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AANE, aAZ Y =)L HRsy & D P MEAITH 5,

e A7— R ES0) KON Tom X7 — EE 100 1%, HETHRASAESHRBIEIES & U CHEEZ A
L. B M OGRBR VA2 iR E ., EMERER, AW a0 BR 2 3256 L. 2000 4£ 3 H 13 AIZ/K
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AR H Frik e 4 IR AR 7E44
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I. &WICEYTSHER

1. W54
(1) M4
ALY —/VEE 50mg [ HIET
uAH Y —/LEE 100mg [HEET )
Tr A4 —/L 0D #E 50mg [ HIIET |
r A% —/L 0D #E 100mg [HI[ET
(2) ¥4
Cilostazol Tablets
Cilostazol OD Tablets
(3) BAMOHEE
—fRA L0

2. —f&A
(1) % (WMAE)
vuAH Y —)L (JAN)
(2) #4 (@aE)
Cilostazol (JAN, INN)
(8) RTL (stem)
ANBA

3. BEAXITTERX
{bFEE R

H
}B‘I*N N @]
N\. X/\/\
N 0]

4. PFXRUVHFE
7373 0 C20H27N502
5 369.46

5. {L%¥4 (MfEk) XEXHE
b4 : 6-[4-(1-Cyclohexyl-1H-tetrazol-5-yl )butyloxyl-3,4-dihydroquinolin-2(1 4 )-one (IUPAC)
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ez L
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1. YE{LFHER

(1) 4 - 1R
A~ B Ol SUTRE R IEDO IR TdH 5.
(2) Bfak

AB )=, =& —)b (99.5) XIETE F=FUZETFIZ< <, KIZIFEAEET RN,
(3) WiEtE
MG R R L
(4) AR (SRR, R, BER
Al 158~162°C
(5) BIEEMMEN
MUERR L
(6) NEREY
AR L
(7) TOMDERRIEE
MUERR L

2. HHRAOEMEHTIH T ERE
LR L

3. AYVRSOREREERE. EEE
(1) fesdaBRiE
1) ERAN AT B I B VA
KED AL ) —WVERIZ D EWINARY MV ZREL, RO AT ML ERE DS~ h v
XiZzm AL = UFHEL DAY MRS 5 L& MBFEDARY FMVEFE—KED L ZAIT
[FEREDFREE DV %388 5,
2) RN A~ N VRIE B
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V. "HEICEYT HIEH
1. i
(1) FEORXZ
BE : REE

OD §E : FHE (HFENAIEESE)

(2) RHDONHER UtER

o TYRAL Y — L vr ALY —/LEE
o 50mg [ FE T 100mg [ FE T |
b:ilbiA =
5 M
-
S B © ©
i = =
E£ (mm) 7.0 8.0
EX (mm) 2.4 3.1
& (mg) 115 180
Affka— R M 373 M 374
AT — R @373 @374
s u 2% —)L 0D §E vr A%y —/L 0D §E
. 50mg [AET.) 100mg [HET.
Al #EE (OMENAREESE) EAY OFEE (DFENAREESE)
e M
Fm
S Hm
R ]
E£ (mm) 7.1 9.1
EX (mm) 2.8 3.5
B & (mg) 125 250
. vua A& —)L 0D vrAHY—L 0D
e 50 HET 100 HET
piEa— K @985 @986




(3) #Aa—F
(Mv. 1.
(4) HADOME

(2) WHIOHMNB K OV DIHSH)

(Mv. 6. "WAIOKFEEN TITRIT 2LEN] DHESM)

(5) £t
AL
2. HEIDOHER
(1) FHES GEERS) OSERUFME
TR AL —)LEE a RS —VEE
oned
50mg H[ET] 100mg H[ET]
s oo oo
va A% Y —)L 50mg vua A& Y —)L 100mg
FLHEAKFI, fidE L r— A B Re X fKMY, fiatre—2X 7a 2
— vZuavilkilao—AR hrAa—AhAae—AF ) uA B e o
WA, ATT IV U~ 72 TA BBl —X DA —AL /LT
L, RATT VU~ TR T N
. vr A4 —/L 0D vu A4 —/L 0D §E
o 50mg [HET 100mg [ HE T
Sy o e
AKXV —)L 50mg r AKX Y —)L 100mg
D-~r=h—b, huERaTTLo T AXTABRT VI VEE~ T X T A,
— MK A, 7 AKRE Ry, B Refrrarein—2 A77Y
VB, AT TV U~ TR TN, TASNNNT—b (L7 2= VT T =G
)

