(0.2)

RFEE ] 1on ] 102) |
T 1(0.7) 1(0.2)

MR eoNRbEE ] 109 | ] 102 |
A 1(0.9) 1(0.2)

EREE ] o4 ] 102 |
e 1L 1(0.4) 1(0.2)

R R R o4 o] 102) |
#HiE 1(0.4) 1(0.2)

dhRERRREE O 3 @eh 42(163) | 27241 | . 72(140) |
0 OSSR 2(1.8) 2(0.4)

b 1(0.7) 2(0.8) 2(1.8) 5(1.0)
FRENED F 1(0.4) 1(0.2)
MR R 2(1.4) 40(15.5) 25(22.3) 67(13.1)

CKRBHIGHERI L D)
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ZeH (FRLOFEESF) CEHATLHEE

OAC400%V OAC800"2 OAC1000"¥ &
BEROMREEE ] o4 ] 109 | 204
EAR 1(0.9) 1(0.2) |
P2PE SR BRI A 1(0.4) 1(0.2)
RREE ] o4 ey
MR f 2 1(0.4) 1(0.2)
AEEROERSRpME 1204 134y o |3en. 1846
T T 1(0.7) 1(0.9) 2(0.4) |
ey 2(1.4) 1(0.9) 3(0.6)
mRz) 2(0.8) 1(0.9) 3(0.6)
E2R 1(0.9) 1(0.2)
FEL 1(0.4) 1(0.2)
M ROvRERmE ] o4 ey ]
&L AT m—/ LHLE 1(0.4) 1(0.2)
PR OV TR 13en o 1e@3y ] 109 |wda9 |
A2 1(0.7) 1(0.4) 2(0.4)
e 1(0.7) 5(1.9) 1(0.9) 7(1.4)
Hyp 1(0.7) 1(0.2)
WEARE 1535 |1 14(s4) 10(8.9) 29(5.7)
AST (GOT) #5/in 4(1.6) 208 e ]
ALT (GPT) #4711 1(0.4) 2(1.8) 3(0.6)
U U RERE =R 1(0.4) 1(0.2)
s IR SR> 2(1.8) 2(0.4)
M7 I Y RZT 7 &Z—BHEN 1(0.4) 2(1.8) 3(0.6)
1= 2T a— L iEhn 1(0.9) 1(0.2)
IfiLAF e YL e 88 2(0.8) 1(0.9) 3(0.6)
1 AR LR i A SR T S BE 1(0.7) 1(0.2)
. R B EE 0 1(0.4) 1(0.9) 2(0.4)
LI BRI N 2(0.8) 2(0.4)
LEXQTIEE 1(0.9) 10.2)
R T R pE 3(2.1) 1(0.4) 4(0.8)
SRHVEE B 1(0.7) 3.7 4(0.8)
i EREHE N 1(0.7) 1(0.4) 2(0.4)
F I ER B 2y A H 1(0.4) 2(1.8) 3(0.6)

CREREGEERIL D)

D 75V 2n~A b LTLHEROOmg (Fiff) . 7EFT U k& LTLEIT50mg () . 4 A 75—/ & L T1E20mgD3#]
Z[RRHZIH2E]L 7H B S,

2) 79V 2~ A b LTLEL00mg (Fiff) . 7EFT U ok & LTLEIT50mg (i) . 4 A 75—/ & L T1E20mgD3#]
Z[FKRHZIH2E]L 7H B S,

H3) 77 VAR~ A e LTLEIS00mg (), 7EX U k& LCTLE750mg (J1t) . 4 A7 F Y —/L & L T1E20mgD 35l
Z[RKHZIH2E]L 7H B A5,

) ABENTWIHEROCHAEIZ EE Y 5 U A0 <A 2 200mg (LIS U T400mgE THET]) 7 EF 22U »AKFPYT50mg,
FA S5V —A20mg%x | A2[E7A MBS TH 5,
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. £t (EALDOEESF) CEATLHHEE

@—2 F7EXIVYIUKMPRUIATSI—ILEDHRADEE

(BEHEICHY SBEEAMERE)

FHAIE I E 473
BIVE A 25 D 38 BUIE B 3% 40
EIIER % OB 56
BIVE 2 D3 BURE B 2R (%) 8.5
- . . FEHIEBIER (%)
RIVE % O FE (EE)
BREBLOWAERE ] 1021
ELIRGE 1 (2 ]
OfpppEE 1 (021)
FREE 1 (o2 ]
MEARREE 11 (233)
R £ 12 ]
M L 10 (2.11)
WReEE ] 102D
=) 1 o2 ]
wAEEE ] 1 (0.21)
FTH 1 o200 ]
EmsE 29 (6.13)
1722 25 1 o2 ]
O E 1 (0.21)
{EH 1 (0.21)
T 21 (4.44)
B R E R R 1 (0.21)
AN 2 (0.42)
W RE AR 1 (0.21)
AN 1 (0.21)
=E 1 (0.21)
[EAR 1 (0.21)
REAREEE 2 (042)
JH R RE S 2 (04 ]
B L OB TR 2 (042
BT 1 (o2 ]
x5 1 (021)
RSB L OR eMMEE ] 1 (2D
BE i 1 (o2 ]
EHEESLOKEGRRE |5 (106
SR I 1 2y ]
FEEL 1 (0.21)
(P72} 3 (0.63)
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. £t (EALDOEESF) CEATLHHEE

R7EFXFSVY VKPRV SARTISY—ILF bSO LEDHADIEE

AR - BN T B B TIES08451H120561 (40.4%) IZEIER NGRS BT\ 5,

BEERTE  JUSIEE%R O RETIE IS B\ TRIERI3, 78961 FH 16661 (4.4%) (ZEGARRAE O B % & Te
BITEAMNRZED BN TWD,

@—1 TEXFIVIIVKIMPEUIATSY—ILF RO LEDHADIEE KB
RAc_l‘BEl) RAC-ZEZ) RAc_3‘E3> RAc_4‘E5) /El\g
SR E O BUE K 129 123 133 123 508
RIVE BB (%) 40(31.0) 55(44.7) 52(39.1) 58(47.2) 205 (40.4)
BIIVE R o fE¥E BIlVEFH O FESE R B4k (%)
MR ONY oNRBEE | b L R 2 (04)

1 1 BRI i 1 102 |
MR kA i 1 1 (0.2)
MR OVRERE ] L D (N
BRRR 1 1(0.2)

5 R B I 1 1(0.2)
B 2 | s TS 30 (5.9)

EEED F U 1 T 102

R L 13 3 9 25 (4.9)

[EIEp) 3 3 (0.6)

JRIRGR 2 2 (0.4)

A O 1 1(0.2)
ObEEE | I 1(0.2)

Eufles 1 102
wEREE 1(0.2)

FTY I e 102 |
HlEE v ST sy 51 200 (39.4)

R AT 3 1 3 2 908 |

i 7 3 1 11 (2.2)

TR 1 1 (0.2)

AE % 1 1 (0.2)

155K 3 1 1 1 6 (1.2)

T 16 26 21 27 90 (17.7)

(mEA R0 1 1(0.2)

WL R 1 1 2 (0.4)

% 1 1 (0.2)

E3di) 1 4 5 (1.0)

