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v 054 FRREEMEREA
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25) 283428 50mg /MR TNIG]
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930 AARAL LU RFZ428yT10%/MRAINIG]
Clarithromycin Tablets, Dry Syrup for Pediatric

$E 200mg. $E50mg: 7 A4/ ba—T T EE

Al # FoA4vmaywr: R4 vay T

VAZE 408 3

1
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I. BiEICEY 5EE

1.

2

HRORE
KHNE, 7TV A~ L RATIIS ET B~ 0 TA FRGVEWERAITH 5.

(77 )28 200mg (XA T— ] KON 7 F ) 2Aa<A 8 50mg /NEFH T4 43—

X, RET AT 77—~ RS tE (B RPERS TR SE) 23BAZ & Rl L, Bl K OSRR 71k 2 5%
B, ZEMRER, AWFRSERER 2 555 L. 2006 4F 3 A 15 BIZARE IS, 2006457 H 7 H
WZHoE & BAMA LTz, (BEFEFEH 481 75 (CERR 114E 4 H 8 H) ITES /KR HGE)

(77 V2~ RIA4ay 7 10% NN T2 43— X, RET A7 7 —~#HR&4E (B
RPESR L TR SAE) 2B 2 Ml L, B R OSBRI 1L 2500, ZaEtEilh, AW enR SR
Bk % 3206 L, 2007 45 3 A 15 BIZAGRZ BfF. 2007 £ 7 A 6 BICHGE & BtA L7-, GERRE 0331015
5 CER 1743 A 31 H) 12HS & &R

BRESUIN R, HER A EOBMNEIL, LTORBTH D,

A H B BIRESUTRNAR, HEL O HEDBIN

B - - HEBEEICR T 2~ any 22— vn U ERGEC
2007 423 H 23 H |#E 200mg BID 77V 2~y TEXVVY VKR OA AT
7Y =N OYE ) B L TOREROH B

ERMESIEABIEGERE (A X) (S FERME~ A 27T )

$€ 50
2009469 A 14 F | 8 Ima.remaarTLysx (MAC) JE) OBREULHE.
FoA a7, s
EROHEBMN
20094510 A 9 H |4 200mg ISR ) OBNRE TN, IR O RS e

[~V anxyZz—. o) EYE 5§ MALT V o3&, saZitin
201042 H 6 H  |&E 200mg INBEADE, R E RIS A NRBETEIER E 1 OBEEIR)
L SEYI

201149 A 5 H |#E200mg (~Yanyg—.vu JEYYE] ICBT5HERVCHBEER

[~ anRyz—. o VRYE : ~) anyZ—. ol &K

20134E7 A 18 A | 200m N o
8 WA DANE LA

2023 48 H 1 A, AT T 7 —<HX &t 6 B E LI B TSI BERR 78 KGR Ak &
., FOBIZIREA DR SZ XA 3—] 5 INIG) IZ£8E Lz,
2023 4= 8 H 30 HIZHAMINE <4, HIE TSN IRTE 2 BItE LT,

HROARFHRHTE

(1) BHNX, 77V Au~A L E/qIMNETH~7 v 74 RREVEMERFAITH S,
(2) ERARREWERHELC, vYav s, 774 7%y —, QT L., L= (Torsade de pointes % &

3.

to). IR, BUEFR, FHEREREE . SR, AR, MR, JLnskid, wimrkgm, B
MERED, MERERIERAE, HPEEMER R EEAERIARIE (Toxic Epidermal Necrolysis : TEN) . 2 FkERRHR
JEMERE (Stevens - Johnson JEWERE) . ZHALEE, PIE JEMRE - MV MENGZE, BIMERGS . Hif i
Ko, BERUHRARAE, K, SMERIEE., JRMEHEEMEE R, IgA MR, FEAMERBUELEGRE
NEEINTWS, (VI 8. (1) ERAENWEH & WIHIER] OHESH)

55 D BUFF R R

(1) FoA4 a7t FEELTHA L —TL—R— 2 bR —TL—R—=ZFHHAL TS,
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I. &WIZEYSEE

1. R4
(1) ¥4
7 ) Aa~A T8 200mg [NIG)
77 ) An~<A 8 50meg /NEA TNIG)
77V AuvA T R4 vmy 7 10%NNEH INIG)
(2) *4
Clarithromycin Tablets
Clarithromycin Tablets for Pediatric
Clarithromycin Dry Syrup for Pediatric

(8) AMDHER
—fA LD
2. 24

(1) 4 (dAiK)
77V 2n~vA v (JAN)
(2) #8 (®A&K)
Clarithromycin (JAN, INN)
(3) RTL (stem)
Streptomyces JE D LT HHAEWE  -mycin

3. @BEXRITRER
{EZPREE A

4. BFXRUVHFE
5312 CssHeoNO1s
-8 747.95

5. %A (HidE) XEEXEHE
(2R,354S5R6R8R10R11R12513R) -5- (3,4,6-Trideoxy-3-dimethylamino- 3
-p-xylo-hexopyranosyloxy) -3- (2,6-dideoxy-3-C-methyl-3-O-methyl- « -1-ribo-hexopyranosyloxy)
-11,12-dihydroxy-6-methoxy-2,4,6,8,10,12-hexamethyl-9-oxopentadecan-13-olide (IUPAC)

6. {ERA. 4. BE.
i+ . CAM

5&5



. HEESI<EI SEE

1. YMBLFHER

(1) 58 - R
FEOREEIEOH R T, HWITED, (KRITERTHD,)
(2) BfRH

T R ITZ B R AIRRRITRT, AX =, =X ) —)b (95) XTIV =TT —T )b
WCIERITTIZ K <L KITIEE A ERIT 720,
(3) WiEtE
B R e L
(4) R (SBR). R, RER
s 220~227°C
(5) BRIEEMBHTER
MR L
(6) HEREK
B R e L
(7) 20D E4RHEE
e [al § 0 —96~—106° (BiAMIZHF Li=H D 0.25g, 7 k>, 25mL, 100mm)

2. HYRSOEBEHTISHIT SRR
AR L

3. B OREERRE. EEE
(1) HesBatBRik
1) SBEasn
ARMICHIB Z M AZ THPIZIRVIEES & &, WITREaEr 2T 5,
2) BEMKG
KRz T2 NACHEMR UERBREZNZ 5 L&, RIIBEEZEL, BELICRE~REAIZED D,
3) ARAMRIL A AT S VRIE
BALA ) v AEERIEIC L W RBR AT RO ALY WLE 7 5 An~A 3 AmYER D AT MLk
g 2 & & WEDANT FURFE—EED & Z AIZFEROFREE DY 2 788 5,
(2) E&Ek
wEI7a~ 777 14—
AR« SN EE G
BahtH : VUM KFEH IV U LRIK, 7 F= U VR



V. ®AICETSHEE

1. HifE
(1) AEORH

#E 200mg, $E50mg: 7 4L —T 4 T HE

KAy FoA4 o
(2) HADHERUHER

200mg NIG|

77V 2AuavwA 8
fR5E4

75 2aa<wA U8
50mg /N TNIG

77V AR~ R4
vy 7 10%/NE
INIG

0
& - HE i

T4V bha—T 4 T EE

EREN)
T4 ba—T 4 T EE

HEDB R

0Ok

O
Ak — R
t 062 t 061
(PTP)
[ERES 8.6mm 6.1lmm
ERS 5.2mm 3.3mm
H& 270mg 84mg

(3) BAla—F

(Mv. 1. (2) WHIOIE R O] OIEZRR)

(4) HA DY

(Mv. 6. WHIOFFEMETIZRIT DLEM] OESH)

(5) £t
M LA



2. HAlOHK

(1) ABmsS (EEmS) OFERUFENA

Wk 7e4

77V Ar~A T 8E
200mg NIG|

77V 2uavA b
50mg /NEA TNIG]

7o) Aa~<wATr R4
v w7 10% /N2 TNIG)

AT

187 7)) 2u~ A
200mg (/1fh)

187 7)) 2u~ Ay
50mg (FI1ih)

lgHhr oV xma~Af
100mg (F71fh)

i

7 a ARE R g K
TAME, BlkTFE L AT
VDA S/ VAN
A== AN
nAR—A RE RV, <
72—/ 6000, A X7
ATV U~ T %Y
AN

BE MK A W, (T~
VAT T ) VR TR
UL REHREE Py
VA=) % =Rl S Ny
EFrayyr7y b RnR
o7tk m—A,
g Ao—RX ~wruad
—/L 6000, AZ T AT
W UEY TR T L

TIJ)TIVFNVAHETY
L—hraR)~—E, =F
Nt a—ZX FH)Aa—
2F U UL EKRCERE
TAFR YT Y
T LK) b~ 7 v
T VATIRY aF
Yo KBRAKE 2z,
fyERITT T
Wit r A%, & Fr¥x o7
gt )ltiro—A o’
Loy a—n FE

(2) EREFORE

BB L
(3) BB
AR L

A LR

4. AHif

. BEBREOMRRUEE

AFN D FHE I 18 AR 52 T Staphylococcus aureus ATCC6538P % W CHIE T 5,

77 ) Ar~A Ty (CsHeoNO13) & LToOmEE=R (Jifi) TR,

LB L

. BEAT SAIREMED B 5 KM




6. HADFEFUTICETIREKR Y

(1) hnisEBR

SR FEREIIM - 2011/6/28~2012/3/23

Or T ) AuwA 8 200mg INIG)  JIEEER  40°C - 75%RH [FA&EEEEE  PTP @]
RBRTE H =N LRAF I
<> &5 BH 4G 2% A 4 % A 6% H
PR n=1 110516K
<HBDOT7 4 NAa—F 1> | 110517K A WA A Sk
7 EE > 110518K
) 110516K
Tl =3 . .
iy Lo |1OSTK| 80 - - e
- e 110518K
BANE—ME (%) n=3 110516K | 1.32~1.61 1.66~2.22
(G B3 —VERBR) 110517K | 1.46~1.99 — — 1.85~2.86
<15.0%LLF > 110518K | 1.13~2.06 1.56~3.00
- 110516K | 97.9~100.1 | 97.5~100.4 | 98.0~100.2 | 96.7~ 99.5
wHE (%) n=18
. 110517K | 97.4~100.2 | 98.3~100.4 | 96.8~ 99.8 | 96.6~100.3
<3057, 75%LL E>
110518K | 96.5~100.0 | 96.8~100.5 | 97.3~ 99.5 | 96.8~ 99.5
110516K | 98.64~99.66 | 99.28~99.35 | 97.78~98.49 | 99.81~100.17
a8 (%) ¥ n=3
110517K | 98.40~99.98 | 99.00~99.72 | 97.58~98.42 | 99.66~100.34
<93.0~107.0% >
110518K | 98.21~98.91 | 97.93~99.14 | 97.85~98.33 | 99.34~100.07

B EICKHTHOEAER (%)
: BRI b

SERFEHEWIR - 2011/6/28~2012/3/23

O 7Y Au~<A o8 50mg /NEF TNIG)

IEEER  40°C - T5%RH [F#&adEEae . PTP A

<
HERIEH [SIEVINN PrAFHAE
<HIHE > H5 BR AG 2% A 4 % A 6 % H
PR n=1 110433K
<HBDOT7 4 N3 —F 42 | 110434K A WA A ke
T E> 110531K
110433K
TR B n=3
. . 110434K A — _ WA
TR AT N JVHIES
RO HIEE) 110531K
BN —ME (%) n=3 110433K | 1.14~1.75 1.03~1.73
(& &1y —MEER) 110434K | 0.98~1.47 — — 1.04~1.59
<15.0%LL F > 110531K | 0.89~1.46 0.50~1.59
" 110433K | 98.8~106.5 | 96.3~101.7 | 97.4~101.2 | 97.3~100.7
M (%) n=18
. 110434K | 99.1~102.1 | 94.8~100.0 | 96.4~ 99.5 | 96.8~ 99.4
<30 4y, 80%LL >
110531K | 101.0~105.4 | 98.8~103.3 | 100.3~104.4 | 98.5~104.2
SB (%) % nea 110433K [101.54~103.32(102.87~103.87/101.89~102.47/102.90~104.03
==X ) —
= ’ 110434K [103.23~103.54(103.01~104.23/102.74~103.23(102.15~103.88
<93.0~107.0% >
110531K [102.58~103.20{102.36~103.37/1102.15~102.59(101.73~103.46

 BREICKHTAEAE (%)
: REBR AR SE



SRERFEHEWIR - 2011/7/28~2012/4/25

Cr TV AL RTA vy 10%NEA INIG)

HER ) = F L Ry

iy

IERER  40°C - T5%RH [H ik AETEE -

E

BRIE B 7k PRAFHIE
< HIKE > & B AL 2 % A 4% H 6 % H
110348K
R 0=l 110349K e o e o
<E@®*§J\5E> 5= i LI 5=
110350K
TeiRiRR  n=3 110348K
(B)5, /B o< 7 | 110349K HWE — — ke
F74—) 110350K
110348K | 1.45~1.50 1.23~1.29 1.48~1.55 1.76~1.88
K5y (%) n=3
; 110349K | 1.25~1.29 1.07~1.11 1.89~2.09 1.49~1.63
<3.0%LL T >
110350K | 1.21~1.27 1.13~1.20 1.65~1.73 2.06~2.19
" 110348K | 82.3~103.3 | 89.4~104.9 | 82.1~107.2 | 90.1~103.0
wHE (%) n=18
N . 110349K | 88.0~105.3 | 91.5~102.3 | 85.3~108.9 | 89.3~101.6
<90 %y, T5%LL E>
110350K | 92.8~ 99.7 | 93.3~105.4 | 96.3~107.7 | 95.3~103.4
» 110348K | 98.4~100.2 | 96.9~ 97.3 | 95.5~101.7 | 98.8~107.1
St (%) * n=3
110349K | 99.0~106.1 | 98.9~102.3 | 101.6~102.6 | 99.6~104.4
<90.0~120.0% >
110350K | 101.9~104.5 | 102.6~106.2 | 103.8~105.3 | 103.0~105.7

— : REBAR I

C RTREBICHT 2 EAR (%)




(2) EmoiEREDZENE
RERER S A 0 2012/1/7

Or7 Z VA~ A U8 200mg INIG)  MEaldt: 40°C [, XUBERE]
R IE A =R PRAFHAH
< Bk > Tl BRI R 34 A
PRI n=1 110517K FaD 7 4 VA D7 4 VL
<HBDT 4 NIba—TF ¢ TEE> a—5 (U BE a—F 4V THE
wHME (% =18 .
e (%) o 110517K 97.4~100.2 95.7~98.272
<30 45, T5%LL >
i (%) M1 n=3
SR (%) n 110517K 98.40~99.98 100.80~101.16
<93.0~107.0% >
(zEfE) wE (kg) n=3 110517K 17.925~20.190 18.075~20.015

K1 FRREISHT OEAER (%)
X2 : n=6

Or7F Y Au~wA U8 200mg INIG)  fEEdE 25°C - 75%RH [EE. Bk
BRI H =N PRI AR
< HHs > s B AR 3% A
PR n=1 110517K HED 7 4 LA HED T 4 VA
<HBOTZ 4N —F ¢ T EE> a—7 4 T hE a—7 4 T EE
EHME (%) n=18 ,
110517K 97.4~100.2 95.8~98.8%2
<304y, T5%LA >
48 (%) *1 n=3
=R (06) *1n 110517K 98.40~99.98 101.62~102.30
<93.0~107.0% >
(2E1MH) wWiE (kg) n=3 110517K 17.925~20.190 10.055~11.160