(2) EREFORE
RUERR L
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RUERR L

BN
4. Al
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6. REDEEEHTICHEITIREMR"

(1) hnsaER
Oy A% Y —/LEE50mgl HIE ] ME#E 40C - 75%RH [H&m2EpE (PTP @) ]
HEHE H =R PRI
<K > H5 BH A 1% A 3% A 6 % A
‘ HK260
E2N A A AN NN
. HK270 SN A Sk Sk
R e
" HK280
HK260
GEgra~ 757 4—) HK270 e N N e
Py = —
HK280
A (%) HK260 1.6 1.5
& )RR HK270 1.8 — — 1.1
<15.0%LL F > HK280 2.0 2.1
. HK260 79.0~83.6 75.8~82.8 78.2~82.0 75.4~177.8
M (%)
i HK270 81.0~82.2 78.8~82.5 78.5~83.8 76.4~80.0
<45 45y, T5%LL E >
HK280 78.6~82.0 78.1~80.3 78.2~83.8 76.8~81.2
o N HK260 98.6 97.9 97.9 99.6
S (%) *
HK270 99.1 99.1 99.7 99.9
<95.0~105.0% >
HK280 100.1 99.9 100.0 100.7
X FREICHTIEER (%)
Ovm ALY —/VEE 100mg HEE T SR 40°C - 756%RH [FofsalEmiE (PTP @) ]
NEHEH =R PRI
< HHE > FH BH A 1% A 3% A 6% A
‘ HK270
LN A PN N AN AN
< HEORES HK280 SN A Sk Sk
R e
" HK290
HK270
(%)@715%7}7“”74 ) HK280 iy — — 1A
Py = —
HK290
A (%) HK270 1.6 1.3
(G ¥ —MEBR) HK280 1.6 — — 1.4
<15.0%LL F > HK290 1.1 1.1
. HK270 83.4~86.1 83.8~87.1 79.5~84.2 81.7~82.9
EHEE (%)
HK280 84.2~86.2 81.1~86.5 79.0~82.9 82.8~84.6
<60 4y, 70%LL >
HK290 84.9~86.4 84.2~85.7 79.5~82.4 82.0~84.8
) HK270 99.1 99.1 98.8 99.7
e (%) ¥
HK280 99.2 100.2 99.2 100.1
<95.0~105.0% >
HK290 99.6 100.0 99.9 100.1

CRTRBICHT 2 EAER (%)




Ovm A% —)L 0D §E 50mgl HEE T MEzEER 40°C - 75%RH [FoféaliEm e (PTP @) ]
HIEE B =N PRATHAR
<JRHE> & BH A 1% H 35 H 6 1 H
PR 092H
<HAfOFELE 0921 WA Bk A Biay
(O PENARESE) > 092J
s 092H
TeaRakER . e e e
] o 0921 WA WA WA A
(g7~ hr77 4—)
092J
N 092H 9.8~10.9 5.4~10.2
EEY) MR (%)
. 0921 7.9~10.9 — — 6.5~10.3
<15.0%LL T >
092J 7.7~10.0 6.4~ 8.9
. 092H 30~38 37~47 38~51 39~52
AR ER (B))
. 0921 31~44 40~49 42~56 42~55
<120 LA >
092J 31~41 39~49 40~50 43~54
- 092H 82.2~92.7 83.1~92.2 81.5~93.0 83.7~90.4
wHE (%)
. 0921 80.3~87.9 81.0~91.7 81.5~88.2 83.7~88.0
<4574y, 75%LL E>
092J 83.6~91.2 82.9~93.1 82.0~92.0 85.6~90.9
SR () * 092H 99.89~100.76 | 100.46~102.53 | 99.90~101.22 | 100.29~101.61
R 0921 99.99~101.63 | 100.99~102.13 | 100.59~100.75 | 100.81~100.98
<95.0~105.0% >
092J 98.20~101.08 | 99.33~104.55 | 97.84~100.37 | 98.31~100.59

M FRRICKHT D AHE (%)