=R 1 1 (0.2)

G 1 1 (0.2)

PR 1 1(0.2)

LiC[d 13 13 13 13 52 (10.2)

GBI 1 1 2 1 5 (1.0)

WEPE R A 1 1 (0.2)

RS 1 1 (0.2)

A% 1 2 3 (0.6)

KR 1 2 3 (0.6)

HEE 1 1(0.2)

AEOOUEN 1 1 (0.2)

EiFLSD 1 1 (0.2)

1 D &5 iR 1 1 2 (0.4)
I S O IO IO T

e B 2 2 (0.4)
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ZeH (FRLOFEESF) CEHATLHEE

RAC-17D RAC-212 RAC-373 RAC-474) /E]\s

FERE B OV T Lk b 3 3 5 4 15 (3.0)
T N | N R 102

w5 1 1 2 (0.4)

g R Z VR 5 1 1 (0.2)

BRI 1 1(0.2)

% ) FEE 1 1 2 (0.4)

B 1 1 1 3 (0.6)

ER7 1 1 (0.2)

M O FEAE 1 1 (0.2)

hEEME B 1 1 1 3 (0.6)
BROWRESREE 2204

AR 1 1(0.2)

JRELE 1 1(0.2)
ERMAROAEREE | L FU BT N 102

Ep ket 1 1(0.2)
BB K O R TR e 3 2 2 1 8 (1.6)
""" B | 0 20

sy 1 1 1 3 (0.6)

mp) 1 1 1 3 (0.6)
ERIR R A 4 8 8 16 36 (7.1)
""" ALT(GPDY M | | 1 2 | 306

AST (GOT) #4/m 1 2 3 (0.6)

If. P LDHEE N 1 1 2 (0.4)

I -5 1 1 (0.2)

A~y 27U &Y REN 1 1 3 5 (1.0)

L ERERELIE N 2 1 3 (0.6)

PR R o HERG 1 1(0.2)

AR R 1 1(0.2)

U 2 SEREOR D 1 1 2 (0.4)

U SEREHE N 1 1 2 (0.4)

I R ERERD 1 2 3 (0.6)

M i B 2 1 4 (0.8)

M LB N 1 1(0.2)

JRHE A 1 1 (0.2)

1. H AL-PES AN 1 1 1 3 (0.6)

RS LA 1 1(0.2)

GERREGEERL D)

*1) 77V Aup~A 2l LTEROMg (Ff) . 7TEF VU kfidE LCTlR750mg (), 777V —F kU AL LTlHE
10mgD3#| Z [FRFZ 1 A2\, 7 H R 0 & 5,

#2) 77V Aup~A 2l LTIEM0mg (Fff) . 7TEF TV U kfidE LClR750mg (), 777 —F kU AL LTlHE
10mgD3#| % [FRFZ 1 A2\, 7 H R 0 &5,

#3) 77V Aup~A 2L LTER0Mg (Fff) . 7TEF TV U kfidm & LClR750mg (), 777 —F kU AL LTlE
20mgD3#Z [FIREIZ1 H2[E], 7 AR D 8S,

H4) 77V Aup~A 2l LTHEM0mg (Fff) . 7EF TV U kfidmE LClR750mg (), 777 —F kU AL LTlE
20mgD3AN A RIRHZ T H2[E], 7 HERE 05,

) EKRBENRTWAHEROCHEIZ EEZ Y 2~ A 3 200mg (LB U T400mgE THIER) . 7EF 2 U ki 750mg,
TR T —F MY T A10mgxE 1 H2EI7TH S TH D,
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. £t (EALDOEESF) CEATLHHEE

@—2 FEXFIVIIUKHMPRUVIANTZV—LF FIILEDHADEE ERABERE)

A IE Bk 3,789
BIlVE 2 DS BURE (511 %% 166
BIVE S DR B 195
BIIVE FH 45 0D 8 BUE 132 (%) 438
BIVE % O RIVE % o FEgH
BIVE 5 O FESH 5115 BIE ] RIVE % o FEgH I BRI 151
8D = (%) %) # (%)
CBRYESSOwARIE |1 003 | AFMEREE | 6 (0.16) |
[z 1 (0.03) P RE SR 6 (0.16)
B L OY SRS 2 (005) | BB L OBCTHMRRE | 30 079) |
2 2 (0.05) T LIV —PER g 5% 1 (0.03)
s L ovRsEmE ] 1 (003 | B 3 (0.08)
EA Y T AIfE 1 (0.03) HLBE 1 (0.03)
MRESREEE 24 (063) | EOFEIE 1 (0.03)
FEIED E W 2 (0.05) 5 16 (0.42)
R 20 (0.53) LR 1 (0.03)
SHYR 3 (0.08) EA1R7 7 (0.18)
CMeE 1003 | - S EES SORGEMIORE | 5 (013)
IR0 A 1 (0.03) I 1003 |
obbEpEE 11 (0.03) PRV 1 (0.03)
HE 1 (0.03) BRI 1 (0.03)
| WAgpEE 2 (0.05) I 1 (0.03)
E | 2 (005 | wE 1 (0.03)
PR, Mogba LOMtREREE O | 1 (003) | FER 1 (0.03)
1 e SRR 1 (003 | BkMRE 8 (021) |
L 105 (77) | MEET 1 0.03)
JEERAS PR 4 (0.11) V-INE IV NG AT = 5—EHEN 2 (0.05)
P N 2 (0.05) INRHE/IN 1 (0.03)
i35 2 (0.05) BB N 1 (0.03)
RE R 2 (0.05) PR i ERER > 1 (0.03)
(X 2 (0.05) i R He 2 (0.05)
T 80 (2.11) M7 Y RAT 7 2 —FHm 1 (0.03)
H A e R 1 (0.03)
TR 3 (0.08)
O ENER 2 (0.05)
GV 4 (0.11)
122 PN A R J 1 (0.03)
AN 1 (0.03)
A 3 (0.08)
M OSERUE 2 (0.05)
Bl Y 1 (0.03)
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I. ££t% (FRALDFESF) ICEAIHEE

EHRARE. AHE. EEERVFHOAREERANOBMERARTERE
1) —RRERE (V5 RAOTA L U ERBERE)

@ EKE (ERKE) JEHERRERE
OBRRA

% 4 Sl e B IR PE
RAENE B JE Y E 339 1 (0.30)
VRIEME 2 W i 587 10 (1.70)
) NZAL IV I (E/S 82 1 (1.22)
8 B B2 554 8 (1.44)
SME - BME R ONFAN A O — Y 836 4 (0.48)
I e S U diE 8,727 52 (0.60)
JRIES 1,034 5 (0.48)
TESE R 1,183 9 (0.76)
H R A I e i 1,805 22 (1.22)
PR 1 e R AR R YR 1,164 11 (0.95)
TGN R 2% 26 0
AL & PR RS 39 0
O/NR
% 4 R ot G IR R
FAENE P 8 Y 24 0
TRAEME R R e 43 0
VIoNigE - U UK 28 0
& 4N BE 54 0
GME « BMVE L OV A O — R 68 0
I S Y i 5,046 48 (0.95)
GG 2% 81 0
H B I Y 479 3 (0.63)
PEALER 76 0
B H % 29 1 (3.45)
Q@ EHHEEENBERRREE
A N At
. i1 FE B N BIE 8B e BIE 8B
AEGI E I (%) AEGI E I (%) G E I (%)
A B 2 12,902 1 8 ( 0.67) 5008 1 24 ( 0.43) 17,910 1 110 ( 0.61)
A OHEA 3,990 1 42 ( 1.05) 1,056 1 30 ( 2.84) 5046 0 72 ( 1.43)
j;gggi 5 1 ( 20.00) 3 0 8 1 ( 12.50)
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I. ££t% (FRALDFESF) ICEAIHEE

9.