1 FREICHTIEREE (%)
X2 : n=6

O Z V) Aaua~A o8 200mg INIG) Hadt: 25°C Bt [KERL]
RBRTE A SR N AR OL &
< HFK > B B AL 60 /7 Lx-hr
PR n=1 110517K HED 7 4 LA HED T 4 LA
<HGDT 4V IT—TF 4 L TEE> a—7 4 7 a—F 4 T
VEME (%) n=18 .
it (%) n 110517K 97.4~100.2 92.2~99.0%2
<3077, T5%LL E>
P=N o/ %1 =3
=R (%) ™ n 110517K 98.40~99.98 100.76~101.54
<93.0~107.0% >
(&) wE (kg) n=3 110517K 17.925~20.190 16.400~17.135

1 HrREICHTLIERE (%)
%2 : n=6




HRERERE A 2012/1/7

Or7 T Aa~wA U8 50meg /NEH TNIG)  EA3E 40°C B, [EAs]
ARBRE H 7k PRI
< B> s BR B 3% H
PR n=1 110433K HED T 4 LA HED T 4LV A
<ABDOT 4NV —T ¢ TEHEE> a—7 4 T EE a—F 4 U TEE
Ve (%) n=18 .
wHHE (%) fl 110433K 98.8~103.7 103.95~106.12*2
<30 %, 80%LL I >
PR=N 0/ % :3
SR (06) *1n 110433K 101.54~103.32 101.6~104.5
<93.0~107.0% >
(2E1MH) wWiE (kg) n=3 110433K 9.315~11.720 9.295~10.785

1 FTREICHTIEREE (%)
X2 : n=6

O 7Y Au~<A o8 50mg /NEA INIG) #EE3EE 25°C - T5%RH (G, B
ERIA B =N PRAFHIM
< Hikk > HE B Ay 3% H
PR n=1 110433K HED T 4 VA HED T 4 VA
<HBEDOT 4N a—F ¢ T EE> a—7 4 T a—7 4 VTR
VAHIME (%) n=18 .
s (%) n 110433K 98.8~103.7 97.2~105.8%2
<304y, 80%LL >
“i (%) "1 n=3
110433K 101.54~103.32 105.83~105.97
<93.0~107.0% >
(&) wWE (kg) n=3 110433K 9.315~11.720 8.095~8.930
1 RREIHT2EHE (%)
%2 : n=6
O 7V Au~A o8 B0mg /NEH INIG) #ad: 25C Bt [KERS]
BRIE H =R Teng ot &
< HHE > H5 EEpEiSs 60 77 Lx-hr
Mk n=1 110433K HEDT 4V HED T 4 V.A
<HBDTZ 4NV Iha—TF 4 U TEHE> a—7 4 T EE a—7 4 T EE
WHPE (% =18 .
e (%) o 110433K 98.8~103.7 101.6~104.272
<30 %7, 80%LL E>
Zi (%) "1 n=3
110433K 101.54~103.32 103.86~105.23
<93.0~107.0% >
(z%fE) WE (kg) n=3 110433K 9.315~11.720 8.460~9.240

X1 RTAERICHTIEFE (%)
%2 : n=6
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AERERE A 2007/4/23

Orz 7V A, RI7A4vmy 7 10%/NEH INIG)  ®o2E 40°C LR, K[UERER]
RERTEH = PRAFHAM
< Hifg > HE B hh I 35 H
PEAR L6KE2 B DR DI A
<HBDOHA>
LN 9% =
A% (6) n=3 L6KE2 1.81~2.10 1.25~1.63
<3.0%LL >
VEHIME (%) n=1
MU (%) n=18 L6KE2 99.4~118.2 93.3~101.2
<904y, T5%LA >
%) * n=3
i (%) * L6KE2 100.9~103.2 100.8~107.8

<90.0~120.0% >

% RRRICKT D AR (%)

Or TV A4 RIA4vmy 7 10%0NEH INIG)  #a%E 25°C - T5%RH (G, BRjK]

%itsﬁ];g\ 5 =AY N f%ﬁ%ﬁ
< itk > & B A 3 # A
PEIR L6KES2 SIEOF S HE DA
<HEDOKHAK>
LN 9% =3
K (°)\ " L6KE2 1.81~2.10 2.61~2.78
<3.0%LL >
VEHE (%) n=18
e (%) " L6KE2 99.4~118.2 93.3~101.2
<90 4y, T5%LL 1>
%) * n=3
Jofii (%) * n L6KE2 100.9~103.2 99.3~101.8

<90.0~120.0% >

X FREISHTOEAR (%)

OV RAuRA L RIA4vmy 7 10% NN INIG)  EaEE gt [T v—1L « Bk

sz B b RV
<HHE> &G PR AR 60 /7 Lx-hr
PRI L6KE2 [ DR HEDBA
<HAEDOKHAK>
VAN 9% =
7k]7 (0)‘ n=3 L6KE2 1.81~2.10 1.49~2.21
<3.0%LL >
VAHIME (%) n=18
i %) n L6KE2 99.4~118.2 98.7~104.0
<90 4y, 5% b >
%) * n=3
Aofli (%) = n L6KE2 100.9~103.2 102.9~104.2

<90.0~120.0% >

X FRRISHTOEAE (%)
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7. RAREARUVBREOREN?
R4 0O 22 E IR
VIR - K JRIE 20mg/mL, 7 7 U Au~<A L LT 2mg (Jiffi) /mL
BE 400mg/mL, 77V An~A & LT 40mg (Fiffi) /mL

Or TV AuwA YU RIA4vmy 7 10%0NEH INIG) 881 5C [EARU RS (Bk)]

B =V TRA7 ]
ety LRSS 3 H 7H 14 H
Pk 20mg/mL | L6KE2 | AEOKRER | AAOBREBEIKR | AAORER | HEOBRER
400mg/mL | L6KE2 | HEOBRER | AEOBREKR | BREOBREKR | BEOBREIKR
20mg/mL | L6KE2 10.71 10.73 10.74 10.83
pH 400mg/mL | L6KE2 10.47 10.46 10.50 10.50
Moyttt | 20mg/mL | LEKE2 BT BT KE FNE]
P 400mg/mL | L6KE2 Bir R R R
FRATH 20mg/mL | L6KE2 100 99.7 102.6 96.5
(%) 400mg/mL | L6KE2 100 97.5 101.4 102.6

XCHTEALE ¢ 10 RIOHERTHY—L L7256 - BAF, 10 BIOISERMTY —L LR 7256 - AR

Or7 7V Au~wA T RIA4vm w7 10%NEA INIG)  %iE#%  25°C - 60%RH AR Y 52 (5

2) ]
SKEATE B =37 PRAFHA R
T BR by 3H 7H 14 H
ik 20mg/mL | L6KE2 | HEOMER | AROBEK | AAOKRBIR | HEOBREBIR
400mg/mL | L6KE2 | AAOBER | AAOBRER | AAOBREK | AEOREBIK
o 20mg/mL | L6KE2 10.71 10.73 10.67 10.58
400mg/mL | L6KE2 10.47 10.67 10.72 10.61
o EE | 20mg/mL | L6KE2 R4t RE NE NE
P 400mg/mL | L6KE2 B4 RE AR R
AT 20mg/mL | L6KE2 100 96.3 97.8 93.5
(%) 400mg/mL | L6KE2 100 99.6 100.5 99.5

XCHTEHLTE ¢ 10 BIOHREIRE THY L L7256« BAF, 10 BIOSERMTY L LR~ 7256 - AR

8. t#FLDESEIL (MELLFEMEIL) o

AEDOHRIZETSEE

AT, AR OYBLERZEEICET2EHRTH . A5 - BB EA LM LB R ZE -
BAEMEIZOWTORMIILIE L T, £7-, BE L7od - B o E LA EIc oW Tk
STV, BEG LTI 2BRICIE,. B - BOIEEEES MR L, HldoZ &,

(1) BlEZAkabR
<7 FVAu~A Y RIA4vuy 7 10%0NEH INIG) >
(RBR 7 1%]
77V A~V R4 vu vy 7 10%0NEH INIG) 1g L&A T 285 (25g) F 738k
(25mL) ZELA L., BFiRE (T4 A7 U —LDREHEEE) +5,
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Bl B 1% DHRFIH]

A pE H =
AR BUER AR 24
BhLEWsFEWnwo v s A ) FE A &L,
TN—=YNEXEZ (BY—) B ST ATN—=VFRDIZEBW | 2 v 7 AT )=V ERDIZEBW
[ZRkAZE] | BAEE (%) 100 97.1
BT OEDIZR E—Fik bAN ) (Ze=EE) W A
(He T HBIE Y —) BN E—FEROIZB W E—FERDIZB W
[REAE] | BTEE (%) 100 94.6
77U 7 a—7 )k s H e H e
LBS81 B0 G—27 L hDIZBWN —27 L FDIZBW
(IR FLE] | R (%) 100 96.1
S8 (EE SRS (ES SRS
R TA=7 U'—M[Uy?] IZBW N=FHEDIZEW N=FHEDIZE W
BAEE (%) 100 101.5
. PN ) Esfs) EEf)
LS S I Z ) DB Z ) DB
i BAFE (%) 100 102.7
s EREXESIHM EREXYESIHM
7Y RAZITTAF— (K) IRV Fpt 5 & Rt 5 &
[(RE~AVD] | o™ BAF BA4f
EAEE (%) 100 99.6
s FAe R EBIR FAe SRR
RIRI R T NVEKR IR EIEDIZEBWN EIEDIZEBWN
[OFREE] | Foo ™ BAF BA4f
AR (%) 100 100.9
BV | AR (7272 BICEE) H IR
HILVE R f— B — b1 FILEADIZE FILEADIZE
(e x] | Bk BAF BA4f
EAEE (%) 100 95.6
s ey 0 SRR ey 0 SRR
BmAKkaa7r Iz a7 DI I3 T DOIZE
[ARAKFLE] | P oo™ BAF BA4f
EAEE (%) 100 99.9
o . . BV | AR (7272 BICEE) B A SRR IR
;E;?ﬁﬁ Slowinind 7 B LE DI B LE DB
(e %%ﬁﬁ@ BAF BA4f
AR (%) 100 100.3
s EREXYESIHM EREXE3IHM
e o o ol o FH DI W
%&&ﬂ\bbﬁtﬁlﬁ%mﬁ%] e e (O M ARZRICE )
" Py It B B
BAEE (%) 100 100.8
. s F& (A BRI FE 0 SR BRI
e A ENGE T L S
(k3] E%ﬁﬁm B 4f BA4f
BAEE (%) 100 88.2
. o o s =Rl SRl
/;:j_/*j‘774’7]<739;<3:y RV ARAY ATy hOITEBN ARV ATy hDIZEN
gy | RO HCE2 B B
[ BAEE (%) 100 100.6

21 AMEL 1B WITES BRI BIER LT,
2 A O E HHE - 10 [ OEEE TH—{L L= E - BA4T
10 [BlO#EE TH—L L2 o 72856 - AR
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IR SCEHOR >

14 BALDEE

14.1.3 PR (AL v Pa—A AR—VHEE) TIRHT2Z L1352 EnEE LY, A%
ROy DR A 5 < To 0 OBAIFF D3 e LT B3, BRMEREECIRA L7 H A1, SR RELT 5 2
EWb D,

9. BHH%
(1) fHHU
<77V An~A T8 200mg INIG), 77U An~A U8 50mg /NEA INIG) >
77 ) 2An<A U8 200mg NIG) MOV TV 2a~A 288 50mg /NEA INIG) DM,
AR FIZED DN HEICHESG LT D Z RIS TN D,
(GBI pH6.0 ™ 0.05mol/L U fg/kE —F b U &7 A« 7 = VEEREMTE 900mL % A\, /< RiLik
2D, 50rpm TREAZITH,)

RS
FR BLE RFH [GES
200mg (J71h) 30 4 75%LA E
50mg (J71fl) 30 4 80%LL I

<77V ALY RIA4vmr vy 10%0NEA INIG, >
772~ RIA4vn v 7 10%0NNEA INIG) OEEMIZ. BARERHFIZED b HRIC
WELTWDZ ERERINTWND,
(FBKIZ pH5.5 OV UlEKFE T NY U A« 7 2 UEEREETR 900mL & H\N, S REIZ XD,
50rpm CRERZ1T 5, )

B AU
ok L R VR
100mg (/i) /g 90 4y 75%LL E
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(2) HHEER o
<7 F Y 2u~A 8 200mg NIG) >
BIEIRLOE LR ENRBR T A R T A VO —EEIC >N T CERR 13455 H 31 B E35E
186 5)
FRER A
EE AR BHEERE S RVE
[l M OVRBRIE © 50rpm (pH1.2, pH5.0, pH6.8, /K). 100rpm (pH1.2)

CHIE]

- pH1.2 (50rpm) TiE, HEUERIFID AR 40% M O 85% I 2 B SIZBW T, AfhD -
B R R R DS PR R £ 16% DFAPAIZ e Do T,

- pH5.0 (50rpm) Tk, FEAERFIR OARMILE HIT 15 3 LANIC ) 85%LL B L=,

- pH6.8 (50rpm) TliE, FEAERIK|OEIGIRHFEN 40% K O 85% T D 2 B SIZH W T, RO
B SR A LA DO SR R £ 15% O FIFHIC & o 72,

- 7K (50rpm) “TliE, EAERLAIN 360 /72 351T 5 TR D 1/2 ONLIEHF 2 7R304 72 Rl &
DY 360 F3THV VT A O SR H 3 JAE HE R O SR SR = 8% D #E R 1T > - 72,

- pH1.2 (100rpm) ~CliE, EEHERIFOFLEFEHFEN 85%FFIT DR AUV T, ARdh DRI
FEAERIA O SRR £ 15% OFPHIZ > 7228, 40% U DRSS T, A O A H R 3=
YERUHI DO SEIIA R £ 15% DOFIPHIZ 72 o 72,

PLE RS O ZEE) 2 B YERIA] (7 5 U 2 v FEE200mg) & bhlik U 7= 4% 5. pH5.0. pH6.8, /K (50rpm)
DEMIZBNT THEMFHRIEHERBR T A RT 14 ) OHEEEIC#EA L=, pH1.2 (50rpm.
100rpm) DFEFIZBWTIRHIERLECHEES L o7,

(¥ HaBR)
BLE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 F o 551 zO=-< $200mg TNIG] A 100 -
80 ——ﬂr—ﬁﬁu-yvﬁ'ﬁzo{)mg_,.a-" 80 I
60 | l 60
40 | 40
rd
a0 | o0 L s —e— 551 )2O7A > /8E200mg TNIG]
- & = 53]y FEF200mg
0 L" 1 1 il 0 L' 1 1
0 30 60 90 120 0 5 10 15
BERE (43 BEfE (530
EHE (%) pH6.8 (50rpm) EHE (%) 7K (50rpm)
100 } 100
—e— 7 22O /FE200mg TNIG)
80 r 80 - = 2312w FEE200mg
80 |
40 |
20 | ¥ —e— 73 U20%A45200mg TNIG)
B a- 2212w FEE200mg
0 L' 1 1 1 il il 1 1
0 15 30 60 0 90 180 270 360
BERE] (43 BERE (43)
BHE (%) pH1.2 (100rpm)
100 f_o %S 1yzaO=-5 " §£200mg TNIG]
=& = 25 2w FEE200 ===
80 El e ms_ -
60 |
40 |
20 |
0 il
90