Ovm A XY —0 0D $ 100mgl HET

IR 40°C - T5%RH [ ool

JoHE (PTP AldE) ]

HIEHEE =R PRAF IR
<HKE > H5 BH AR RS 1% A 3% A 6 » A
PR 093H
<BEBOEIRA D OFEEE 0931 ke Bk A Biay
(O PENARESE) > 093J
ot 093H
FfeRB R N N N N
i o 0931 WA WA WA A
(EErua~hr57 4—)
093J
. 093H 5.2~ 9.8 8.3~ 9.7
Gl R (%)
. 0931 3.4~ 9.4 — — 7.4~10.6
<15.0%LLF >
093J 5.6~10.2 7.0~13.3
. 093H 30~37 44~55 50~65 50~67
AR (FD)
. 0931 31~39 41~57 50~68 49~66
<120 LA >
093J 33~41 49~58 55~68 55~173
- 093H 84.3~94.4 78.8~90.6 83.9~91.6 81.5~91.6
wHE (%)
. 0931 85.4~94.9 84.5~92.1 84.4~92.6 82.5~91.1
<60 77 T0%LL E >
093J 86.5~95.6 85.8~95.4 84.4~92.6 84.4~91.6
SR () % 093H 100.21~101.16| 98.87~ 99.86 | 99.74~100.98 | 99.87~101.60
J=EN AN
° 0931 100.48~101.81| 99.98~101.01 |100.04~101.74 | 99.96~100.63
<95.0~105.0% >
093J 99.27~102.15 | 99.59~100.25 | 99.51~100.25| 99.16~101.09

M RRICHT D AHE (%)




(2) RHIRAFHER

Ovm A Z Y —)VfE 50mgl HIE T

25°C - 60%RH [k elitiae (PTP wik) ]

HETEAR =N LRATHAR
<> H5 BHAGHEE 12 % A 24 # A 36 % A
PR AK2401
<EEnEEE> DK1801 EH S S Ea
e e Bk
. o Lo | AK2401 . . . \
(EVEROE ., SRAN AT AR IR e BE ) 7E WA WA WA Sk
. o DK1801
B, #Erso~ 57 0—)
wHE (%) AK2401 | 79.3~84.6 79.8~85.3 82.2~89.2 81.1~83.5
<454y, T5%LL E > DK1801 | 80.7~90.3 81.2~87.2 80.6~85.5 79.4~95.4
G (%) * AK2401 98.8 99.0 99.0 98.9
<95.0~105.0% > DK1801 100.4 99.0 98.9 97.9
X FREIIHTIEER (%)
Ovm ALY —)UEE 100mgl HEET. ) 25°C - 60%RH [Ri&adEmaE (PTP &%) ]
HIEH H =R PRAFHARE
<JRHE> H5 BH A 12 » A 24 5 H 36 4 H
GP0701
‘l‘i“’{ﬁ s A S AL N AN M AN
1P0601 WA A A A
<HBDEFE> KP2403
ek b GP0701
(EMERG, SRAMATARE G EE R E| TP0601 HWE A ke ke
%, #WEsn~ /o7 0—) | KP2403
. GP0701 | 82.4~87.4 83.5~86.0 84.1~86.1 83.2~84.6
M (%)
1P0601 81.4~87.3 84.0~87.0 83.9~87.3 82.9~88.8
<6057, 70%LL >
KP2403 | 80.5~82.4 81.7~84.6 81.7~87.1 83.4~88.8
. GP0701 100.5 101.3 100.4 99.5
a8 (%) *
IP0601 101.6 101.7 100.4 99.5
<95.0~105.0% >
KP2403 99.6 99.6 99.6 99.3

M RTRRICHT D AHE (%)