10.

@ EHHEREREFRAREEE

ﬁ&A R a8
S BIVE 585 U BIVER 8L R, BIVE R BL
PR wmmon | PO mmmen | T rmmon
JEGE e O\FAE R 3020 7 (2.32) 390 2 (5.13) 3410 9 (2.64)
oA, g, AEHER - ! ! !
e 5570 6 (1.08) 271 2 (7.41) 5840 8 (1.37)
AEER LA DO R 1,208 1 13 (1.00) 200 1 (5.00) 1,318 1 14 (1.06)
I, B2 32 D IR B 1,014 1 14 (1.38) 680 1 9 (1.32) 1,694 1 23 (1.36)
L% DR B 5571 6 (1.08) 277 0 5841 6 (1.03)
WAPR AL 5 T 0D 5 1571 2 (127) 40 0 201 ! (1.00)
BV B OVBE T R DR i 170 0 2 (1.18) 450 1 (2.22) 2151 3 (1.40)
Z DA, 1,021 ¢ 10 (0.98) 252+ 4 (1.59) 1,273 + 14 (1.10)
@ “EREEERRIERRIREE
B /R &t
U Bl 5 8L S B/ 558 e BITEFSHEL
PR wmgon | PO s | PP mpimces)
0% 6,274 35 (0.56) 2,170 1 11 (0.51) 8,444 1 46  (0.54)
Hh s e 8,498 1 74  (0.87) 3430 0 38 (1.11) 11,928 | 112 (0.94)
5 657 1 11 (1.67) 2120 4 (1.89) 869 1 15 (1.73)
ENUDEET N 1,468 1 9 (0.61) 2550 1 (0.39) 1,723 ¢ 10 (0.58)
® HEE. BREEFDIERAREEE
BN N
SiE 5% BIVE R BURE B4k (%) SEFIE BIVE R BURE B2k (%)
T35 BA OHER 425 6 (1.41) 41 3 (732)
B BA OHER 153 1 (0.65) 29 0

ARBRERRICKREIZE
[$£200]

FRRRERRICRIZTEE
NJangs2— - E0) BRESE)

FEMYE DR A o 544 T E % TiX
IRFEMZABRIC LD REHEZIT O %
#%ibwo

FGUTITS=NEOTa NIRRT A L BT ER Y KM, 7T U Aaw A YU EOH
X, BC-JRFBMEEGER O H TR EMBRENEIC 72 D Al RE
B2, IO OIER OB G THARLBEOR R THEETH 2 &

PEN D D728, BC-

BEKRS
BRE STV
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I. ££t% (FRALDFESF) ICEAIHEE

BALEOEE
[£€200]

14, BRLDIEE

141 EFIZFEFDTE

PTPEZEDIEANIPTPY — RO H D L CTIRAIT D X 9883252 &, PTPY— FORREKIZ L U | WL
AERDNEEREEA~FIA L, FIZIEELEBZ L CHERAREOEERAIHEZ PR T2 2 035 5,

[£850/MNRA. K354 20w F10%/MNRH]

14, BRALEDEE
141 EFIZFEFDTE
(58>
14.1.1 PTPOREEDIEANIPTP Y — b OHI D H LU CTIRAT 2 L 28845 Z &, PTPY— FORAMKIC &
TS ER N BRI A~FI A L, IIZ AL 2B 2 L CHERIR A SO EE R AIHEE T2 2 &#&
2
(K541 vy )
14.1.2 HEFHRORAICTH D DT, FHRE OLRIF 2 BT, %@%ﬁ#%ﬁ#éﬁ%ﬂ%éﬁAiéﬁﬁ
WRFEL, TELME VLM T 25T 52 &, o, K, +oICiRVIBE 2 50T

HT L,
M13%$%ﬂ(ﬁvy77;—x xﬁ—yﬁﬂ*)TW%#%*&iﬁfé*&ﬁ%ibm HRNRK
DR ZRS T2 ORIKIFRFH 23 L T 523, BN TR L7258k, HWRNRREAT L &0
H5,
(fiF#n)

[££200] 14.1, [$50/NRA. FS4 >0y F10%/MEA] 14.1.1

DT RC R EAE I LD < [ I 3R IR SCE S OMERRIZ 72 > TOQ&AIZSWT | (CERR3I4ELH17H AT H
HOHAL 54 HARRER # G S R B ) (2ESWCRdk L7,
[$850/MNERA. FS4 0w F10%/NMRHA]

14.1.2 IV-7. FARNE R VA% ORTENE 2

14.1.3 IV-8. fiiffl & DR GE(L (B FRIZE L) SR

12. ZOMDEE

(1) EEERERAIZEDCIHER
HREESH TV

(2) SEERERERBRICE D < 1E#R
[ﬁZOO] 146~148)

15.2 JEEGEREAER(CE D < 1B
Z v MZT7EXR U K (2,000mgkg/ H) & F Y7 F Y —v (15mg/kg/ HELE) D4 EIDF RO
BHLEZRBR, LOA RCTEF VY kil (500mgkg/H). 7> Y 7 Z Y —L (100mgkg/ H)., 7
FZ VA~ A T (25mgkg/H) O4BEMBIOFARZRO®&RLG L-HERT, 7EX 2 U KM Z2 HMH 5%
mmﬁﬁbt@%’#mﬁﬂ BO LI TVDN, FETIET EX U U VAKFRHERZICHTH L= b DT
D, ANTHHLZLDO TRV Z ERERINL TS
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X. JFERAREAERICEE Y SIHE

1. EEER
(1) FEMFEEHER
TV S BIY 2HH ) B8

(2) HREMFEEHR
1) —RRREEE
77 Aa~A WD R ORI O — R SEERVE & MRET U 7oA, PR E AR, R -
PEERA A, LB, £ U<, AR E CIRRHCBEE A ER RO oo Tz,
2) BEEB -+ BBEBICE T A aNy 44— EO ) BEEAE
(ZFEXFOVYVKIBMRUVS Y TSI—ILEDFHADIGE) ¥
77)xnv4// TEXTVY VKR, TV T — L O3FNE RO AR AR R N OV ME R 2SR
W23 2B DWW TR L7 AE R, I FEMMEAERICE S BRI REBMHOEBER 2RI e &
Ez bz,
(ZEXFOVY VKPR UT A TS I—ILEDHADIBE) ¥ 199
77V ARy, TEXVVI VKM, AT T —LorAERGIC L D3RI EERBRICE O
T, B 2EBER ORBULRO 6T, 3HIFHBEGIC X A2 LB O bl o T,
(FEXDDI) VKPRV SANTSY—=ILF MDD LEDHADEE)
MR L