(n=12)
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<77 JRru<A 8 50mg /NEA INIG) >

BIEFS DAY FRIRIEMERR T A BT A L EO—FUEIZOWT (PR 13485 H 31 H  EEEE

FEH 786 B)

BRI

EE AR/ EHARE S RLE
[EHRE % ONRBRIE © 50rpm (pH1.2, pH3.0. pH6.8. /K). 100rpm (pH3.0)

CHlE]

- pH1.2 (50rpm) Ti. EUERLAKIAS 120 Z3123 1T 2 AR D 1/2 O IR R % 07973 2 7
TN 120 43128 T AR g O P HH 3 IR E R O SR H 2 = 15% O FPRIZ 72 v - 7,
- pH3.0 (50rpm) TiE. HEUERIFID IR 40% M ) 85% 1T D 2 FESIZ BT, RSO

s H SRR HE R O I R = 16% OFEHHIC & - T

- pH6.8 (50rpm) Tik, HEAERIF| ORI 60% M 8 85% UL D 2 HESIZBW T, AL DFEY

P =R AR HERGR O S P R = 15% DFEHIZ 8 > 72,

-+ K (50rpm) Tix, FRHERGHDS 360 431CH1T % TR =R D 1/2 O P8 R 2 7R 9708 24 7 Bpal )

N 360 772N T, A O R H SR AR HERIA O SESPR MR £ 15% OFIFHIC H - 7=,
- pH3.0 (100rpm) TiE, FEAERIFIRL AT E HIT 15 43 LANIC ) 85% LA Bis it Lz,

Vb, RO HZEE 2 FERE (7 Z ) 2y REEBOmg/NRA]) &l L7z R, LRdo 9 HpH1.2
(50rpm) ZER< ETORMFIZEBNT HEWARFESEMERRT A N7 4 ) OHEERECES LT,

16

(P& H R R)
HEHE (%) pH1.2 (50rpm) EHE (%) pH3.0 (50rpm)
100 |—e— 55 2071 LEE50mg: B TNIG) 100 F
a0 =2 9% iy FFEB0mg IR, - A 80 -
60 | - 60 -
-
40 | 40 |
20 | 20 L —e— S ) 207 EES0mge B TNIG)
- & =55 i FiE50mg/ B R
0 1 1 1 0 L' 1 - I} rrg il
0 30 60 a0 120 0 15 30 45 60
B () B (43)
SEHEE (%) pH6.8 (50rpm) EHE (%) A< (50rpm)
100 | 100
80 | 80
60 | 60
40 | 10
o0 | 47 —e—p3suznvq iEsomgBE TNGI || 2 —e— 75 207 LEEE0mgBE TNIG)
0 - —|9 ER R F'ﬁﬁl}rpgd\b%ﬁﬁ . 0 -t = a1 P F'ﬁﬁﬂmgd\'f%ﬁﬂ .
0 0 20 30 0 90 180 270 360
BERE] (43 BEfE] (43)
SEHE (%) pH3.0 (100rpm)
100 |
80 |
60 |
40 | 2
20 | L e— 45 207 2 L A50mg B TNIG)
- = 25 Ui PRS0y B
0 L' 1 il
0 5 10 15
B (&)
(n=12)




</ ZJ)zapn~Avr RI4va v 10%/0NEH INIG, >

BRERSOAEW LRI SRR A BT A VSO —ERKIEICOWT (CERE 134E5 A 31 B [EIRE
FEH 786 5)
RER S

g ARG BEHRBRE SRR

[al#R4 M OVRBRIE : 50rpm (pH1.2., pH5.0. pH6.8. 7K). 100rpm (pH5.0)

CHlE]

- pH1.2 (50rpm) TiE, FEAERIHFIL ORI E B2 15 23 BANIC Y 85%LL EVAH L=,

- pH5.0 (50rpm) T, FEHERIFNL 15 53 AP ) 85% LA EIEHI L, 15 /3281 2 AR M O F-EIE
FH SR A HE R D SR R £ 15% D HEIFHIZ 72 Do 7,

- pH6.8 (50rpm) Ti&, fEAERLAIN 360 /31281 5 FEEHED 1/2 OV EZ R 2 7ok
SN 360 T BT, ARG O A R IR HERIE] O SR R = 8% D& IZ & > 7=,

- 7K (50rpm) TiE, HEHERIFIN 360 S22 HEEE RO 1/2 O 3 2 7R 971 24 72 R R K
Y360 431233V T ARG O SRR R I AR LA O S PR R £ 8% DFEFHIZ B o 7e,

« pH5.0 (100rpm) TiE, HEAERAFNL 15 53 LINIC T 85%LL IR L. 15 43 IC 81T A DT
T H SR VAR HE R D SERER R £ 15% O I 7 o 72,

PLE ARG OREH B 2 ERA (7 Z 0 >y R KT A4 vm » 710%/0NEH) & g U7z k558, pH1.2,
pH6.8., KDFEMIZIH T THEFRIEIESL DALY FRIENRR T A R 74 ) OHEREICHESE Lz
23, pH5.0 (50rpm, 100rpm) DOFMAIZIHBWTIZHELLEIZHE S Lo o7,

SR L 2
(3R
EHE (%) pH1.2 (50rpm) BEEE (%) pH5.0 (50rpm)
100 F 0 A e e e A e 100 -1
3 = A=<
80 80 r
80 60
40 40 _ L
—— OS5 JIAATA Y FS Oy F10%E —_—— OS2 OT A S
20 H TNIG) 20 20w F10% R
= =05y FS 0y F10%DER TNIG)
0 L' 1 1 1 0 L' 1 L
0 10 15 0 5 10 15
BEfE (59) BEE (43)
EHE (%) pH6.8 (50rpm) BEEE (%) 7K (50rpm)
100 100
—_—— OS5 AT S A Oy F10%EH —_—— 05 JAOTA Y ES A0 F10% 2R
80 TNIG 80 L INIG)
—d =55 Uvy - P30y F10%08R — =25y s FS 20y F10%0EH
80 60 -
40 40 -
20 + 20 -
0 | L 1 0 E! — G . c L é
0 90 180 270 360 0 90 180 270 360
B () EEfE ()
EHE (%) pH5.0 (100rpm)
100 —— ==\
- A- -
8o -
60 ’ﬂ
40 | —e— SO A ES A
0w F10% MR TNIGY
20 r -t = HSUL s FS A
0 F10%:)0 18
0oy (71O ER
0 10 15
BEfE (59)
(n=12)
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10. &3 - A%
(1) FENRELESR - OF. NEXRBRLEERR - AEICEHT HFRH
YL
(2) %
(V5 YZAATA L8 200mg INIGT)
100 &£ [10 82 (PTP) x10]
(V590287428 50mg /MNRA TNIGD)
100 & [10 &£ (PTP) X10]
(/359RARAL U FZ420y F10%NMRA TNIGI)
100g [FTAF v 7R bv, NT | HEEAIAY ]
(3) PREE
BAROANA
(4) BROME
(V5 YZAATA 28 200mg INIGT)
(/359ZRAATA LK 50mg /MNEA TNIG)
PTP : RV =V T 4 )V A, TAI=T L
Pa—: TAI=UA BRI ZF LU TIF— KT 4L A
(/359RARAL U FZ420y F10%NMRA TNIGI)
Reg Ry =F L
T AP A N B = 3 g P

1. ARSI HEME
MR L

12. Z0fth
G L
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V. ARICEYSEE

1. PEEXIEZR
(V71)ZX87A L UEE 200mg INIGT)
O—fgREsE
GHEREE)
ARANENEO T RUKEE, LoV ERER, MRRE, €777 (T2 7) - hxT—Y
AAVTINT Y, VLUARTE, Ay Z—g g XTFNA NV havhRE 7T
VTR, A 2T T AR
GEREE)
RAEMER G RRYE . RAEMERBIRYE, U o N8 - U o fige, 1BMERRRE, SME - BUE KR OVl
Al O ZYR&Ys, MLPEPENRE . WHEH - MREAs, bk, SMERUE SR, k. MRG. 1B IERER
FHREO ZYIEYe, RIER, TEEER, BYEBR, PHER, RIRPER, AR, th)E P
%, K
OF & 733700 7. - nd
(ERERE)
BENEMED~ A a7 T T LR
CGEFGEE)
~A AN TV A - TETLAaYT Ly 7 A (MAC) JE% & IEREREMEDTRE BE
OAyany4—- QY B
GHEREE)
AANEED~Y 2y Z— . rnr )
(ERGEE)
B -+ 48IE S, H MALT VU o 8B, futhii s e, s k3 2 WEEIG
WHRGICBITHANY any 2 — - va VEYE, ~) any Z—. o U ERrE%
(V502824 E50mg/MNRATNIGL, V5 JRARA DY FES4 28y T 10%/NMRA TNIG])
O— RS
(EREE
ARANCEENED 7 RUREE, Lo FERER, MRS, €778 (70~ AF) - hx7—Y
AL ATV UYHE, LUAR TR, BEKE, hovuansd—g g JIIVTR, v/ a7
T A&
CGEFGEE)
RV GG . RIEMERBIRYE, U o Y8 - U VR Eidk, 1BMEIREAE, AME - BVE K OVFil
Al &Y, WREH - MEEEK ., Rbkge, BMERESIR, Mgk, MG, 18RRI ERE 2 O kK
o, YRGS, hHK, BlEbE, PRALEN, EHH%
OBRXUARESFLERE (TA4X) ITHESBEEIMANITYIL-FTEDLAVYTLYIR
(MAC) fE
GHEREE)
AENJE D~ A axs TV A - TETLayT Ly 7 A (MAC)
(ERGEE)
BRIEGIE R BIEGRE (A ) I i~ A a Xy T U D AT ET Aary 7Ly 7 A (MAC)
i
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2. PREXEHRICEET HIE
(/351) 2874 Vi 200mg INIGI)

5.30BEX (IZhRICBEIET SR

(—IRRPIE - HIE - MREAR, Rbkd, SUREXH. BEMEE. PHE, BISER)

54 [HUAEWIKEEMEHOFL &) 925 L, PlEER S ONEMEZ B L LT, AFIOEE
DY) & S DA ICEE T b,

(AJanya2—-En BERE)

5.2 #E4THIH MALT U >/ EIZKT Y 237 Z— - v'r U BRETRE O A WML L TUVhau,

5.3 S/ IMRIBIEICKE LTI, A RIoA UV EESR L, ~U anxry ¥— . 2ol BREBEN
W) &I SN DIEBNC DO BRREIEEEITH 2 &,

5.4 FHIE RIS D NSRRI B UAMTIZ, ~V a s ¥ — - en U BREIREIC L 5 B O%R
FEINHNZ 335G 2MEIMESL L TZeuy,

55 ~Janryx— . r VEEERICHWDAEIZIE, ~VanxyZ—-valBEHEThi Xk
ONEBEREIC LD A~ anxy Z— - Po VERERTHDI I EEHRTDHI &,

(fFw)
51%%%%%®ﬁ£@%@%@%9%&bf\Ei%@%@%@%&@%ﬁﬁi@fﬁ&i%ﬁ
/:\‘

WIEEHOFFI &) INFE SN & &2xF, THHER - Eersk ), TRk, F%ﬁ B3R
DEGEPERG AR | SUE TRISRIER | OWF s ORhkE xbﬁi%fﬁiﬁ‘ES?LfﬁéEiﬁﬁi e i LEE?Egiﬁ

L2, AP E IS EHIAEMIEOMWIEFE AN e SN D L5 EERED -0 _<@&-@%
(CBEEI D E o > it Lz, (201845 3 A 27 BT [EAS YA K « AT f/E R KK
AR RAR R A2 0327 85 1 75 [HUEMSED TEH EoRE ] OBGETIZ oW T, 2020
3 H 27 B BATEEES - AVERAERIEIRZ SRR @A AR 0908 5 2 5 [t
MAEMIED EH EOEE] OBGETIZOWT] 1I23E5<,)

5.2

1) H MALT V > EOBEIZXH L TAY any ¥ — .- v©n VREEZFEwRT 256120, 28, 16
FAEICRE B L COW D EMEICHRT D 2 &,

2) ~YanyZ— . vl BREFEOEEL E 75 E MALT U > SEFREY (Lugano EFES#

D stage I b LITTVER Th D, EITHIEFIZIIT H~Y a7 & — - vr Y [RERE
DA RNEITHESL ST TR,

3) ~Uanyz— . vr U RERFERFFINRE SN TVD Z &0, RERIECI2RHMOE
FRMEFFICOWTITAIMEN A\ TH 2720, ~U a7 2 — - ©n U RERRE b R85
ZAS3 ATV, MBS U CHEy) 2 BINEE AT O Z &,

4) BREFRIEZIIREMORBBENNETHY | EMNLZ24T5 L) BFIHEYE T2 L,

5.3

1) SaE i MEIBE  ITP) OIRIRIZH 1= - Tk, JEAET @A Hik R BECR g2 [k
IS B E ISR A AFZREE) 12X D TR ITP B OB A R 2019 &GTH) | 9% &R
THZ L,

2) EFEAA KT TP L2Wran%a, T VEBEOFEZO W THRTTT S, val
HRERNZ BV TR T 2 2 &(i@@I&%%@&%ﬂ%(m¢ﬁﬁ@%mﬂﬁgﬂéo
7272 Ly HIER ASFRY, & D VITESER L OGRS & DA 1T, BAREOIRRE BT 5,
Lo TWA,
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5.4

1) ~Vanyy—.vuBREFRENMTONIEMIRESINTEY, BN TRIZOVTO
BFRIIAATH D, ~Vanyz— . o RERIFIZIN TS ZREE (REEEE) ©
FAEPRE SN TND O THREMAESIC L2 EMMRBIEETH Z L,

2) FEHile L OBV E R TIL, BEIC X D IR EEEAEIHIRENMEN E VbR TWS,

3) BREFRIES D EMNRZR24 T 5 L9 BFICIEE T2 &,

5.5~ a Ny — . o) EREROMRICEL TX, BFEITEIC, 1) KUV2) Ol % FEd
LHVENRD D,

1) ~Yanyg—. el oEREE L TOWT O ECHRT 5.
Wy L7 — Bk, Sk, BRI PUARRIE. RBFEREER, #E D HRRE

2) BAHEMRAEICLY, BEBROFTANH D Z L 2HERT D,
728, YD R OBREHIE OISOV TIE, A RIA LV EEBRTH L,

(V35392834 E50mg /MRATNIGL, 25) R4SV RS540y 7 10%/MRA TNIG])

5.RER IR ICEEET HERE

(—IRRBREE « UREE - MREAR. Wik, BMEREXR. BRMEL. PEX. BIRERL)

MU EMEKBEIEEH O TS & ) 922 L, JUREE G OLEVEZ Il L7z BT, AFIOFEL23
HY) LB SN DG EICRE T2 L,

(figan)
(771 Z2n~A T8 200mg INIG)) 5.1 (fF#i) OIESM
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3. AERUARE
(1) RERUVAEDMENR

(V71)ZX87A L UEE 200mg INIGT)

(— AR RRE)

WE., BAICIZZ 7 2~ LT 1 H400mg (Vi) % 2 [T TRAEET 5,
B, AER, ERICE Y EEEET S,

CGEERERBEE)