(3) TOMOEERS
BH TR L

2. HMHHER

(1) EEE5HEHR
1) —RRERRE
AR : LDso (mg/kg)

I BSRE | gn R BT B
‘ < 7 2156, 15D F 2,740 1,030 >5,000 173
g% (ICR : 578i#) o 2,700 850 5,000 195
% 7w h1so L 3,470 669 >5,000
(Wistar : 73 ) e} 2,700 753 >5,000
4 <% 158) F 1,290 L L
i (ICR : 3 F i) el 1,230
% S5y %158) " 1,330 - L
(Wistar : 3 H i) ? 1,270

BiEE - TZHEERICBITAAY NI 2— - EO) BREJE
(7%#//Uzmﬂ%&07zvjvv—wtwﬁﬁ®%é)

Wistara 7 » k' (75 U 21 <A 321,000 0r 2,000mg/kg, 7 EF 32U L /KMP2,000mgkg, 7> Y 75
' —/12,000mg/kg 2 3N PR AR A 5) KO E— 2L R0 (75 1) 2m~<A 2 2500mgkg, 7EF ¥
U LoKFI#500mg/kg, T2 Y 7T Y —)12,000mg/kg A 3K OF H ELEIRR DB E) TIiE, DR GIC XD Fizic
EERBIENRH LN -T2 L h, 3FI0FRABGIC L0 BEHEENEEST S Z LidhnEB bz,
(FEXVVY VKPR UA A TS IT—ILEDHBDIEBE) 15

SD#T > h (77U A U’?/f 2 21,000mg/kg, 7EF T U LKFI2,000mgkg, A A 7TV —/1500mg/kg
Z3AI0F A EERR 0 £ 5) 2R\, 3FIDFR B G2 X B8 7o e BtE O3 BLUL OUMEBRIGR O B /e o7z,
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X. FERRHERICEAT SIRE

(TEFIDYUKIMRUESIRTSY—ILF M) LEDOBRADEZE)

SDRT v M TV Aua~A )7 EXT Y K777 —vF s U T 2A01,000/2,000/0mg/kg,
1,000/2,000/250mg/kg & T*1,000/2,000/500mg/kg & HLEIFRE O e 5 L7255, WL OFIZ B W T HIETHITRE
D HAVT ., B O B FEE1E1,000/2,000/500mg/kg L W K ToH Y | 3AIPFHIC L 2 BFEREOIX TILR S b/
Mo fe, BERMEOBEENIFOFHE GREOME TR Lo n, —mtErSEEEOE TH 572,

(2) REH‘EESSHHAR
1) —HERERE
O HAvEM
75 2avwA LU ERAT M (12.5~800mg/kg/H) . ST v R (12.5~200mg/kg/H) . e —
TR (6.25~400mg/kg/ H) . Shti B — 27 /LK1 (30~300mg/kg/H) . H/1199 (25~400mg/kg/H) 1228
A& NG LRI W T, @iz isiT 2 hE &R CTAST, ALTO ER%E, £72. $hET > b
< A BR oo i E H B CIFOMB LS NRD bR, b OB bIHAEKIC L v BiEEm 2R~ LT,

i e 5111 MR 2R (mg/kg/H)
JR# T~ K (Wistar) 28 H [ 50
$h#Z » b (Wistar) 28 H ] 50
R X (Beagle) 28 A M 6.25
A X (Beagle) 28 A [H 100
H# /L (Cynomolgus) 28 H [t] 25

© 1ErEEME
77V An~A v EWistarh 7 v b (1.6~200me/kg/ H) | B — 271K (0.8~100mg/kg/H) . 11 (25
~100mg/kg/H) (264 A O#EE Lo BRICHB W T, dliarEmtE & RIS OMBRZELEN A ST D3,
RIEIT L v IR A2 LTz,

[ILZEE 541 M aE (mgkg/H)
Z vk (Wistar) 6% HH 8
4 X (Beagle) 64 HH 4
#/L (Cynomolgus) 61 A 25

2) BiEG - THEBEBICETHEA) Ny 2— - EQ ) BREAE

(TEXDVY KPRV S Y TS VY=L EDFHRADISE)

Wistarsza 7 > b7 (7 F U A~ A v 2200mgkg/H, 7EXFT U 2 KA500mgkeg/ H, 7>V 7T —
V50mg/kg/ B & 3FIGFAAEME O & E) KOE—27 LR (77U 2a~A 2 25mgkg/H, 7TEXT VY
Y KFI500mg/kg/ H, T2 7T Y — 1 100mg/kg/ H & 3K 0F 4R O £5) <Tix, OFHELICX 0 #i-
ICHERENHONRN-TZ 0 b SHIPFHTGIZ L0 FEREES L Z & idhneB 2 b,
(TEXFIDI VKPR UFTATSI—ILEDHRADISEE)

SD% T v b7 (77U 2n~<A32200mgkg/H, 7EFT U KMP3TSmgkg/ B, 4 AT T — )L
10mg/kg/ H % 34I0F H4BRIRE N e 5) L —2Z LRI (7Y ZAa~A 2 25mgkg/H, 7TEF Y v
AKFH500mg/kg/ H, A A7 Z ' — ) V5mg/kg/ H % 35104 R 08 5) ([28B8W T, 3FI0FAE G- I2 L 0 FiE
FrRDNFEFITIERENT Y . THLERWETC 2B AR oD 2 LidknoTz,
(TEFIDYUKIMRUESIRTSY—LF M) LEOBRADEZE) 7

SDRT v NMZZ TV Aa~A U/ TEXT VU KW Z T 7 —)vF N U 7 A050/1,000/0mg/ke.,
50/1,000/1mg/kg, 50/1,000/5mg/kg K% T850/1,000/25mg/kg % 418 M SAERE 1 % 5 L7255, 50/1,000/25mg/kg % 5-
FEOMEIZ N T, (REKOEREDRED 72 EORBIRBOE N, FITEIUE S IHEIEDOIR T, B7RM,
THEDORRRRIE & W o 7o — BRI ERNRBO LT, £ T, 77V RAa~wAf Ty, TEFTVTY VKR
MO EEEZDHZEIZEST, ZUHOFANEDLLNE I NERFT 57012, FIZSDERT v MZ
SNF 5 R U RS, 25mgkg, 7T U AR~A LT EF VLY VKR T RT T S R
7 10> 125/400/0mg/kg. 125/400/5mg/kg K T)125/400/25mg/kg % 438 ] 48 7% O #¢ 5 L 7= 45 5. 125/400/25mg/kg
BHREOMEIZ N T, KBREOELNO0M S L KR ATFRHE OB E OZFEHE 1 DB B vz, 70k,
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3)

4)

(5)

WTHORECB W THEETEMITFRO b holz, Flo, E—=27 A RICZFZV AuvA T/ TEF T
VoK) X7 5 — ) kU AdD0/0/Smg/kg, 0/0/20mg/kg. 25/500/5mg/kg K 1U25/500/20mg/kg %4 H
MEERARS Lz, 2B, BEICELTT, 7TEF VI kM E T_XTF T —F U v L0514
IR ) 2~ A oo Z2fh Uiz, ZOREE. 25/50020mg/kgft 5-EEZ I8N T #5391 e ik oo 45
OEMBBEE STz, 72k, WEOFRAMEEIZLAR A b Z\VMER Th o 7243, 238 AR 3 2 8 m 53 2
Hiv, BEGWIROIERICE> THMRT 2 Z L3 Te,