WH, RAIZIEZ 7Y 2~ LT1H800mg (Jiffi) % 2 RIZ/T CTRO#KEET 5,
7B, AR, JERIC X E TR S,
(ANJanss—-EnY BERE)
W, RAICIEZ 7Y Aa~<A 8 LT 1A 200mg (Off), 7EF U ok E LT 1E
750mg (Jiffi) XOF'w bR T A e X —0 3FEFRFEZ 1 H 2, 7 HHKROEEGT 5,
REB, 77V ABYA 0T, REIOSU THEMETS LN TE S, 2720, 118 400mg (1)
i) 1 H2FE% ERET S,
(V792824 LU 50mg /MNEA INIGL, 5) X4V 542097 10% /MR TNIGDH

IR ESIES

MM O &

&E 50mg

R4 mvy710%

)
Rt

wmE, DRI 7)) A~ A v
L LT 1 ARE 1kg 72V 10~
15mg (Jiffi) % 2~3 [N/ TR
A&51 5%,

Lo I iglcet LCiE, 1 B
& 1kg 7=V 15mg (Jiff) % 2~3
FNZ T CROE G35,

7R, AR, EIRIC X0
5,

MR L, s, NEIZIZZ 2 Y
An~A e LT1HIKE1kg H
720 10~15mg (Jiffi) % 2~3 [A]
Wi TR OS5,

LA R IR LTiE, 1 BIE
& 1kg 72V 15mg (Jiffi) % 2~3
FNZ3 T CROKET 5,

e, AR, EIRIC X0 E T
Ry

BRESRBERDRERRE (=
A ) AT D R~ A =
NITUTLTET LD
7Ly Z (MAC) JiE

wmE, DRI 7)) A~ A v
L LT 1 HIKE kg H72V 15mg
(i) z 2 ENZAr 0 TR A& 59
2o
7Rk, AR, EIRIC X0
5,

MR L, s, NEIZIZZ 2 Y
An<A e LT1 HIKE1kg H
720 16mg (iffi) % 2 [EZ53 )T
RAKET 5,

7o, AR, ERIC X0 E

2

(2) RZERUREBDREER -

DR L

s
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4. BARUVHEICEHET SEE
(/351) 2874 Vi 200mg INIGI)

7T.RERUVAERICEET %R
(—RRRERIE)

74 GEARRR EAGIMEEZ A SR WEBE/RW LHFEIED L YA R T iRiZx L, 1 H 400mg 7y 2
B4 Az L2k 0 @E o~5 B CRERITMEICH O, SRR LT b 51T 2~3 Wik 5
TEREFE LW, Fo, LU RTMRIIFEROBENEVERIECTH D70, FrICHRZEK TR
REICH D EBHE 72 EClE, 1R TH#, BT 2~3 &S 2k UER 28T 208 ” S 5, 7
B, BEHHE PR EAL L72B AR, B0 L AR T ICHE R ERA] (% 12 R3kHAl
E) ~OEENRLETHDH, [8.1 ]

7.2 LIUFRTRROIBEICEB W THIMTHER T2 Z EBEE LA, BEOIERICE U TR
ERGEIILL T ORE LB BN T 2 EA O Z B E LRINTL Z L,

7.2 WERELL EOBFIZY 7y o UL LA E OoRER B D,

7.2.2 in vitro i T OBFHI B W T, KAl LR 7o x0Ty Fazaxdo 0 Lot lzhiE
(FER /oW LAHIER) @R ol L oWERH 5,

7.3 7 7 I VT EYYEICKT T DA OFEHENITRAI S LT 14 B & L, MBS U THEICER 54
MaiERT 5, [8.1 2]

(B EE)

7.4 Jifi MAC JiE & O RIMESE R BREGRE (= X) (12fE 5 #EFEME MAC JEOTRRICHW A 56, H
WHADEFTOHTA KT A v VEEDEICIFRBIEEITY Z &,

7.5 AFIOEGEHMIX, UTFTE2ZR452 L, [8.1 B

& B4 ¢ 54

Jiti MAC JiE e 2 iR Liztk, 1 AL B Gilkkt & EHIR R RE 21T

TEMEFE LW, £72. BETDAREMNH DO THEK TRICEK

WTHESMRBRENNETH D,

H RMERIE AR RIE R (= X)) B IRAY UL PR 2 BN RO b Lo b ik 57 & Th

2 O FEFEME MAC JE %,

(ANYansa2—- EOYREEE)

76 7u bR TA e EX—EIT YT T =L LT 1E30mg, AATTY— L LT
20mg, 77TV —F FU AL LT1H10mg, =Y A7 5V —/L L LT 1IE 20mg XIER /
7Y L LT 1[E 20mg DWW 1A 2B 5,
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(/353928242 & 50mg /MR TNIGL, /5 AARA LYY ES450y F10%/NMNRA TNIG))

7T.RZEBRUVAERICEET 58
(—HRREEE )

71 RO 1 ARG EIIRAOEENE (1 H 400mg) % ERETHZ &,

7.2 AR EAHELZ A S RVEBIER W LPEIED LU AR IMRIZK L, 1 H 400mg 77 2 &
BA2 2 L2k 0 3@ 2~5 B OIS 5, SRR LT b %513 2~3 Bk 2
TEREFE LV, Fo, LU RTMRIIFEROBENEVERIECTH D720, FrICHRZEK TR
REICH D BHE R ETIE, IRFER TH, BIC 2~3 Bl G 2k UEREZBET2LERH D, 72
B, BB PITERSE LGSR, OIS LU R T ITED R ERAD (7 v R A
E) ~OEENPNLETH D, [8.1 BH]

7.3 LU R IR OIBEICIEB W THIMTHER T2 Z EREE LA, BEOIERITE U TR
BRGEIIL T OREEZ S BT T HEANOREAEBE LIERTHZ &,

7.3 FEEL EOBREIZ) 77 VU LR LAE OBERD D,

7.3.2 in vitro FUE D OBFHIB W T, KAl LR 7 uxd oo iy Fu a0 L oftAzhE
(A2 LAHIER) 23380 b L DHEDRH 5,
(BRMEABELRLERE (T4 X) 4S5 %BEM MAC 5E)

74 EPNANOERHOHTA KT A4 VEEZSEBIZIHRIEEZIT) 2 &,

7.5 BRRISUTHIE FER 2 UE 0580 D% bkt 53~ & Th 5, [8.1 ]

5. ERERAHR

(1) BET—aANy 75—
Y ERR L
(2) EREREEHER
HEERR L
(3) AERGERHR
RCNER R L
(4) BRI
1) BAHMEREEHER
AR L
2) REeMHEB
Y ERR L
(5) BE - WBAEER
MEERR L
(6) AmER
1) ERARERE (—REAFRERE. BEEARERE. CABELERE) . RERFTET 4N
—RRE. HERTREBRABRONE
Y ERR L
2) RBEH L LTERFEORENIIRBEL-AE - ABROME
YL
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(7) Tt
(V5 YZAATA L8 200mg INIGT)
RN ZE xR E Uiz ZEERIEGR Z &R RBROME RO LB TH 5,
(BB E)
1711 BRUREFLERE (T4 X) [T/ 5 BIEM MAC SIS 2 ENERKRERER
ARFRIEE CORBRIZI T D EERIER O SCEGE 4 #1192 1] (50.0%) Th o729,

B4 Hihx (%) [FHzhLl L]
B RIESIEARBIEGERE (A X)) (ZPE D #EFEME MAC JE 50.0 (2/4)
(NJans4a— - R )

17.1.2 BiE% - +1=HEBEZICHTEA) /80 42— - EN Y BEEISHT 2ERARVEIERRAR
BIEE - + HRIBEEICB T~ any Z— . va ) BYYEICKT 5 “EEREEERR, 4—7
HERTY T U R~ A OEAMERED b,
R4

CEECON GRS

B - T RGBT oY ay Z—. v o U EYE (bR

RS

(Zo 77— EDHHADEE) 913

ERIt (400mg) *! 87.5 (84/96)
(800mg) *2 89.2 (83/93)

+ ZFR A (400mg) *Y 91.1 (82/90)
(800mg) *?2’ 83.7 (82/98)

73) 87.6 (197/225)
83.7 (103/123)

90.4 (103/114)

CKE : 14 AE#HE)
CK[E : 10 B R#&5)
(BEH - 7 BRESE)
(FATTV =L DPFADOBE) 191D

*3)

H4)

B -+ IR (800mg) *° 78.8 (89/113)
(400mg) *9 81.1 (116/143)
(800mg) *7) 80.0 (116/145)

*8)

96.4 (106/110)
79.2 (38/48)

GEsh -+ FETESD)
(st - B
(FRT TV =T b U LEDHFDEE) 1920

R0 (400mg) *° 87.7 (57/65)
(800mg) *1'¢ 89.7 (61/68)
+ AR (400mg) ** 83.3 (45/54)
(800mg) *1¢ 87.8 (36/41)

CKE : 10 HE#E) =10
CKE : 7 HRE#E) *=1v 84.3 (140/166)
(BN - 7 A R#E) *1 0 93.8 (61/65)

H -+ fRIEE 86.0 (147/171)

1) 77U An~A 3l LT 1IE 200mg (F1f) .
i) k7> 7Z Y —n kL LT 1E 30mg O 3 K% FREHZ
H2) 77U Au~A vl LT 1A 400mg (i),
fli) xO7 Y7 Z =t LC1IE 30mg D 3 Hl% FIFFC

25

TEFXFTVIY KM E LT IE 750mg (7
1H2MF7HERORS,
TEFXTIU K E LT 1IE 750mg (V)
1 H2[F 7 HM&EO#ES,



3 +HBEBICE TSN ans X— . v URYERE ISR E LEEBERR (770 20
~A L T1[E500mg (i), 7EXFT U KFHE LT 118 1,000mg (Jifi) KO
TV 77— LT 1H 30mg D 3AIZFREIC 1 B 2 FRROEE), AFIOKGERKHE
I3 800mg TH %,

F4) +HEBEESICE T AN ans Z— . o VERERE xR E LIERRR (77U X
n<A3rE LT10H250mg (Sff), 7EFT U ok E LT 11E1,000meg (Fiflh) K
W7 V7T —) L LT 1[H 30mg D 3 A ZFRFIZ 1T H 2 B OHE), ARHFIOAF K
#13 800mg TH 5,

H5) 77V Ar~<A L LT1[E400mg (i), 7EF U LK E LT 1E 750mg ()
i) e OAAFF V' —L & LT 1A 20mg O 3FZFEEHC 1 H 2[[ 7 HEREO#S,

H6) 77U Au~vA L LT 1M 200mg (i), 7EF TV oK E LT 1E 750mg (V)
i) R OA A7 Z > —L & LT1[a 20mg @ 3F|ZFEZ 1 B 28 7 HEEROES (BERNOR
TR 52 14 Bl PR R o

HT 77V Ar~v A2 L T10HE400mg (i), 7EFT U oK E LT 11E 750mg ()
i) B OA A7 Z > —)L & LT1[a 20mg @ 3F|ZFERZ 1 H 28 7 HEROBES (ERNOR
TR 52 14 B PR R o

H8) 77U Au~A b LT 1MHB500mg (i), 7EF U K E LT 1IE 1,000mg ()
i) XA AT Z > —n L LT 1A 20mg @ 3 Fl &R 1 B 2 [\IFR 085, AREIO&GERK
1T 800mg TH 5,

9 77U Au~vA L LT 1H200mg (i), 7EF TV ok E LT 1E 750mg (/)
i) e XT_XTFZ > —LF h U7 aE LT 1A 10mg O 3K &R 1 A 200 7 B O 5,

H10) 77V Ar~A L LT1E400mg (i), 7EXFT U LK E LT 11H 750mg (/)
i) LONT _7Z =) F U AL LTC1E 10mg @ 3AIZ R 1 H 207 AR O#& 5,

H1D) H -+ RBEESICB T DAY ans X — . vo VIRYERE Exig L LIRRRER (7 7
VAxm~A & LT1[E500mg (Jiffi), 7EFT U kR E LT 1E 1,000mg (J11f)
KOOI RFZ—F U watLT1E20mg O 3F &R B 2 FEAKSE), AHFIDO
KRR RIE 800mg TH 5.,
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VI. EHEBICEYTSEE

1. EBEZFNICEESHSILEMXIILEYH
~7u7A4 RRPUAEDE
HE  BEOD DA OB « IREIL, KON TELZERT D L,

2. ¥XBEER
(1) YERERLL - 1R
MEDOT0S VAR Y —AD 508 7=y FEFEG L, BEAMEIET S 2 29,
(2) EpEEMITLHBRBE
(V510287424 200mg INIGT)
18.2 FEIE{ER
18.2.1 MEEH
7 RUEKER, LoV EKER., MRKEOHRMES 7 LEEE 2029, €7 787 (7700 A7) -
NET—=VA ATV YHE, VYFRTE, B n "y Z—RBED—HO T T LREMR 29
2 NTRNANLT hayBRAR2), 7 I7ITVTIRO, v A AT T A</ 30 v AT
VLR DRONY Ay Z—-vn ) DIHEENZR L, TOERIMoO~ 27 v Z 1 RREAEY
BLR%EUETHD (invitro),
18.2.2 £ FE KRB 14 fIKB{LEDHREH
REAR EIZERFEOTE N EHGT D390, v~ aNs T Vv ATy LAar T Ly 7 A (MAC)
BROANY Ty Z— - 'r Tk L TUEIREMEL V55 (in vitro),
18.2.3 EyMRELETIVIZHT B4R
~ 7 ZADJEIENKYL 29 25) 2D 28) 34) Fz T RkYL 249 27 28) R 2R RCYLE 24 25) 28 305 L2
Wk, 77V Aa~A v ORRMBBITIEE KL, B RE R,
(V53U ZAATA U 50mg /MNEATNIGI. 75V AARA VU ES4 2Ry T 10%/MRA INIG])
18.2 FE{EA
18.2.1 ;iEER
7 RUEKER, UV ERER., REREOHEIMES T LEEE 2029, €7 78T (T72 A7) -
HAET—=VA ATV YE, LUFRTE, AHKE, oy 2 —REO—HDr 7
LREMERE 2029 V5 IVTRO, v A AT TFTATRB VRPN ans TV UL T ET LT
7Ly 7 2 (MAC) IZHiEE AR L. ZOERIMhO~ 27 0T A4 RRFUAEWE L R%EL ETH
% (in vitro),
18.2.2 £ FERBM 14 fIKBILEDRED
REE L ZZEREOMENZAT L2390 v~ as 7V A TET LT Ly 7 A2 (MAC)
R L CIERZEAE L V55 (1n vitro) .
18.2.3 BIMBEETIIZHT B/ER
=4 njxo)ﬁg}]%p\j@;gg 24) 25)» 27 28)s 34) R R 29, 2D 28) R SR ECYUE 24 25) 28) 305 )L |28
WL, 77V Ru~vA 2D RIFIRMMBATIEL KB L, Bz iR a2 Rm T,
(3) {ERZTIRFM - FrifeF
AR L
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VI. EHEBRICEYSEE

1. mPREQHS
(1) ARLEDGOPRE
U ERR L
(2) BRERRBRTHERSh-MPRE

(V71)ZX87A L UEE200mg INIGT)