BiEHRER

O Z5FME

1) M 2 W7o IR 2R R (AmesikBR, invitro) . ZERAERFHBERR (nvitro) . T ¥ A =— A
DAL —HER N 2 O T Qe R BUETRER (invitro) . ~ 0 2 DB BERIN/IMZRRER'TY | S O Amesid
B (invitro) &#47-72"Y, ZH XV 7 T ) 2a~A v ROZOREIERFIETRD Se otz

2) TEXVVY VKRME T v T T = E O OSAETY
IV ARy TEXVVY VKW, T Y T T = O3FIGEHE 0 GC/MERER ICRZE~
U A EHAE) 21T o 7208, YR BEFERIEM (invitro) K OSHSEIRBLEVER (invitro) 13788 HiL7ein-
776

3)) TEFRVIVY VKB RA AT TV =L EOPFHOEET
77V A~y TEXVVY VKR, AT T — L O3FNPFARE D &G T/MERBR (ddY Rt~
U AR AAT o 72, P KR EEREN (nvitro) 133D bNT, BHIIC L DB RIFMEDOIEILR
WeEEZ o7,

4) TEXVVY VKRR OTRT T = U T AL OPEFHOEAET
sV Ay, TEXVVI VKR, X777 —F N U o AO3FI0F R 0BG CCHOM R &
FHVN 7= HGPRT R En 1 28R E R BR 21T o 72, T OFER, SOmixFE F R OFEFE FIZBWT, 977
V=L R T LAEAL 7T 2w, Y ROTEXT VY LAKFIOFI0EH. 7T U Aaw A,
TEXT LY VKRR TR T —F N U7 AOIKIPEIC & BB R E RFRERITRD b
Rhote, T, BT RC 7TV A AT EXRTV) VKR T RT T =)L U T AD
500/500/125mg/kg. 1,000/1,000/250 mg/kg, 2,000/2,000/500mg/kg. 2,000/2,000/750mg/kg% 2 H 187 1 # 5-
L. BHICB T2 RO EEFRENOAEZ/NMERBRIC L VR LZ, TR, 3T OKESHET
HEBEICR T D R ERREFRIERIIA N2 5T,

MNA RS ER
MY ERe L

AEHREFEHR

O EHRRT M QTR0 5 55817
Wistarsz 7 » b (10~125mg/kg/H, #1) Tik, BB OEHERE L ORI OAAF - TBREEIT TR D bl
I AR TH BN T35me/kg, R TI125mekg E 2 T,

Q #EAEIN 535k
Wistarsz 7~ F130 (10~160mg/kg/H . #A) KO HX8 (10~125mg/kg/H . # M) TiE, @EaTEM4EITLER
OO oT,
78, ESMCE T 2B TRk O L9 @ nH 5", SDRT v b (15~150mg/kg/H ., #&11) KUCD-12~
7 A (15~1,000mg/kg/H ., #%1) IZBWT, ENENREDICEELH SO oREHET, 7 v Ml
DA REF RO~ T ZBIRICABHIBO N, o, b (35~T0mg/kg/H, #H) 2B\ T, RHH#)
WNZEMED & 4L 570mg/kg/ H T, IR IBNARMKE ORI A DT, FhE, Wik, B2 FI3ER
OO oTz, WEREITT v R T40mgkeg, 7YX CREM3Sme/kg, IR 125mg/kg & & 2 BTz,

@ JEPER M O L 3 -5 18
Wistarsz 7 > & (10~160mg/kg/H) TlE, EWOITHE) - HZEEIHEBITRD bR o7, M B I/H)
W, PEIR L H4omgkgl &z Bz,
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(FEXDDIUKIMRVS VY TSV —ILEDHADEE)

& - BRIV A BE S 25 3R 18

Wistarsz 7 v N OSRBEEAY (R6H ~17H) 12, 7 ) Aua~vA v, TEXF VU KR, 077
T = DOWTNOEMZ 5L > THREM S 5 WVITIE - IBIROREBEICHREORENA LN D& (7
3)2m74yymmg@m TEX U AKFS00mg/ke/ H, T2 7T ) — L 50mg/kg/ H) T3HIF
R OEE L2356, EEORBITHTR S50, IR L TESEER & 2 WITEF IR S v & &
Z BT,

(FEXDDIUKIPEVF A TSV—ILEDHADIGE)

R L

(TEXFIDYIKIPRUSRTSY—=ILF L) D LEDHERADIES)

NI R L

(6) RFRIMIEHER
LB L

(7) =Dt EH

O HUFRHES
EFENLEY NTORHWET T 7 4 7F v —Kbh, ZHKET 7 1 7% — (PCA : passive cutaneous
anaphylaxis) SO, #fih7 LV —ROG GRIEREEROG) . ¥ ¥ TOZE MEREHE G, 7 /4 ARG,
7 v FPCARJSIZ D EFT LIFE R, WINbREIETHY , 7 7V 2Ar <A V ACHURMETES Do
7o

@ RFFEATHR T D/EM
Dutchfifi 7 4 151229 H % 0 4 5- (40, 160mg/kg/H) L., HERIZ i#ﬂﬁ%@dbtﬁ% IR
Do, £z, BTy NIZ30H BFRO#L (200, 400mg/kg/H) L, FERRICKITT HEL
AL, BRI o7,

@ JFlgiz kT2 /EH
Wistar:z 7 v b & AW TIFEMIREIFER RIC KT TREZBE LR, 77 ) 2An~A v ORERS
(500mg/kg/H) 12X 0 JFF b7 10— LP-450DEINNFR D S 72189,

@ gkt 2 M

Wistarsk 7 > b Z 77Uzmv4yymmg@m%maﬁﬁmﬁﬁb N QB A T T A Ot i N
kﬂﬁﬁﬁﬁf%mﬁ@%A&U%%’ TRBIRE CTH-Y, F, 7o I FROBZ U kEr—

IZX2BEET v M ﬂ#éxﬂ@%%%@ﬂbtﬁ% B E OHIRIEA TR D hro 7210,
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T o —adEREEIL, BRAERT TS L CTRETH L,

5. BERITEM
<THDOLED : HY
BEMERLTA R 2L
ZOMDOBETEM : (7T VAT vy FERAENTHDE F~—RASIE—]
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S/ S IR

7. EEEEEARH
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W%, AR RBES | SALEREER B | el
7 Z ) Z§E200 19914E3 H29H 20300AMZ00251000 199145 H 24 H 1991426 A 24 H
7 7 U AEE50/NEH 199143 H29H 20300AMZ00252000 199145 H 24 H 19914£10H7H
77 IVARITA vy 2006412 H20H
. - - 21800AMX1 1 2 1 1 12H1
10% 1 S (tprggage) | 21SOOAMXIONI00 | 20076R 15T eI
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FKZRAEH H : 19964£10H9H

FKFF B+ 20800AMZ10145000
IRAMAEENE A A H - 19964127 13 H

9. #EEXIIEEM., FERUVEAZEZTENEOEABRVZFOARE
[$8200]
19984F 9A30H : ZhAEXUIZNRIZ [ R ERNSERERE (A X) I M~ A 27 7 U 7 RYYE |
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10.