16.1.1 B@EE5

fEEERR ALZ 200mg, 400mg (JIMli) % ZEfERERLEIRR O $EG- LTz & & OB iE PR E R &/
A—ZDEIZLLTDO LD Tho7230, i, KM AT Y X3 7enoTz,

o Cmax Tmax Tue AUC
HIEE
(u g/mL) (hr) (hr) (u g+ hr/mL)
A (n=8)
Bioassay 1.16 1.9 4.04 8.98
200mg
BN (n=8) .
Bioassay 2.24 2.7 4.36 20.30
400mg

BERER AL 200mg (Ufil) % ZERERFICHEIRE A4l L, Mgk o~ b 2777 (HPLC) & THI
ELTIE A, MFEFTTIEIREME L OVEERED O 14 MOKBLAEZIZRBFEL, TOER

1% Bioassay CHIE L7 L1EIE K L7z 37,

16.1.2 REHS
(ANYanya—-- Q) BESE)

EERANICTEX VU ki, 7u bR F A& —L0H LT 400mg (Jiff) % 1
H2m 7 HMMEROBRS Lz &OFEMFRER KT A =2 OIEIZLLTO X 5 TH 7239

41)
. Cmax Tmax T2 AUCo12
a (u g/mL) (hr) (hr) (u g+hr/mL)
] HPLC
A (n=7) 400mg, 7EF TV 2.42 2.7 4.4 18.45
NN REAIR
v RFM 1,000mg, 7Y STV —
)b 30mg fFHRFED HPLC 0.97 2.6 8.5 8.87
‘ R ' ‘ ‘ ‘
‘ =11) 400mg., 7 EF T ¥
A (n=11) mg T HPLC
U 2k Fn¥ 1,000mg, A A 7TV — I 3.5 2.5 4.6 27.8 %)
L 20mg B D) -
HPLC H4)
T E—— 2.33 2.0 6.43 17.50
(N 400mg, 7EF T3 =15 HPLC )
P 400mg e (n=15) - 0.82 25E0 | 971 7.65
U k¥ 750mg, 7 X il
75— > U T A HPLC L9 050 | 440 1408
20mg P FEEE PM #2) | RZKIR ’ ' ' '
n=4) HPLE 0.95 2.5 | 751 8.46
Rt ’ ' ) ’
] LC/MS/MS
A (n=11) 400mg. 7 EF I ¥ - 2.92 2.0%Y | 4.62 18.26
) AkFIY T50mg. KT TR ——
20mg Of FHRFE LC/MS/MS 0.88 2.0 | 796 7.49
‘ R ‘ ' ' ‘
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H 1) ~Yanyg—.vn ) EYYEICH T HREHELCHETIE, 77 A~ 03 1 [H
200mg (WMEIZIE U T EIR 400mg £ THEEHET 2 Z LN TE D), TEXFT U KMMIT
1\ 750mg, 702 h AR TFA e X —DT_XT T —)LF U 7 AX1E 10mg Th o,
H2) FHCHIEESR T ~ 7 v — 4 P450 2C19 s 15

EM ; extensive metabolizer

PM ; poor metabolizer
E 3) AUCoe (ug -+ hr/mL)

T 4) PofE

16.1.3 &EMFENFEEHER
BRIEIRLOEWERRENRBR T A RT7 A4 VEO—FSEIZOWTOER 1345 A 31 B E3K

FIH 786 5)

7 Ar<wA 8 200mg INIG) &7 F VU vy REE200mg 2, 7 2 A4 —"—JkIZL D ZEh
FH1gE [7 7V Am~ A& LT 200mg ()] BERERCA S IR BERE 0 # 5 L Tl
HRE(LRIRE ZJE L, SO EpEiE 7 2 —% (AUC, Cmax) (22T 90%(5HH X %
(ZCHERHENT 21T > T2/ 5. log (0.80) ~log (1.25) OHEPHNTH v, WiHI D AW FHRISENEH

R S e 42,

I (ng/mL)
2

o: 7 Aaw{ i i 200mg [ NIG]
e F 5] Loy FEE200me
T+ A, n=30

& 10 12 14 16 18 20 22 A4

4 il
PeSHRoREN (he)
HKBNHE R T A —H
5 & AUCo-24 Cmax Tmax Tz
[mg (Fiffi)]| (ng * hr/mL) (ng/mL) (hr) (hr)
7 ) Au~wA TR
200 4454.2+1825.3| 634.9+297.7 1.8+0.7 3.410.9
200mg NIG]
77 VU v FiE 200mg 200 4467.5+2171.1| 670.1%=370.1 1.9£1.0 3.0+0.6

29

(T = fE (35, n=30)
MAEFIR RN ONlE AUC, Crmax 560055 A — 2 13, M ORI, (i O BRIRELL - BRI O 3k8R
GHRIZ L o TR D TTHENEA B B,




(V53902874 50mg/MNRAINIGL, V5 UVRARA LV ESA428y T 10% /MR INIGD
16.1.1 BEREKkE
/NI Bmg (i) /kg % 49, F7-f@EEEREAIC 200mg. 400mg (Fiffl) % 3622 R AR O 4% 5
L7z & & OB MERRE R VKT A—FOEIILUTO L D Thotz, 2B, EEMD AT Y X
XD 7o,

. Cmax Tmax T AUC
) EE
(u g/mL) (hr) (hr) (uz g+ hr/mL)
HPLC 1.05 1.4 1.8 3.54
/AR (n=6) RZAVAE ' ' ' '
bmelke HPLO 0.98 14 3.2 5.37
NEiEZ ' ' ' ’
A (n=8)
" Bioassay 1.16 1.9 4.04 8.98
200mg
A (n=8) )
Bioassay 2.24 2.7 4.36 20.30
400mg

16.1.2 £EPEHNRFIEHAR

(V35392874 U8 50mg /MNRA TNIG]T)
R R HE L DA E A MR A KT A VSO —FRIEIZOWT PR 18455 A 31 B B3
FHF 786 B)
77V AnvA T8 50mg /NEH INIG) &7 F U vy REE50mg /NEHAZ, 7 v 24— —1k
CEvEnEh 188 [7 7V Au~A e LT 50mg (JIff) ] fEEERRA B IR Rl 1 8
5 U TP R LRI E 2 JE L, 5o N7 3EmEhie T A —% (AUC, Cmax) (22T 90%
S X RIS TRERHIRIT 24T - 7245 8L, log (0.80) ~log (1.25) O#PHNTH V. WAID LM+
RIS DS HERR S U7z 42,

5 2

o &I A0, i S0mg /MNER TNIG)
® 1 &S] ey FEE S0me AR
Ty = BRER, n=30

g B

4R EE (ng/mL)
E

0 2 4 6 & 10 12 14 16 18 20 22 24
¥ 54 0EERR (hre)
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YR/ ST A —X

B 58 AUCo-24 Cmax Tmax Tise
[mg (71) ]| (ng * hr/mL) (ng/mL) (hr) (hr)
VAR A= eI
50 527.3+240.6 105.3*53.9 1.4+1.3 2.83+0.72
50mg /NEA TNIG)
750y REE
50 542.7+247.6 108.7£50.9 1.3£1.0 2.84+0.68
50mg /)N

(HU353YyZRATAPY RS540y F10%/MRA TNIG])

X7V RuwArl LToOREGE
MBEFR AN N AUC, Cmax ZED/RT A —H L, #ERF OFR, KR OB - REREORER
I Lo TR D ABENH D,

CFE) =R R, n=30)

PRI RIS DL FRR EMRBR AT A BT A HO—FUIEICHOWT O 1345 H 31 B [EHK

I 186 )

7o) xRwA T RIA4 a7 10%/0MNEH INIG) £27F7 V3 R RIA4vmv7 10%/h
WH%EZ, 78A4 ==L ZNZEN 05g [7 TV Ar~A b LT 50mg (Jiff) ] fadtsE
RN B IR AR O L TR RERIREZE L, GO KYEE T 2 —%
(AUC, Cmax) (22T 90%(E #E X EAIC TREGHIENT 21T - 72453, log (0.80) ~log (1.25)

DHEPANTH D . WA O LY R RN D

I 42,

160
140 ¢
- - ol AOYS ¥ FFL 007
2 120r 1T 10% /B [NIG )
% 100 ° ST - FIL TS
£ 10% /N
a o T+ BERE, 130
g O
2 4
0
0o
0 2 4 6 8 10 12 14 16 18 20 22 2
Fe 54 (hr)
HYEHRE /RN T A — X
BHEX AUCo-24 Cmax Tmax Tz
[mg (Jiffi) ]| (ng * hr/mL) (ng/mL) (hr) (hr)
VAU IV N =0 g (Ve
KoAvmy 50 665.5+483.8 94.4+48.8 1.2+0.6 5.47*+1.67
10%/NEH TNIG)
770y K-
Ko vmay 50 716.11390.9 99.71£36.8 1.5%+0.8 4.74+0.99
10%/NEH

X7 TV AavwArl LToREE
MAE PR E I ONZ AUC, Cmax 22D /37 A — X%, #RERE OBEIR . RIK OIS « FRERDEE DR
I Lo TERDA[REMEN H D,
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(3) ®hiEE
MR L

(4) BE - 6tAEOEE

1) REOEE
16.2.2 BEOXE

(V71)ZX87A L UEE200mg INIGT)
fERERLAIZ 200mg (Ifl) Z H[ERE G Lz & 2 oMETREIIE, BFEORENZILALERD L
7o T 86),

(V7920242 U850mg /MNRATNIGL, V59RO A4 LU K540y F10%/NMRA TNIGT)
/NIZ 10mg () /kg ZHERRO#E L2 & OMmiEFREICIE, BEOREMILEALERD L
N2 o T 49,

2) ftREOEE
16.7.2 TFH 74U >
TR A BIECT A7 4 U v % 400mg (N7 7Y An~A 3% 300mg HFH L7=#E5, FH 5 A
HTT A7 4 U O HiEIE Cmax T 1.26 5, AUC T L1195 EH L. 7 U7 7 X% 16.4%
WD U= SRS A B ZEITRD b hr o 7z 49,
Fo, KREIMERIICT A7 4 U % 300~600mg/day T1 H4y 2 A& E L, Hicr 7Y A
~A 2 600mg/day & 1 A7y 2 OG- L2k, R 7T B RICBWTT A7 4 U O liE iR
I ER ERERLIZ 9, [10.2 BHE]
(TVi. 7. MHEAEH] OHEZH)

2. EMEERE/INTA—S
(1) BWAE
FMER L
(2) BUILEEER
MR L
(3) HEEEEH
MMER e L
(4) VY7352 R
MR L
(56) HHEE
MR L
(6) Tt
MER e L

3. BEHE (REaL—Lav) @&HF
(1) BiAEE

LR L
(2) K5 A— S EHER
ML DRH L
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4. IR
16.21 A ATFRLFEY T«
HERERRAICRBWT, 77 U 2a~A VU8Rl (250mg) ZfO#%5G L72Ga QERE) 75
Au~A T N EF R IR G LTS5 OSEYE R ST A —Z R LT,
ZDOREF, REMEDASA FT A ZEV T 41F 52, 55% Th o724, FIEEEZhEIC L - T4
S DIEMEREY (14 WKBREIK) ZEDT- 3T A —XfENTFER NG, 77V Aa~A v U0E
BROBGBITEZRICTHNENTND Z EARB S 9 (T —4%),

5. 9

(1) Ii%-fkBE @@t
AR L

(2) mik-paiRRAFTEBEME
(Tvir. 6. (5) 4Fhm) DOIESM)

(3) Ait~DBiTiE
(TViIl. 6. (6) #&X3lim) DEZSM)

(4) HEHE~ADBITHE
AR L

(5) ZofniBEE~DBITHE
TR ANIC 1T DMERE 48, E7o, BFITIIT DIEHE 49, KQUE W) S0FE~OBATHEZJIE L 72 #E
R ENENOMBE~OBATIZIRI T, MEFRE LRSS LITENU EOREL R LT, £,
R 5V @k 52, EREIRKLEE s O IREITIZ E A EoBIThiETIREAZRKEL EEboT,
2B, b MLEEBRESRIT 42~50%TH -7 5 (in vitro),

(6) MBPERESFE
(VI 5. (5) ZDOMOME~DBATIE] DESH])

6. K&
(1) REEELR U BER
MR L
(2) R#ICBEE5T 28R (CYPH) OHFiE. F5F
16.4 L3
bt MZBT 2 ERBWIL 14 MKBRLERTH D | MIEFISIEREER S IRIE R EFE LT 87,
bt MFI 7 vy —2%ZfHW invitroRBRICB\W T, 7T U Aa~A v dFEE LT CYP3A T
WENDZ ENWEESNTWDS 5, [10., 16.7.1 BH]
16.7 EYWHEEHA
16.7.1 CYP3A, P-gp (T 2BAEMEN AT 5 22, [10., 16.4 ]
(3) YEEESHROFRERUVTDES
MR L
(4) REDOFHDOEERUVEML, FHELE
(Tvil. 6. (2) R#HcBAGT 5E%E (CYPS) O, 5% OESMH)
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7.

10.

1.

Bttt

(V5 YZAATA L8 200mg INIGT)

fERERR AL 200mg (fill) % ZEAERFICHIBIRR D5 L, Bioassay THIE L7z & 2 A, #H1% 24 I
£ TILHE-BEOD 38.3% 2 R ~Hrilk S 4072 30, JRAUTIZFRITRZEAR K OTEHERED O 14 ALKEE
{BARDSFE 8 B LTz 837,

(V35RO 414 UK 50mg /MR INIG]. ¥SUZRARAL Y RSA4 097 10%/MNRE INIG))
WNREEIZ 5mg (i) /kg ZHERE O G L, Bioassay THIE L7 & 2 A, 5% 6 Kl E TIZ
B GRD 25.8%D3 R ~PEE S 7 50,

7235, HERRRLAIC 200mg (i) % 2SRRI MR MG Lo & 2 5 RIS FICREHR O
TEEREI O 14 FKBRLIAR D TR BTz 37,

S U RR—42 —IZET S5
MR L

. BRNEICEDREE

DR L

BENDEREETIESE

16.6.1 BHEEESSE
RS MR IE S L AR & o R O B RERE 12 200mg (M) A ZEEREHER OE LS L, Z LT F=
Y7 U7 T A (Cer) &ZEDOERNENE & OBRIRZ G LR, BHEEDIK TIZE-> T Cmax @
E5 T DIER KN AUC OEEMAERD b7z 6 (HIETL : Bioassay)., [9.2 2]

JLVrF=r
_ Cmax Tmax Tie AUC
JIVT T A
. (u g/mL) (hr) (hr) (ux g+ hr/mL)
(mL/min)
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

16.6.2 EiiE
HEREMIRE O 66~82 7% (VY 72.2 5%) D&M 3 412 200mg (i) 2 22 IEHF B [A1#E 1
Bh5 L, TOENEBAE MR LRGSR, B L <5 & Tmax, T IZIZIEFREETH > 72203,
Cmax., AUC [ZH LT E - 72 57 (REVE : Bioassay), [9.8 ]

Cmax Tmax T2 AUC
(u g/mL) (hr) (hr) (u g+ hr/mL)
FnE (n=3) 3.72 2.3 4.2 19.20

Z it
LG L
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W ZeH4 ERLOEESE) (BT 5EE

—
]

ERARTEZTDER
RE I TN

W

®

2. ERABLTDEH

2EZ (ROBEICEFBRELELI L)