20024 4H11H :

20064F 2H23H

20074 1H26H :

20074 1H31H :

20084 8H29H :

20104 6H18H :

20134 2H21H :

FAEEOCHEICEEES -+ HEEEIcBIT e~ anxy X — . o VEYEIZT25 175
V2uvA vy, TEXRVVY VKPR OA AT Z =N OEE ] A8

ZHRE IR R<BEICEHFESIC (Lo A% T8 A2

FENR OHSEICEES « + T HRIBEEICRT A~ anxy X — . va UBYYEICHT5 (751
AawA vy, TEXVVY VAKFIE DN T RT T —v N U o AFROSA ] 2B
FEROHEOBIEE « + T HBEEICBIT A~ any X —. v'a VEYYEICRT5 (75
VauwA Ty, TEXVVY VKPR OF AT T — A OFHOEE) 2 —H AT

18] £400mg % 200mglZ 8 1[5]400mg & il B HE & Al 2 180

RENIRIZ A a s T VDA -TEU LA T Ly 7 A (MAC) JiE % & TeIEREE
PIRBEE ] A8

ek X 0 e U R A A T D% RMEREARSIEGERE (A X)) 121 O FFEMEMACHE 2 5 16)
ZHRESUTZIFNT THMALT Y >N, R MBI PESRER R (B S ME il MR ME) |
B EICRT 2 NREERIRREZ S ISk T o~ a sy 2 — .« e'a U EYYE] 2800
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DRNRESUTANIRIC TR RMERBEARIERRE (A ) (D TEME~ A 2327 7 U 7 JRYYE |

Z BN

D NBESIFRN R T H K 2B
DRNBESUINR<EISH > [ AR T JR), FER ORI L OA R T RIS ik

KO & 280

C FHER O BEDOBR R EARSIEWRE (mA ) ISR M~ A 27T VDL - TEY

LarT by 7 A (MAC) JEIZXY 5 THE A Z RS MOREKEZ AT 2 2 E L
W F ORLHE HIBR

BEERR. BIMiBERARFABRUVZORE

— AR R AE

FEAEMARARFEHB  19999:3H3H

FRARME  MEEEUSEE2IHA S RRIEGTFEHR) onTicbizd Lan
MRS R ARFEH H 0 200449 H30H

AR AS R AR FHO A E T IUTEFEF 4G E2ZHEOA T OWVTIUT HiEY L
BiES - T ZEBREBICB T A aNnNy2— - EO ) BREE

(TEXIDI KPRV S VTS I—ILEDBA)
FRAEMARARFEH B - 200843 H24H

FRAMR  EFEHASHE2ZEE3 S GKESRFEH) OWVT T HEEY Ly

BiEE - T ZIBBEBICB T A aNnNy 44— EO ) BREAE
(TEXFIDY VKPRV FTATSV—ILEDOGR)

PR EERAREHH - 200943 H30H

FRAAGR  EREEALE2HE3 S KGRIEGRSH) OWThIc Y Ly
BRUSETRLEER (T4X) ITESBEEY/aANITYYL-FEDLIYTLYS R (MAC) fE
FEERBIARIEHAH  201143H25H

FRAAG R - EREEALE2HE3 S KGRIEGRSEH) OWThIc Y Ly

BEE - tZHEEEBICETAA) Ny 84— EO) BE

(FEXOV KPRV SARTSY—ILF RO LEDBRA)

BRI ARFEHH - 201344 H4H

FRARGR - EREE4LE2HEE3 S RGRIEGRSEH) OWThIc Y Ly
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W54 BIAXIN

FIFE - ks BIAXIN Filmtab (250mg#E, 500mgfE) . BIAXIN XL Filmtab (500mgf) . % A &7 I BIAXINGE R,
FETEF 19914F

BRE ST AN

1.1 Acute Bacterial Exacerbation of Chronic Bronchitis

BIAXIN (Filmtab, Granules) and BIAXIN XL Filmtab are indicated in adults for the treatment of mild to
moderate infections caused by susceptible isolates due to Haemophilus influenzae, Haemophilus parainfluenzae,
Moraxella catarrhalis, or Streptococcus pneumoniae [see Indications and Usage (1.9)].

1.2 Acute Maxillary Sinusitis

BIAXIN (Filmtab, Granules) and BIAXIN XL Filmtab (in adults) are indicated for the treatment of mild to
moderate infections caused by susceptible isolates due to Haemophilus influenzae, Moraxella catarrhalis, or
Streptococcus pneumoniae [see Indications and Usage (1.9)].

1.3 Community-Acquired Pneumonia

BIAXIN (Filmtab, Granules) and BIAXIN XL Filmtab are indicated [see Indications and Usage (1.9)] for the

treatment of mild to moderate infections caused by susceptible isolates due to:

*Haemophilus influenzae (in adults)

*Haemophilus parainfluenzae (BIAXIN XL Filmtab in adults)

*Moraxella catarrhalis (BIAXIN XL Filmtab in adults)

*Mycoplasma pneumoniae, Streptococcus pneumoniae, Chlamydophila pneumoniae (BIAXIN XL Filmtab [in
adults]; BIAXIN Filmtab and BIAXIN Granules [in adults and pediatric patients])

1.4 Pharyngitis/Tonsillitis

BIAXIN Filmtab and BIAXIN Granules are indicated for the treatment of mild to moderate infections caused by
susceptible isolates due to Streptococcus pyogenes as an alternative in individuals who cannot use first line
therapy.

1.5 Uncomplicated Skin and Skin Structure Infections
BIAXIN Filmtab and BIAXIN Granules are indicated for the treatment of mild to moderate infections caused by
susceptible isolates due to Staphylococcus aureus, or Streptococcus pyogenes.

1.6 Acute Otitis Media
BIAXIN Filmtab and BIAXIN Granules are indicated in pediatric patients for the treatment of mild to moderate
infections caused by susceptible isolates due to Haemophilus influenzae, Moraxella catarrhalis, or Streptococcus

pneumoniae [see Clinical Studies (14.2)].

1.7 Treatment and Prophylaxis of Disseminated Mycobacterial Infections

BIAXIN Filmtab and BIAXIN Granules are indicated for the treatment of mild to moderate infections caused by
susceptible isolates due to Mycobacterium avium or Mycobacterium intracellulare in patients with advanced HIV
infection [see Clinical Studies (14.1)].

1.8 Helicobacter pylori Infection and Duodenal Ulcer Disease

BIAXIN Filmtab is given in combination with other drugs in adults as described below to eradicate H.pylori. The

eradication of H.pylori has been demonstrated to reduce the risk of duodenal ulcer recurrence [see Clinical

Studies (14.3)].

*BIAXIN Filmtab in combination with amoxicillin and PREVACID (lansoprazole) or PRILOSEC (omeprazole)
Delayed-Release Capsules, as triple therapy, are indicated for the treatment of patients with H.pylori infection
and duodenal ulcer disease (active or five-year history of duodenal ulcer) to eradicate H.pylori.