2.1 AAN L COREUEOBIERE O & 5 BFE

22 YEVR, AT I EARBE - KD T 24 AV TRELTUFEY L Uk RV
TEIVAVNARE, AR VRS R XU R o MERIE, Av vy MK, v <
ZERAVNVEER, 257740 (T RYAVA), ST Z - ZETT 40, FAT L)L
ATNF =T ANRNT TV, XX 7T 72 (BYEY L oMEAMBE U 2 SBREY L%
fEZ&de) . BRI XTHAIED~ > MV Y O EEEES) . VT RUoERiE, 7T 1
VU, 743V /v AT a2 ARBRE, A7 u AR v B ATV TEL
SV ANAF LA ARXYIN-TEL=VUE Y, v F T A= T RS ROBEE [10.1

]
2.3 I UIBRICEEOH HBE Tale F o a2&kb5hofd [9.2.1, 9.3.1. 10.2 ]
(fifa)

2.2

-EEVREOOHICEY, QTIERNFEE LT & OWENRH D 59,

- TV IX I UERRAIE OOFRIC LY . MEKEHEEOREERAERZE ZTBENNH D 9,

c ARLFH U R EOPHICE Y, AR LIV FOERANE LIHERT BTN H 5,

B ET T4 NVEPFH LTz, RAIO CYPBABRFEIERICE VA X T 7 4 VDI VT T v ANEE
W2 L, ZOERRERT 28005 5,

A NRT TR & R LT AFID CYP3A FREMEIC L0 A AT TP i
FL, BEORIKNHLLONEZ ENH D,

c XN T AOFFRETEIRMEOERMEY o \WEEmE UNY BRI Vo AR ETe) O E
TN AR 2 OFH U 72 RE AAI D CYP3ABREERIC L V"X 7 7 7 ZADMmHIREN B5A-L |
N AR EE R O R BN T 5 B 2NN H D,

s T4 XV COEFIRIO TR RS oIS, 77V ArvA T Lofficky Z
WO OEFOMAPPREN EH L, TOEHADHERT 2B8EN0 50 Ll TNDZ b,
BOMEZR EERET 52 & & L,

AV T aFY U ARBEOE RO M) AR oI, 77V AnvATreD
PERIC XY 2N D OB OMPHRREN FF L, ZOERABHEBRT 28T NH 5 il ShTn
HT i, BEMARY FERETLIZ L L LT,

2.3 L FUOIRMIEICIBNT, [HFBSUIERIZESE O & 5 BE T, GRS CYP3A %k
SHETLEAZBRATORE ] 2 125 LSz, RS CYPSA %98 < [LET 25 KA
ELTZ IV RAaRA LV UREENDL I END, BAEE LY, EEWETSLZ L L LT,

3. BWREXIIFRICEHET HEE L EDEH
(TV. 2. BEESUIRICBEEST HERE) 2RI 52 L)

4. AERUVHAEICEET ST L EDOER
(TV. 4. FHEROHEICEETSER) 22R552L,)
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5. BEELGERNIE L TOEH

SEELEXWIE

8.1 AAIDHEHICH T > TL, MEEORRELZE T2, JFHIE U TR EZ MR L, R OTEHR
b E R/ NROFMOEGIZE ED Dk, [7.1, 7.3, 7.5 &H]

8.2 (/. PLMERIED . R, HifmERED, BERERENH Sbhd 2 ENH 5D T,
EMMICREZIT) R EBEEZ 01T H> 2 &, [11.1.4 M)

6. RENDERZERTHEEICEHIT HIE
(1) GHHE - BEREZEOHLHEE
9.1 AHHE - IEEZEDHHESE
9.1.1 DT/ 0S54 FREAICH L CRABEORERENHSEE
91.2 DEBODHDIBE. BHVVLNEDHLHESE
QT %L, EHH (Torsade de pointes & te), LEMEIZBZ T2 03 H 5, [11.1.2 ]
(fiAEsi)
9.1.1 AHNZ X D WHUE, ITREREREN L X265,
9.1.2 EE (FirtE0E) 2H T 5BEFICENT, AAIFEEIZEY QCIEE., LEMHIR (Torsade
de pointes) WELILTZ & DR 00N H 5,

(2) BHrESESE
9.2 BEHEEETEE

AF DM EEN ERET528FnndH 5, [16.6.1 ]
921 BltEEEEcCaLEF UEREDDES

BH LN L, areFrombEE EFICHES PERERSEE SN TS, [2.3, 10.2 2]
(figan)

HSREREE ABE Tl A L e U, MAPBEN LR35 &0 SCHRIRE 003 H 5,
(3) HiReEERE
9.3 FFiseEEHE

I REEE AL IS N H 5, [11.1.3 ]
9.3.1 FHEEERETCIALIEFUEREHFDOEE

BeH LWz b, aveTFromfiRE LRI FRERSRE I TWD, (2.3, 10.2 2]

(4) EREEEHTHE

BE STV
(5) tEhm

(V7)) 2874 L U4 200mg INIG]T)
9.5 JEiE

BRI ATHENR LTV D ATRENE D & 2 2ot iE, 1R Lo NGBtz BE S & s 256
COHEESTH L, BERT, BEMICEERD bR EARICEWN T, BIEHEE (LM
FROBE | NHFEH, BERILE) PRESATND,

ek, EAMCBITAREBCIRO X o el s S, SD 27 v b (15~150mg/kg/H) KOt CD-1
F~ A (156~1,000mg/kg/H) IZBWT, ZNZNREMICEERNH Db L REHAETT v b
FaYIZ O R EF W N~ 7 A [ IRIC OB RNRO bz, £/, $b (835~T0mg/kg/H) 128
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W, BEMWICENER S B b T0mg/kg/H T 9 BlH 1 FNAKKRE DR IEN A LTS, FhE,

Wi, BHICITEFE IR bR ol

Fiz, Ty b TV Au~A v (160mgkg/H), 7> Y7 Z Y —)v (50mglkg/H) KOT €

v kY (500mg/kg/ H) ZOFHESG LR BRICEB W T, BEWTORMEORRE L i

Ja R OFEEIHI O IRNTRD b TV D,

I, Iy Mz IV Ru~A vy (50mgkg/HLLE), F_X7F Y —F FU oA (25mglkg/
H) EOT7TEXT U K (400mgkg/ HULE) % 4 BREIOHH&R S L2k, M CHxRzmIRE

DEALNTBDO LTV D,

(U3YRBRA LU 50mg /MRA TNIGL, 250 RARAV Y RS540y F10% MM INIG))

9.5 JEiE

BRI SATAENR LT D ATRENE D & 2 2ot iE, 1R Lo NGBtz BE S & s 256
OB TH &, @%%%f BEIcEER S S bhdmARICBW T, KRIREE (LiE
FORY, NEH, RHERILES) N@EShT05S, 2B, ESMCBT 2R TRO X 5 i
%6OSD;ﬁ7yP\UBNI&M@&QE)Z%)CDﬂaF?WX (15~1,000mg/kg/ H) (ZHWT, #
n%hﬁ@%*$ﬁﬂ@%bné AR TT v MRS L ERRFE RN~y 2RI #H
RO OLNTZ, Fo, v (35~T0mg/kg/H) 1ZBWT, FEMWICEENH HbILD T0mg/kg/
Ef9m$1m_ﬁmﬁ@%E#A%nkﬁ\%%\Ww BRI RE IR D o,

(6) 7L

9.6 RELIF
B EOBERMEROBARBORRMEEEZE L, BRAOME TP L2+ 25 2 &, & MEELF
AATT D Z ERMESH TS
B, BER (T v b)) OILHTFREER, mPEEOR 2.5 5 THERB LT,

(FiFw)
PENR IS IE IR DO KB IR W T, ARIR G R TITBITT S Z LAHESh TV 5 6,
(7) MR

9.7 IMNR%E
IEHAEREREOHAR RS & U2 BRRER IS MM L TV,

(8) EinE
9.8 HinE
—RICAEBERESME T L TRY, BWILTRENEH T BTN RH 5, [16.6.2 ]
(fi#0)

ERE BT, MPERE, AUC ZDBMAHREIN TS5, (IVIL 10. ¥EDOEFEETH
B OHEBR)

7. HEH#A

10.38E /€M
AFANTF L LT CYPSA Ik vt ansd, £7=. A#IL CYP3A, P-HsEAE (P-gp) #PRET
%, [16.4, 16.7.1 BH]
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(1) AR EENEH

101 BFREE BFALGWLI L)

R4 % BRARSEIR - HE 515 By - febRiR+
EEY K62 QT ZEE ., DLEMEAREAR (Torsade| A% D CYP3A (29 5 LEE
[2.2. 16.7.1 ] de pointes & Tp) D LE R HIZ LV | ZEFEEEAI ORI H
RIERI DG STV 5, EIN, FROOMPEEN L

TV A E AL K 7 x| RS O EE R RIER 2 B|AT RN D D,

[y e ATRENLT T | ZTBEARD D,
(7 U7 3V)

Ve Rex LI X I A UVERE
[2.2, 16.7.1 &#]

AR FH R Fe GRS A o i A R B DS BRI
(LY AT ER U ZOERNE L R

FU R4 MR LEENDD D,

(/7 —vbEy 7]

VI AE S A St
(RN 1]

[2.2, 16.7.1 &H#]

0B RA VR nIZE ROMAPEBENELL
(Px 7 AZE >y K] ERF2B8ENRH D,

[2.2, 16.7.1 &H]

HHTT I EREH D7 VT T v ANEE
(7 Rsvd) 2D UL 2 OER 38583 2 %6

VTR BETT 4 ENRH b,

(X ]
[2.2, 16.7.1 &[]

FH 7 ran F A 7L w1 R
(VY #) L EATBEARS D,
[2.2, 16.7.1 &[]

ATNTF =T A TNF =T OIEMBERT D
(£ L7 NEH] BENWRDH D,

[2.2, 16.7.1 &#]

A INT D AGRE WEEORIRDN B Hbid Z &0

(=27 7) b,

[2.2, 16.7.1 &#]
RAE ST T Z(BMEY 2 | 5 AR SR E 5 B 0D 8 B A Y R
R OUNY RERIE Y U REEETe) | DBENRD D,

R TR D~ > MVHI Y
> BED B )

(R 7 L7 AH)

[2.2, 16.7.1 &H]

Ty R R Ty R DI EEN B L,

(Z7>Y—4] YERMD R T 280N H 5,

[2.2, 16.7.1 &H]
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S

HRAEIR - 58 5T

P - fEpRIA T

7' LY R
(= R X)
[2.2. 16.7.1 ]

TFELY O PEEN S
L. BWER ORISR T 5 5%
nndH 5,

T4RxV )
v a47)
[2.2. 16.7.1 &H]

T4 DM FEENE L
S EHFABFNNH 5,

AT aF = LR
(7 Lt )
[2.2. 16.7.1 &H]

A BT aF S — D i RS
EHELUIEHANE®RT 2 BZ0N
»H5,

AT ARY
L7 F 3 A)
[2.2. 16.7.1 ]

N7 waZRY OMPREN -
FL.ZEOERBR T 5k
ALY

< N INT
(B LA AR
[2.2. 16.7.1 ]

<N LT DML EE N R
L. FIWERA R S hu, IR RE
REIZLDLAREDY AT N5
FOLBENDDH D,

TENL=DE

(A7 my )

FNAPINE L ARFI)-T
Tr=vryr

(L& R]

(2.2, 16.7.1 &[]

TN O PR
HLUIERANERT BTN H
60

oF7 =7

07 7 L= O RN

A D CYP3AIZKIT 5 HFE
MC &0 | AEFE A DA AP
FEIN, EROOMAPRED |
AT DHARENEDN D D,

(V¥ v a) L EH L BIERAN RS 58
[2.2. 16.7.1 ] FNRH D,
(fEsn)

BEEY R [A—Fv7] 62

fEEERR A 12 il 2 xR L LI-RBRICBWT, 77V A<,/ v rofficky, ¥ Fofd
RENER L, QT MRERE OB KB D 5L ORE 2R H D, [HEINHRE]
W)X I AR - Kk 7oA A Ta AT F Y [JUTI] 8 e R

mieny M= NN 21T 3

77V AT A b a I AR S ARF OIS I RO A SN, K.
BE, T, BEPEBL LI OWE 90 H D, b ]

BARLFH L b [~V AT]

Mo IXERAVLVERE [y 7 AXE Y F]
WMAET T4V [TRIAA], VT Zy « BETT 40 [ 03y]

| Sab /=yl v IV 8
WATNTF=T [ LT NEH]

WANT TR (255 ]
B b7 T 7 2 (B ATERIEDOEIEY A (Y BRI oz ETe) O

W) [z v 2 4]
WL Ty RUMRRYE [T —4]
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W7 FEL ) UHERE (= R X]

B XLy [FLverT47T]

BT o)y =0 ahigE [7 L]
FIHN DO LEIZBNT, 77 ) 2a~<A 2 EOHHIC LY Zh 63K o i i s -5
L. TOEARERY LIZEWEANEEL T 2B8EZ0RHLE LTI T U An~v A o 4
= VHAEER - LS OIEICEHSNLTWS Z Enh, BAMEAZRY , EEME LT,

BRI aAR) Yy LT FRA]

W~ BTy [P A4 R]

BeforA=7 [VF 4]
FZIEHN DO LEIZBNT, 77 ) 2a~<A 2 EOHHIC LY Zh 603K i i s -5
L. ZOEARHEMRS LZEWEANEEL T 2B8ZNRNHLE LTI T ) 2a~v A o 4
=1 THAEER - LS OEICEHSNLTWS Z Enh, BAMEZRY , EEME LT,

B 7B L= [T ayl], FARAYALE ARFYIL - TEL=IE Y [LYPLH
2]
TELN=DE LT T Ru~vA v OUFHRFIZI T D I ENRE Y 72 50 B K OV R 7% &2 A
540 2 30 U 72 5 AR R R SR T T VOB L0V T L =D b 5 ) RAaw A
2 400mg X% 800mg A L7=Ha. 7TEA=VE L ® AUC 254 3.4 115 X% 5.4 52 H0
THZERTHISI, BIERORBINBESND Z o iffttz e Lz, (202643 H 17T H
I JRAR T A8 R R R B 22 Ao IR AR R B R 2 He5 <)
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(2) tRZEE L ENEH

10.2 AR (BFRICSEETSHC

&)

AL % ERAREIR - HIE 51k PR - fERIAF
vaxv v a5, MR, ANERARAE S ety S AU A O 55 P T 5% L2 k3 % S 2

[16.7.1 ]

TWHOT, PIF oo
FEOHER, AR, DENEIC
HE L, BENRBD NG EIC
X, B EARET 25072
REZITH Z L,

WL, I ORTE R
flEnsno, b LIEPgp &40
LizyaxyrombEniES
WD Z LR ZF DM
LT D,

AR = VR FE SR IMERE T 74
(Vv T3 R
VAN
VAT R %)

i (BRREEICED Z L3 H
%) BDESNTWDHDOT, B
DRBO LNTGE I, 5% F
1L, 7 RUBORGEOEY) /2
WEZITH Z L,

BFIIAATH 5, £ O i
PR LR L RN D D,

TN N
FTFT 4V L 45 46)
T 74 UK
U ARY
&7 ) KNAKFY
gl AR

[16.7.1, 16.7.2 ]