*BIAXIN Filmtab in combination with PRILOSEC (omeprazole) capsules are indicated for the treatment of patients
with an active duodenal ulcer associated with H.pylori infection. Regimens which contain BIAXIN Filmtab as the
single antibacterial agent are more likely to be associated with the development of clarithromycin resistance among
patients who fail therapy. Clarithromycin-containing regimens should not be used in patients with known or
suspected clarithromycin resistant isolates because the efficacy of treatment is reduced in this setting.
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2.1 Important Administration Instructions

BIAXIN Filmtab and BIAXIN Granules may be given with or without food.

BIAXIN XL Filmtab should be taken with food. Swallow BIAXIN XL Filmtab whole; do not chew, break or
crush BIAXIN XL Filmtab.

2.2 Adult Dosage
The recommended dosages of BIAXIN Filmtab and BIAXIN XL Filmtab for the treatment of mild to moderate
infections in adults are listed in Table 1.

Table 1. Adult Dosage Guidelines

BIAXIN Filmtab BIAXIN XL Filmtab
. Dosage Duration Dosage Duration
Infection (every 12 (days) (every 24 (days)
hours) hours)
Acute bacterial exacerbation of chronic 250 to
. 7°-14 1 gram 7
bronchitis 500 mg?
Acute maxillary sinusitis 500 mg 14 1 gram 14
Community-acquired pneumonia 250 mg°® 74-14 1 gram® 7
Pharyngitis/Tonsillitis 250 mg 10 - -
Uncor.nphcated skin and skin structure 250 mg 714 i )
infections
Treatment and prophylaxis of
disseminated Mycobacterium avium
: .. . 500 mg® - - _
disease [see Dosage and Administration
(2.5)]
H.pylori eradication to reduce the risk
of duodenal ulcer recurrence with
HiEMOHE amoxicillin and omeprazole or 500 mg 10-14 - -
lansoprazole [see Dosage and
Administration (2.3)]
H.pylori eradication to reduce the risk
of duodenal ulcer recurrence with 500 mg every 14 i i
omeprazole [see Dosage and 8 hours
Administration (2.3)]

3 For M.catarrhalis and S.pneumoniae use 250 mg. For H.influenzae and H.parainfluenzae, use 500 mg.

b For H.parainfluenzae, the duration of therapy is 7 days.

¢ For H.parainfluenzae and M.catarrhalis use BIAXIN XL tablets only.

4 For H.influenzae, the duration of therapy is 7 days.

¢ BIAXIN therapy should continue if clinical response is observed. BIAXIN can be discontinued when the
patient is considered at low risk of disseminated infection.

2.3 Combination Dosing Regimens for H. pylori Infection

*Triple therapy: BIAXIN Filmtab/lansoprazole/amoxicillin
The recommended adult dosage is 500 mg BIAXIN Filmtab, 30 mg lansoprazole, and 1 gram amoxicillin, all
given every 12 hours for 10 or 14 days [see Indications and Usage (1.8) and Clinical Studies (14.3)].

Triple therapy: BIAXIN Filmtab/omeprazole/amoxicillin
The recommended adult dosage is 500 mg BIAXIN Filmtab, 20 mg omeprazole, and 1 gram amoxicillin; all
given every 12 hours for 10 days. In patients with an ulcer present at the time of initiation of therapy, an
additional 18 days of omeprazole 20 mg once daily is recommended for ulcer healing and symptom relief [see
Indications and Usage (1.8) and Clinical Studies (14.3)].

*Dual therapy: BIAXIN Filmtab/omeprazole
The recommended adult dosage is 500 mg BIAXIN Filmtab given every 8 hours and 40 mg omeprazole given
once every morning for 14 days. An additional 14 days of omeprazole 20 mg once daily is recommended for
ulcer healing and symptom relief [see Indications and Usage (1.8) and Clinical Studies (14.3)].
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2.4 Pediatric Dosage

The recommended daily dosage is 15 mg/kg/day divided every 12 hours for 10 days (up to the adult dose). Refer
to dosage regimens for mycobacterial infections in pediatric patients for additional dosage information [see
Dosage and Administration (2.5)].

2.5 Dosage Regimens for Mycobacterial Infections

For the treatment of disseminated infection due to Mycobacterium avium complex (MAC), BIAXIN Filmtab and
BIAXIN Granules are recommended as the primary agents. BIAXIN Filmtab and BIAXIN Granules should be
used in combination with other antimycobacterial drugs (e.g. ethambutol) that have shown in vitro activity against
MAC or clinical benefit in MAC treatment [see Clinical Studies (14.1)].

Adult Patients

For treatment and prophylaxis of mycobacterial infections in adults, the recommended dose of BIAXIN is 500 mg
every 12 hours.

Pediatric Patients

For treatment and prophylaxis of mycobacterial infections in pediatric patients, the recommended dose is 7.5
mg/kg every 12 hours up to 500 mg every 12 hours. [See Use in Specific Populations (8.4) and Clinical Studies

(14.1)].
BIAXIN therapy should continue if clinical response is observed. BIAXIN can be discontinued when the patient

HER OHE
(m3%)

is considered at low risk of disseminated infection.

2.6 Dosage Adjustment in Patients with Renal Impairment
See Table 2 for dosage adjustment in patients with moderate or severe renal impairment with or without
concomitant atazanavir or ritonavir-containing regimens [see Drug Interactions (7)].

Table 2. BIAXIN Dosage Adjustments in Patients with Renal Impairment
Recommended BIAXIN
Dosage Reduction
Reduce the dosage of

Patients with severe renal impairment (CLc of <30 mL/min)

BIAXIN by 50%
Patients with moderate renal impairment (CLcr of 30 to 60 mL/min) taking Reduce the dosage of
concomitant atazanavir or ritonavir-containing regimens BIAXIN by 50%
Patients with severe renal impairment (CLe of <30 mL/min) taking Reduce the dosage of
concomitant atazanavir or ritonavir-containing regimens BIAXIN by 75%

Drugs@FDA  [BIAXIN® (AbbVie Inc.), 2019429 A 27T <https://www.accessdata.fda.gov/drugsatfda_docs/
1abel/2019/0506625061,050698s041,050775s0291bl.pdf> (20234E3H15HT7 7 X)) LV
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8.1 Pregnancy

Risk Summary
Based on findings from animal studies, BIAXIN is not recommended for use in pregnant women except in clinical
circumstances where no alternative therapy is appropriate. If pregnancy occurs while taking BIAXIN, the patient
should be apprised of the potential hazard to the fetus [see Warnings and Precautions (5.7)].
Limited data from a small number of published human studies with Biaxin use during pregnancy are insufficient to
inform drug-associated risks of major birth defects, miscarriage, or adverse maternal or fetal outcomes. In animal
reproduction studies, administration of oral clarithromycin to pregnant mice, rats, rabbits, and monkeys during the
period of organogenesis produced malformations in rats (cardiovascular anomalies) and mice (cleft palate) at
clinically relevant doses based on body surface area comparison. Fetal effects in mice, rats, and monkeys (e.g.,
reduced fetal survival, body weight, body weight gain) and implantation losses in rabbits were generally considered
to be secondary to maternal toxicity (see Data).
The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2% to
4% and 15% to 20%, respectively.
Data
Animal Data
Animal reproduction studies were conducted in mice, rats, rabbits, and monkeys with oral and intravenously
administered clarithromycin. In pregnant mice, clarithromycin was administered during organogenesis (gestation day
[GD] 6 to 15) at oral doses of 15, 60, 250, 500, or 1000 mg/kg/day. Reduced body weight observed in dams at 1000
mg/kg/day (3 times the maximum recommended human dose [MRHD] based on body surface area comparison)
resulted in reduced survival and body weight of the fetuses. At > 500 mg/kg/day, increases in the incidence of post-
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implantation loss and cleft palate in the fetuses were observed. No adverse developmental effects were observed in
mice at < 250 mg/kg/day (< 1 times MRHD based on body surface area comparison).