FERLIEA O M AR E BRI D
YER OHERED REMENH 5 D
T, ZEFREEAN o i o EE D HER S
WCHEE L B3O b 5Ee
2, G- EOFREH 1L E O
BB A#1TH 2 L

T RVRAEF U H T AK
) 6

SN AHF L 69

0 ARZEF v (ENARKR
[16.7.1 &[]

FEFCERAN O i g FE RS AE D
R BRARIE DS iy STV D
DT, RENFEOONIZHEIC
(3, B G B OFREC P RS O )
IRALIEZAT D T &,
EHRRERR S O & 5 BEITITRIZ
HETDIL,

)L e F
[2.3.9.2.1,9.3.1, 16.7.1 /]

a)b e F oM P EE RIS
5 hEREIR (PLILERNRD | FFHEE
b, ARPSE . B, WEM, R
FEE) PDHRESNTHDHDT,
HENRD SN HGE51213, B 5
EOFRER P 1% 0w ) 7o AL
BITH Z L,

N DT R RIEH
(CYP3A TG =412 H54)
(VT YT L6
IV T L 60 ]

FETE RGOS #eh P 3
(CYP3A THGE &4 % HHAl)
(V7 =F T 7~ LR
TIVETST—
Tuatrkl s )

FERRHEA O P EE BT
TEF OEIRE O RIEEMEDR 8 5 D
T, BERRD SN EEITIE,
&5 EORECH L F oY)
REZITH Z L,

AF O CYP3A IZxt3 % FHEEM
(2 &V | FERREA OB E S
no,
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HKH 4 %

HRAEIR - 58 ST T

B - fabRIN T

IETIFR
N2V A
=L
T U hU X BALKEREE
TV T LEEHUH
(TEL=Y B ZR< CYP3A
T S A2 B
(=7 =2V R_RTRINEEE
)
VA 77 b
AR
RARY T AT T —F¥ 5 HEA
(VT 7 4 N7 = R 6D
BHTT 4V
(T VAR, LT 47 %)
7~ U v R LAl
NI VNG /B Ry N
K& % %Lk
TR~y )T 69
A% 3 NIRRT 69
Tz BR=)V)S T2 E =)L)
T PR
[16.7.1 &)

FEFRHEAN O M PR EE R FATE D
TER OB O /[ REMENR D D
T, BERRD SN EEAITIE,
5 BEOFEH W 1LEORE Y] 72
REZITH Z L,

k. MR TH AW T,
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T T4V KET AT 4V DR E TR LT,

W7 aRRY 89
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MHEREN EH Uiz & ol 60 RN 12 il 2 x4 L LIRBRICB W T, 77 ) R2a~v A1
POPFICEY . IFY T LAOMAREDN BR Lic & OWE 903D 5, [EFhRE]
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DORFRTEMT 52 EMBE L,

53



10.

1.

12

BERE
BE STV
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(100mg/kg/H), 77V An~A > (25mgkg/H) ® 4 HEOFHREO®RE LZRBRT, 7%
U IKF A BB D VISP L8R R RO bR TW A, FEmIE T 'R v
U VIKFBHERZICHTH L2 DO THY | BNTHIIH L2 b O TIEAAWZ L3RI T\ 5,

54




X. JEERERSARRICBEY HIHE

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

2. SHHEER

(1) HEHRSSEHEHER
RCNEE R L

(2) RE#SSEHER
L E R L

(3) BEHEMHHRER
AN E R L

(4) RARMHRER
RCNER R L

(5) ERERESEHER
L E R L

(6) RFTRIEMERER
B R L

(7) 20O HEHKREN
RCNER R L

55



X. EEMNEIEICEYT 51EE

1. AHX%
751 2u<A 28 200mg [NIG VUyoE AV ST
HFK | 75U Rm~A b 50me /NEA TNIG) ) V. — ERS 0L
77V AL RI4 vy 7 10% N2 TNIG) ORI &
RS | 2TV AL v L
2. AR
B : 3 4F

3. aERETorE
IR RAF

4. W EDEER

20. kL EDERE
(F514n0v )
BREMZ IR L CTIRIET D 2 &,

5. BERITEM
BEMEELTA RN E
<FTVvoLky  H
FOMOBFWTEM - F ((XI. 2. ZOMOBEEE OEEMR)

6. R—Rm% - A%
Fl—p5y « 77 U A8 20060 /N, 77V ARTA v a vy 10%/ N2 A,
77V v REE 200mg/50mg /N2 A

7. EREEERA
AR

8. WERTEARFAARUVRRES, EEEENKEAR., KEMBEAR
(/351) 2874 Vi 200mg INIGI)

U B e AR . A FE B N e B 4k
R Wige 4, e KR e
£ HH HFHH £ HH
= S 7

Rie |77V Rxa~A T8 2006 4 91800AMZ10255000 2006 4 2006 £
BH4h 200mg % 1 93— 3H15H 7THTH 7THTH
7o) 2a~vA 8 2023 £ 2023 &£

TG i I
200mg NIG] 8 H30H 8 H 30 H

56



(/359287428 50mg /MR TNIG))

R e AR B SRAM A UEN B 7E B 4G
JE IR B 724 HRE S
' " A H ” A A H
7o) 2a~<wA TV
By 7=
e 50mg /1N Fi 20064 | 51 g00AMZ10256000 | 2006 F 2006 -
B i 3H15H THTH THT7H
[% A 9—)
VANV = G 2023 4 2023 4
Tk ) I
50mg /N TNIG 8 A 30 H 8 A 30 H
(U5)Z2A%AY Y ES420yF10%MRA TNIGY)
B IR FE AR . A FEHEN Bz 72 Bl 4
JE I W74, RS
' ’ A H w FEAH A H
| 77V RS
?fl; RS 4 m w7 10% 32)(%)017?5 21900AMX00590000 72(;02&5 72;0;?'
P NER Ta g a—)
sS5 Y AETA L
A F"Z% vay S ;ov 7 I 2023 1 2023 %
" ¢ ’ 87 30 H 87 30 H

/MR TNIG

9. MEERIZNFEM. RERVAEEFTENFOEABRUZORE

(1)

(3)

(4)

(5)

FE K O BB N

W24« 77U Aa~A 8 200mg [ 21 23—
BAEH B 2007 43 H 23 H
MEROHE  B1EE - +HBBEBIcR T2~ a2y 2 — .- va VEREICBIT D

(7 ) 2a~Avy, TEXFVVY VKFMEOIA AT T — VR OSA

BRE SRR DIBIN

e - 77U Ar~A U8 50mg /NEH T2 43—,
77V AnA Y RI4vmy7 10%NEH T2 43—
EINAEH B 200949 H 14 H

e

7L w7 A (MAC) JE

BNRE SRR DIBIN

e« 770 Aa~A 2 8 200mg [ %1 =—)
BEHEH B 2009410 H 9 H

SHE

ZHE

IR DIBNN

(DR - IR B B

WR5e4 : 77V Aa~A T8 200mg [H A 9—|
BAEAH 2010412 H 6 H

BVRESUTZNA - H MALT U >N, St/ s, R I3 2 NIREERITRIR %R H 12

BUB~Y a8y 4 — . Er Y mYdE

MIEXR O REDOLEHE

Wies : 77V Au~A 28 200mg [ # A 23—
BIMEHAR 201147 H 25 B
FHELOHE : ~Y a g Z2— . oV J&RYYE

57

TENR - BRIVEREABIEGRE (=4 X) [T~ 27TV A - TET hay




(6) ZhHE

XN DIBN

Ric4 77V Aa~A 28 200mg [ A 39—

BIMMEEAH
WA NV a Ny x—.

e

201346 H 18 H

10. BEERR. AMERRAREABRUZORE

P L

11. BEEETR
L LR

12. BFEARMFIRICBE 3 518
AFNE, BRI A HIRIZED BTV,

tr VERERICBT DAY any 22— v U ERYYE

13. £fEa—F
. JEA A SAM S TE | R ER L= — R o L7 NEROH
554, . ) e HOT (947 &% |
WG E R = — R (YJ =— ) VAT LAH=—F
A IS = e (A
N 6149003F2291 6149003F2291 117293506 621729305
& 200mg NIG
7oy z2u~vA T
5 50mg /N 6149003F1015 6149003F1260 117292805 621729204
INIG|
7oy z2u~vA T
KZ A4+ mv710% 6149003R1259 6149003R1259 117811104 621781103

/NEA TNIG)

14. RERGEHFTLEDIEE
(V5 YZARATA U8 200mg INIGI. V5V RATRA LV ESA42AY T 10%/MEA TNIG)
AFNL, BRI OB IEIRSL TR,
(U39 ZAATA L8 50mg /MEA TNIG))
AENL, BIREN EOBRERLTH D,

58




XI.

ik

. SIFAXE

1) fENER R
2) FENEE}F % O E MR
3) HWNEE: BlAZE ER
4) *ilj\?féfﬂ D i EER
5) T B R SR A AL R R PUUZE R B O T &
6>$Mw%um FEN ITP IR DB IRA A K 2019 4R AL 7588 HEA MR R BORIF 70 35 3, IR e
[ 5 2B 2 WPJEBE, - 879, 2019

) Griffith DE, et al. : Am J Respir Crit Care Med. 2007 ; 175 (4) : 367-416 (PMID : 17277290)
) EEAEEMEE (V7 URES7T )y FEE; 201143 7 25 H)
) Asaka M, et al. : Helicobacter. 2001 ; 6 (3) : 254-261 (PMID : 11683930)
Schwartz H, et al. : Am J Gastroenterol. 1998 ; 93 (4) : 5684-590 (PMID : 9576452)
Fennerty MB, et al. : Arch Intern Med. 1998 ; 158 (15) : 1651-1656 (PMID : 9701099)
Misiewicz JJ, et al. : Gut. 1997 ; 41 (6) : 735-739 (PMID : 9462204)
SNENC I DG (7 7V A§E/ 7 7 U vy REES ; 2000 45 9 A 22 HKGR, HIGEEEMEE K.4)
Kuwayama H, et al. : Clin Drug Invest. 2005 ; 25 (5) : 293-305 (PMID : 17532667)
Higuchi K, et al. : Clin Drug Invest. 2006 ; 26 (7) : 403-414 (PMID : 17163273)
Lind T, et al. : Helicobacter. 1996 ; 1 (3) : 138-144 (PMID : 9398894)
Malfertheiner P, et al. : Aliment Pharmacol Ther. 1999 ; 13 (6) : 703-712 (PMID : 10383498)
8) Kuwayama H, et al. : Aliment Pharmacol Ther. 2007 ; 25 (9) : 1105-1113 (PMID : 17439512)
mlﬁm BULFHERER (7 7 ) 2§E/ 7 Z U v v REESE ;2007 4 1 H 26 &R, HEHE RS 2.7.6.5)
20 BUFRRER (7 7V A8E/ 7 T U vy FEES ;2007 45 1 H 26 H7AGE, W5 S EHEE 2.7.6.6)
21lm FUFEER (7 7 U A8E,/ 27 7V >y FEES ;2007 45 1 A 26 A7AGE, HEEEEHEE 2.7.6.3)
2) HH\SOE A AR AR E. BIEE 5 2021 : C-1597-C-1605
3) %&JII&A ANIEhH> : Chemotherapy. 1988 ; 36 (S-3) : 123-128
/NEFECFIZ A « Chemotherapy. 1988 ; 36 (S-3) : 1-34
HBEERE 137> . Chemotherapy. 1988 ; 36 (S-3) : 35-58
BRI #IZE7%> : Chemotherapy. 1988 ; 36  (S-3) : 59-70
PEEFELEIE 2y« Chemotherapy. 1988 ; 36 (S-3) : 95-110
28) FFE2|E)> : Chemotherapy. 1988 ; 36 (S-3) : 129-155
29) JNFEEAHED> : Chemotherapy. 1988 ; 36  (S-3) : 71-81
30) HiRIEF1ED> : Chemotherapy. 1988 ; 36  (S-3) : 117-122
31) YNIE{EEIE ) : Chemotherapy. 1988 ; 36  (S-3) : 111-116

Brown BA, et al. : Antimicrob Agents Chemother. 1992 ;36 (9) : 1987-1990 (PMID : 1416891)

Cederbrant G, et al. : J Antimicrob Chemother. 1994 ; 34 (6) : 1025-1029 (PMID : 7730216)

7

= © 0

0
1
2
3
4
5
6
17

e e e e e

—

DN DN DN N
(S

)
)
)
)
)
)
)
)
)
)
) K
)
) 4
)
)
)
)
27)

32)
33)
34) EFEIZ)> : Chemotherapy. 1988 ; 36 (S-3) : 156-169
35) Cohen Y, et al. : Antimicrob Agents Chemother. 1992 ; 36 (10) : 2104-2107 (PMID : 1332586)
36) #rHfEE137)> . Chemotherapy. 1988 ; 36  (12) : 921-932
37) W H1E%> : Chemotherapy. 1988 ; 36  (12) : 933-940
38) DFHB G OIEMBIRE (7 7 VU R g,/ 7 T U vy REES ; 2000 459 H 22 HAR, HFHEEMEZE
~.3. (1))
39) EBGRER (7T ) REE/ 7 TV >y FEEE ; 2002 45 4 A 11 HAGR, HEFEEHEZE~.3.2)
(3) @)

59



40) FEMENEEOFER (7 5 ) 288/ 7 TV >y REES 2007 4 1 H 26 H KR, HEEEEMEEE 2.7.6.1.4)

41)

R TIH o TEXRTVY CHHER AR SROEMERE (¥ 7% v 78 ; 2014 F 12 A
26 HIKRE, HRHEEMIEEE 2.7.6.12)
FENERE © AW R SRR
BRFEINED © AALFRRIEF2HERE. 2009557 (2) £ 97-100
BB AE 2> : Jpn J Antibiot. 1989 ; 42 (2) : 512-541 (PMID : 2526259)
K AIEH> : Chemotherapy. 1988 ; 36 (S-3) : 515-520
HAGERNZA - AAVNET LV ¥ —5%236.1989 ;3 (1) : 48-55
Chu SY, et al. : Antimicrob Agents Chemother. 1992 ; 36 (5) : 1147-1150 (PMID : 1387301)
e 2 RIRERIEDY : Chemotherapy. 1988 ; 36 (S-3) : 1058-1073
W ZZHEIE ) © Chemotherapy. 1988 ; 36 (S-3) : 698-714
B AIZ2> : Chemotherapy. 1988 ; 36 (S-3) : 715-728
i AKEBIZ 2> © Chemotherapy. 1988 ; 36  (S-3) : 950-954
HIFFEHIZ7)> : Chemotherapy. 1988 ; 36  (S-3) : 926-934
AREHE 5 1E7> : Chemotherapy. 1988 ; 36  (S-3) : 213-226
Suzuki A, et al. : Drug Metab Pharmacokin. 2003 ; 18 (2) : 104-113 (PMID : 15618724)
BB A1Z ) Jpn J Antibiot. 1994 ; 47 (10) : 1283-1298 (PMID : 7807690)
HEHB#1E2> : Chemotherapy. 1989 ; 37 (1) : 15-21
JENLHEIE 7> : Chemotherapy. 1988 ; 36 (S-3) : 660-666

58) Flockhart. D,Daniel. M, et al. : Journal of Clinical Psychopharmacology.2000 ; 20 (3) : 317-324

)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
67)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)

Ghali. R,Lean. J, et al : Annals of Vascular Surgery.1993 ; 7 (3) : 291-296

Lee. K ,Jim. M, et al : The American Journal of Medicine.1998 ; 104 (4) : 395-396
Sedlmayr, Th., et al. : Geburtsh. u. Frauenheilk. 1993 ; 53 (7) : 488-491 (PMID : 8370491)
Desta Z, et al. : Clin Pharmacol Ther. 1999 ; 65 (1) : 10-20 (PMID : 9951426)

Ausband, S.C., et al. : J. Emerg. Med. 2001 ; 21 (4) : 411-413 (PMID : 11728770)
Jacobson TA. : Am J Cardiol. 2004 ; 94 (9) : 1140-1146 (PMID : 15518608)

Greenblatt DJ, et al. : Clin Pharmacol Ther. 1998 ; 64 (3) : 278-285 (PMID : 9757151)
Yeates RA, et al. : Int J Clin Pharmacol Ther. 1997 ; 35 (12) : 577-579 (PMID : 9455717)
Hedaya MA, et al. : Biopharm Drug Dispos. 2006 ; 27 (2) : 103-110 (PMID : 16372380)
Kulanthaivel P, et al. : Cancer Res. 2016 ; 76 (14 suppl) : CT153

Liukas A, et al. : J Clin Psychopharmacol. 2011 ; 31 (3) : 302-308 (PMID : 21508859)
Hardin TC, et al. : Pharmacotherapy. 1997 ; 17 (1) : 195

Ouellet D, et al. : Clin Pharmacol Ther. 1998 ; 64 (4) : 355-362 (PMID : 9797791)
Hafner R, et al. : Antimicrob Agents Chemother. 1998 ; 42 (3) : 631-639 (PMID : 9517944)
Kakuda TN, et al. : J Antimicrob Chemother. 2014 ; 69 (3) : 728-734 (PMID : 24155058)
Wallace RJ Jr, et al. : J Infect Dis. 1995 ; 171 (3) : 747-750 (PMID : 7876634)

G ERRIE ) - BRAHEPE. 1995 ; 26 (1) : 149-150

Midoneck, S.R., et al. : N. Engl. J. Med. 1995 ; 333 (22) : 1505 (PMID : 7477159)

Ford, A., et al. : Clin. Infect. Dis. 1995 ; 21 (4) : 1051-1052 (PMID : 8645810)

Brown, B. A., et al. : Clin. Infect. Dis. 1997 ; 24 (1) : 92-93 (PMID : 8994761)

Hirata, S., et al. : Int. J. Clin. Pharmacol. Ther. 2005 ; 43 (1) : 30-36 (PMID : 15704612)
Lindenbaum, J. et al. : N. Engl. J. Med. 1981 ; 305 (14) : 789-794 (PMID : 7266632)
Kurata, Y. et al. : Clin. Pharmacol. Ther. 2002 ; 72 (2) : 209-219 (PMID : 12189368)

82) Jayasagar, G., et al. : Drug Metabol. Drug Interact. 2000 ; 16 (3) : 207-215 (PMID : 11116754)

60



Bussing, R., et al. : Diabetes Care, 2002 ; 25 (9) : 1659-1661 (PMID : 12196446)
OHEELhTR,\E 7+ H AR SEAIRT 2 HMERS. 2004 5 40 (2) @ 169-173

REHIHZET1ED> © 5 206 [ H ARNRH A2 #t 5 2 6l= {## 167. Dec. 2014

Tatum, W. O., et al. : Hosp. Pharm. 1994 ; 29 (1) : 45-46

Stafstrom, C.E., et al. : Arch. Pediatr. Adolesc. Med. 1995 ; 149 (1) : 99-101 (PMID : 7827672)
SHEINED © AABRTRE 1999 5 41 (4) : 460-463 (PMID : 10441997)

Gersema, L. M., et al. : J. Heart Lung Transplant. 1994 ; 13 (2) : 343-345 (PMID : 8031821)
Wolter, K., et al. : Eur. J. Clin. Pharmacol. 1994 ; 47 (2) : 207-208 (PMID : 7532134)
Miesner, Andrew R., et al. : Annals of Pharmacotherapy 2016 ; 50 (8) : 689-690 (PMID :
27199495)

Spicer, S. T, et al. : Br. J. Clin. Pharmacol. 1997 ; 43 (2) : 194-196 (PMID : 9131953)
Grunden, J. W., et al. : Ann. Pharmacother. 1997 ; 31 (7-8) : 859-863 (PMID : 9220046)
Pajot, O, et al. : Fundam. Clin. Pharmacol. 2002 ; 16 (5) : 419

Dogukan, A, et al. : Clin. Nephrol. 2001 ; 55 (2) : 181-182 (PMID : 11269688)

Rollot, F., et al. : Ann. Pharmacother. 2004 ; 38 (12) : 2074-2077 (PMID : 15494379)
Cheng, V. C., et al. : South. Med. J. 2005 ; 98 (8) : 811-813 (PMID : 16144178)

Akdag, 1., et al. : J. Nephrol. 2006 ; 19 (4) : 515-517 (PMID : 17048210)

Schulz-Du Bois C., et al. : Pharmacopsychiatry. 2008 ; 41 (6) : 258-259 (PMID : 19067264)

100) Paar, D., et al. : Lancet. 1997 ; 349 (9048) : 326-327 (PMID : 9024381)
101) Iida, H., et al. : Jpn Heart J. 1999 ; 40 (1) : 91-96 (PMID : 10370402)

102)
103)
104)
105)
106)
107)
108)
109)
110)
111)

A AR5 138 424 ; 2018 March 25 - 2018 March 28

Gerénimo-Pardo, M., et al. : Ann. Pharmacother. 2005 ; 39 (3) : 538-542 (PMID : 15703161)
Steenbergen, J. A, et al. : Ann. Pharmacother. 1998 ; 32 (3) : 387-388 (PMID : 9533073)
Becker C., et al. : Pulm. Circ. 2016 ; 6 (S1) : S49-S57 (PMID : 27162627)

Recker, M. W., et al. : Ann. Pharmacother. 1997 ; 31 (9) : 996-998 (PMID : 9296238)
Byers, M. : Can. J. Hosp. Pharm. 1997 ; 50 (6) : 285-287

Oberg, K. C. : Pharmacotherapy. 1998 ; 18 (2) : 386-391 (PMID : 9545160)

Phillips, S., et al. : Emerg. Med. J. 2006 ; 23 (e8) : 1-2
Meyboom, R. H. B, et al. : Ned. Tijdschr. Geneeskd. 1996 ;140 (7) : 375-377 (PMID : 8628425)
Sanchez, B., et al. : Clin. Drug Investig. 1997 ; 13 (4) : 220-222

112) Grau, E., et al. : Ann. Pharmacother. 1996 ; 30 (12) : 1495-1496 (PMID : 8968465)
113) AREIEA : 5 11 [ B ARREG A2 A irtE s A2 2 —FK (P1-098) , Aug. 2013
114) Horton, R., et al. : J. Pain Symptom Manage. 2009 ; 37 (6) : e2-e5 (PMID : 19500718)
115) Auclair, B., et al. : Pharmacotherapy. 1999 ; 19 (12) : 1439-1444 (PMID : 10600094)
116) Akduman, L., et al. : Ocul. Immunol. Inflamm. 1996 ; 4 (4) : 219-224 (PMID : 22827461)
117) EREEAIED © BAYRBERAINT 2 HERS. 1994 ; 30 (1) : 87-93
118) JEA57@7E « EERNWEREBNXHS~ =27 /0 SRR ROE e R

. TODBE T
BCNEE R L

61



XI. 3&%H

1. FESNETORTERR
AHICB T DRREXITNR, HELCHEIUTOLEY THY | HETORGIRDL L IFTER D,

BRE X IF N R MiEL O =
(V. 1. ZhREXIIZNR] DEEM (V. 3. HEAOHE] OHESH

<DailyMed (USA). 2023 4 5 H kK>

4 S

Ea Ajanta Pharma USA Inc.
k544 CLARITHROMYCIN tablet
HIFE - Hiks | Tablets : 250mg. 500mg
INDICATIONS AND USAGE

1.1 Acute Bacterial Exacerbation of Chronic Bronchitis
Clarithromycin tablets 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.
1.2 Acute Maxillary Sinusitis
Clarithromycin tablets (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.
1.3 Community-Acquired Pneumonia
Clarithromycin tablets are indicated for the treatment of mild to moderate infections caused by
susceptible isolates due to:

+ Haemophilus influenzae (in adults)

+ Mycoplasma pneumoniae, Streptococcus pneumoniae, Chlamydophila pneumoniae

(Clarithromycin tablets [in adults and pediatric patients])

1.4 Pharyngitis/Tonsillitis
Clarithromycin tablets 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
Clarithromycin tablets 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
Clarithromycin tablets 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.
1.7 Treatment and Prophylaxis of Disseminated Mycobacterial Infections
Clarithromycin tablets 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.
1.8 Helicobacter pylori Infection and Duodenal Ulcer Disease
Clarithromycin tablets are 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.
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« Clarithromycin tablets 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.

+ Clarithromycin tablets 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 clarithromycin tablets 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.

1.9 Limitations of Use

There 1s resistance to macrolides in certain bacterial infections caused by Streptococcus
pneumoniae and Staphylococcus aureus. Susceptibility testing should be performed when
clinically indicated.

1.10 Usage

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
clarithromycin and other antibacterial drugs, clarithromycin tablets should be used only to treat
or prevent infections that are proven or strongly suspected to be caused by susceptible bacteria.
When culture and susceptibility information are available, they should be considered in selecting
or modifying antibacterial therapy. In the absence of such data, local epidemiology and

susceptibility patterns may contribute to the empiric selection of therapy.

DOSAGE AND ADMINISTRATION
2.1 Important Administration Instructions
Clarithromycin tablets may be given with or without food.
2.2 Adult Dosage
The recommended dosages of clarithromycin tablets for the treatment of mild to moderate

infections in adults are listed in Table 1.
Table 1. Adult Dosage Guidelines

Clarithromycin tablets
Infection Dosage Duration

(every 12 hours) (days)
Acute bacterial exacerbation of chronic bronchitis 250 to 500mg? 714
Acute maxillary sinusitis 500mg 14
Community-acquired pneumonia 250mg 7¢-14
Pharyngitis/Tonsillitis 250mg 10
Uncomplicated skin and skin structure infections 250mg 7-14
Treatment and prophylaxis of disseminated

. . . 500mgd -

Mycobacterium avium disease
H.pylori eradication to reduce the risk of duodenal
ulcer recurrence with amoxicillin and omeprazole 500mg 10-14
or lansoprazole
H.pylori eradication to reduce the risk of duodenal 500mg every 8 14
ulcer recurrence with omeprazole hours
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a 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. influenzae, the duration of therapy is 7 days.

d Clarithromycin therapy should continue if clinical response is observed. Clarithromycin 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: Clarithromycin tablets/lansoprazole/amoxicillin
The recommended adult dosage is 500 mg clarithromycin tablets, 30 mg lansoprazole, and 1 gram

amoxicillin, all given every 12 hours for 10 or 14 days.

» Triple therapy: Clarithromycin tablets /omeprazole/amoxicillin
The recommended adult dosage is 500 mg clarithromycin tablets, 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.

* Dual therapy: Clarithromycin tablets /omeprazole
The recommended adult dosage is 500 mg clarithromycin tablets 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.

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.

2.5 Dosage Regimens for Mycobacterial Infections

For the treatment of disseminated infection due to Mycobacterium avium complex (MAC),
clarithromycin tablets are recommended as the primary agents. Clarithromycin tablets 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.

Adult Patients

For treatment and prophylaxis of mycobacterial infections in adults, the recommended dose of

clarithromycin tablets is 500 mg every 12 hours.

Pediatric Patients

For treatment and prophylaxis of mycobacterial infections in pediatric patients, the recommended

dose 1s 7.5 mg/kg every 12 hours up to 500 mg every 12 hours.

Clarithromycin tablets therapy should continue if clinical response is observed. Clarithromycin

tablets can be discontinued when the patient is considered at low risk of disseminated infection.
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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.

Table 2. Clarithromycin Tablets Dosage Adjustments in Patients with Renal Impairment

Recommended
Clarithromycin Tablets
Dosage Reduction
Patients with severe renal impairment (CLcr of <30 Reduce the dosage of
mL/min) clarithromyecin tablets by 50%

Patients with moderate renal impairment (CLcr of 30 to 60
] ) ) ) Reduce the dosage of
mI/min) taking concomitant atazanavir or . .
] ] o ] clarithromycin tablets by 50%
ritonavir-containing regimens

Patients with severe renal impairment (CLcr of <30
] ) ] ) Reduce the dosage of
mI/min) taking concomitant atazanavir or . )
] ] o ] clarithromycin tablets by 75%
ritonavir-containing regimens

2.7 Dosage Adjustment Due to Drug Interactions
Decrease the dose of clarithromycin tablets by 50 % when co-administered with atazanavir. Dosage

adjustments for other drugs when co-administered with clarithromycin tablets may be

recommended due to drug interactions.

2. BHCEIT HEREKZIEER
WEIRICE T ABIMER (A—RX S UTHE)
IR DHEH LEOERDOHDTH EA—A M7 VT E TR D,
( TVI. 6. FrEDWREATLEEITHETHER] OHSR)

Drug Name Category
A —ANZUT DA clarithromycin B3
(2021 4= 4 ARRER)

ZE L PO
A—A +Z U T D555 (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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O)\/\ > 0)\/\ Sy @\’\ S|
T, SNWSD HEDOB AT Ha DR T Ha DR T
WZRWIE W IZBWIEZ 0N IZBWEZn
BArE (%) SNWSQD 100 98.2 97.8
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kAT = yub ﬁéﬁ% i ‘
iEss BR LA 2 i 4 38
DR T DO¥RT O¥RT
T, ENHSD EREXRLFR Ha DR H ok R
IZBWiEZewn NabSAAYEANA b SIAYEAA
Az (%) 6NHSQD 100 101.2 100.5
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(2) HE - BAMRUREREF 11— JEAMHR

275 ZRB74 L U8 200mg INIG]

1) HBAE

[ S S B )

TAARYP—DEA N EERERY , R 1LEET 4 AR —HNIZARTER P EZRL, £
55°CDOIRY; 20mL AW\ o7z, 7 4 AU —ICEEZ LT 5 miE%R, 74 AV —%2FT
15 THAE AR L, AR ORI A BIEE LT, TR RO B2 WAL, B 5 S RE %,
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FELOBE TR R AERE RO LA WIGAEIL, BRI 1200 L, B2 S FETEEE < iy
THIRZAEE L, FREOBIEEZITV, BB ORI EZBIZR LT,

[ 38 3t P A ]
RBIRD NS TeT 4 AN —%RETF 22— 718kt L, £ 2~3mL/BORETHEA LT, Fa—7
IR ARG BRI 8 5D 2 KT L, FEAME Z O] 30cm D& SIZEE Lz, MKz EA
BICHBEDFKEZFAL TTF 2a—TNEES L&, Fa—TNITERFWHFREO b udmiE iz
FIREZR L & LT,

2) HEBER
AR SRR R PR
7o) 2a~vw AU bE .
5 7y LANIZ FREE - B8 L 7=, 8Fr.F = — 7 % L7,
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ARBRIE, TRIREE RERG AN F7 vy 7 ((BR) CiEo) ) ICHEUTHEMLUE L7,
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