In pregnant Sprague Dawley rats, clarithromycin was administered during organogenesis (GD 6 to 15) at oral doses
of 15, 50, or 150 mg/kg/day. Reductions in body weight and food consumption was observed in dams at 150
mg/kg/day. Increased resorptions and reduced body weight of the fetuses at this dose were considered secondary to
maternal toxicity. Additionally, at 150 mg/kg/day (1 times MRHD based on body surface area comparison), a low
incidence of cardiovascular anomalies (complete situs inversus, undivided truncus, IV septal defect) was observed in
the fetuses. Clarithromycin did not cause adverse developmental effects in rats at 50 mg/kg/day (0.3 times MRHD
based on body surface area comparison). Intravenous dosing of clarithromycin during organogenesis in rats (GD 6 to
15) at 15, 50, or 160 mg/kg/day was associated with maternal toxicity (reduced body weight, body-weight gain, and
food consumption) at 160 mg/kg/day but no evidence of adverse developmental effects at any dose (< 1 times
MRHD based on body surface area comparison).

In pregnant Wistar rat, clarithromycin was administered during organogenesis (GD 7 to 17) at oral doses of 10, 40, or
160 mg/kg/day. Reduced body weight and food consumption were observed in dams at 160 mg/kg/day but there was
no evidence of adverse developmental effects at any dose (< 1 times MRHD based on body surface area
comparison).

In pregnant rabbits, clarithromycin administered during organogenesis (GD 6 to 18) at oral doses of 10, 35, or 125
mg/kg/day resulted in reduced maternal food consumption and decreased body weight at the highest dose, with no
evidence of any adverse developmental effects at any dose (< 2 times MRHD based on body surface area
comparison). Intravenously administered clarithromycin to pregnant rabbits during organogenesis (GD 6 to 18) in
rabbits at 20, 40, 80, or 160 mg/kg/day (> 0.3 times MRHD based on body surface area comparison) resulted in
maternal toxicity and implantation losses at all doses.

In pregnant monkeys, clarithromycin was administered (GD 20 to 50) at oral doses of 35 or 70 mg/kg/day. Dose-
dependent emesis, poor appetite, fecal changes, and reduced body weight were observed in dams at all doses (> 0.5
times MRHD based on body surface area comparison).

Growth retardation in 1 fetus at 70 mg/kg/day was considered secondary to maternal toxicity. There was no evidence
of primary drug related adverse developmental effects at any dose tested.

In a reproductive toxicology study in rats administered oral clarithromycin late in gestation through lactation (GD 17
to post-natal day 21) at doses of 10, 40, or 160 mg/kg/day (< 1 times MRHD based on body surface area
comparison), reductions in maternal body weight and food consumption were observed at 160 mg/kg/day. Reduced
body-weight gain observed in offspring at 160 mg/kg/day was considered secondary to maternal toxicity. No adverse
developmental effects were observed with clarithromycin at any dose tested.

8.2 Lactation
Risk Summary
Based on limited human data, clarithromycin and its active metabolite 14-OH clarithromycin are present in human
milk at less than 2% of the maternal weight-adjusted dose (see Data). In a separate observational study, reported
adverse effects on breast-fed children (rash, diarrhea, loss of appetite, somnolence) were comparable to amoxicillin
(see Data). No data are available to assess the effects of clarithromycin or 14-OH clarithromycin on milk production.
The development and health benefits of breastfeeding should be considered along with the mother’s clinical need for
BIAXIN and any potential adverse effects on the breast-fed child from BIAXIN or from the underlying maternal
condition.
Data
Human
Serum and milk samples were obtained after 3 days of treatment, at steady state, from one published study of 12
lactating women who were taking BIAXIN 250 mg orally twice daily.
Based on the limited data from this study, and assuming milk consumption of 150 mL/kg/day, an exclusively human
milk fed infant would receive an estimated average of 136 mcg/kg/day of clarithromycin and its active metabolite,
with this maternal dosage regimen. This is less than 2% of the maternal weight-adjusted dose (7.8 mg/kg/day, based
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on the average maternal weight of 64 kg), and less than 1% of the pediatric dose (15 mg/kg/day) for children greater
than 6 months of age.

A prospective observational study of 55 breastfed infants of mothers taking a macrolide antibacterial (6 were
exposed to clarithromycin) were compared to 36 breastfed infants of mothers taking amoxicillin. Adverse reactions
were comparable in both groups. Adverse reactions occurred in 12.7% of infants exposed to macrolides and included
rash, diarrhea, loss of appetite, and somnolence.

Drugs@FDA [BIAXIN® (AbbVie Inc.), 201949 A tiZ] <https://www.accessdata.fda.gov/drugsatfda_docs/
1abel/2019/0506625061,050698s041,050775s0291bl.pdf> (20234E3H15A T 7 A)) kb

A —A NZ U7 D45%E (The Australian categorisation system for prescribing medicines in pregnancy)
B3 (202343 H)
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.

Prescribing medicines in pregnancy database (Australian Government)
<https://www.tga.gov.au/products/medicines/find-information-about-medicine/prescribing-medicines-pregnancy-database >
QO23E3AISET Z7ER) XD
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KE DR CE 8.4 Pediatric Use
(201949H4) The safety and effectiveness of BIAXIN Filmtab and BIAXIN Granules have been established for the

treatment of the following conditions or diseases in pediatric patients 6 months and older.

Use in these indications is based on clinical trials in pediatric patients or adequate and well-controlled
studies in adults with additional pharmacokinetic and safety data in pediatric patients:
*Pharyngitis/Tonsillitis

*Community-Acquired Pneumonia

*Acute maxillary sinusitis

*Acute otitis media [see Clinical Studies (14.2)]

*Uncomplicated skin and skin structure infections

The safety and effectiveness of BIAXIN Filmtab and BIAXIN Granules have been established for the
prevention of disseminated Mycobacterium avium complex (MAC) disease in pediatric patients 20 months
and older with advanced HIV infection. No studies of BIAXIN for MAC prophylaxis have been performed
in pediatric populations and the doses recommended for prophylaxis are derived from MAC pediatric
treatment studies.

The safety and effectiveness of BIAXIN XL Filmtab in the treatment of pediatric patients has not been
established.

Safety and effectiveness of BIAXIN in pediatric patients under 6 months of age have not been established.
The safety of BIAXIN has not been studied in MAC patients under the age of 20 months.

Drugs@FDA (BIAXIN® (AbbVie Inc.), 2019429 H 247] <https://www.accessdata.fda.gov/drugsatfda_docs/
1abel/2019/0506625061,050698s041,050775s0291bl.pdf> (20234E3H15H T 7 & X)) LV
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