(3) mEEEREDOLZEN
ABRERE B - 2008/3/31

OvmAZ Y —)VEE50mgl HIEET.) Mats 40°C (e, [UER%
AERIE A =N LRAFHAM
< HiHE > FH B 4G 2 1 1#%A 2% A 35 A
GD0602 | Bt FEEE | ADFHELE | AADFESE | HOOHEE | ARDFEEE
< D FEEE>
WHYE (%) n=6
GD0602 | 77.8~81.4 | 84.0~87.5 | 84.0~88.1 | 84.3~86.7 | 83.2~87.2
<45 4y, T5%LL E >
G (%) * n=3
GD0602 | 97.0~99.8 | 98.5~99.0 | 95.4~98.8 (96.4~100.3| 95.7~96.5
<95.0~105.0%>
(2E1#H)
GD0602 | 63~70 62~174 66~175 59~68 62~69
E (N) n=10
¥ BTRRICHTIEREER (%)
Ovm AL — ) EE BOmgl HET | Mad: 25°C - 75%RH (e, B
ABRIE H =I5 PRAFHAR
<HiHE > BT BHAGHEE 2 i 1% A 2% A 35 A
N GD0602 | HtaDFEEE | ADFHELE | AADFESE | HOOHEE | ARDFEEE
<HARBDOEHE>
WHYE (%) n=6
. GD0602 | 77.8~81.4 | 80.7~83.3 | 80.2~85.5 | 79.6~83.9 | 82.5~84.7
<45 %y, T5%LL k>
8 (%) * n=3
GD0602 | 97.0~99.8 | 99.1~99.7 | 98.2~99.9 (99.4~100.3| 94.8~96.2
<95.0~105.0%>
(2%&1H)
GD0602 | 63~70 41~48 43~53 35~42 39~44
WE (N) n=10
X BRBEICHTIHIEEER (%)
Ovm A E Y —)LEE 50mgl HIE T AL =R, Bt (KBRS
ABRIE B =I5 PRAFHART
< s> T BH AR 40 77 Lix-hr 80 5 Lx-hr | 120 5 Lx-hr
PEAR n=10 GD0602 | BokE | meoE | BeoRs | AeoRk
< B FEhE> - - - -
WHME (%) n=6
° \n GD0602 | 77.8~81.4 84.4~87.4 79.8~82.5 83.6~85.8
<45 %y, T5%LL k>
a8 (%) * n=3
GD0602 | 97.0~99.8 96.9~98.2 96.8~97.0 98.1~99.3
<95.0~105.0%>
(2%1H)
GD0602 63~170 60~68 69~175 56~174
fHE (N) n=10

M RTRRICHT D AHE (%)
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ABRRE B - 2008/3/31

OvBv AKX Y —)VEE100mgl HIE T MWa%E 40°C [, KR
RERTHH 7 bk PRATF I
<HiHE > BT BH 4G IRE 2 i 14 A 25 A 3% H
M4k n=10 " " " - v
N HD3102 | HtADEE | HEaOFEE | HEDHZEE | HEADOERE | HEaDOFEE
<HARDOEHE>
e (%) n=6
. HD3102 | 79.2~82.5 | 83.2~86.5 | 81.8~83.9 | 84.8~87.1 | 81.9~82.7
<60 %y, T0%LL k>
i (%) ¥ n=3
HD3102 [99.3~102.2| 97.9~98.4 |99.7~100.3| 99.3~99.5 | 97.1~97.7
<95.0~105.0%>
(ZE&1iH)
HD3102 | 61~73 63~176 68~175 66~76 64~178
A (N) n=10
X RTREBICKHTHAEAEE (%)
Ovm Rz —UEE100mgl HE T Mot 25°C - 75%RH (G, BAjk]
RERTHH 7k PRAF IR
<JRHE> & BH A 2 4 1% H 25 A 3»H
PR n=10 o -
N HD3102 | HEOH#EE | HROHREE | HADOREE | HROHREE | HADOHREE
<HARDOEHE>
s (%) n=6
. HD3102 | 79.2~82.5 | 81.5~83.9 | 80.6~83.1 | 77.6~88.1 | 82.9~84.6
<60 %y, T0%LL >
= T * — ~ ~
&8 (%) * n=3 101.2 100.1
HD3102 |99.3~102.2/98.9~100.0 98.5~99.8
<95.0~105.0%> 101.9 100.4
(25 1i)
HD3102 | 61~73 46~53 46~55 43~47 47~56
fHE (N) n=10
X RTREBICKHTHAEAEE (%)
Ova A Y —)VEE 100mgl HIE T ks =R, Bt [RERG]
AERTEH =V IR
< HiKg > FHe B AR 40 7 Lx - hr 80 5 Lx-hr | 120 & Lx*hr
Mk n=10 . .
HD3102 | AfOFEE H &0 FEE A0 FREE 0 B
< HfOEFE>
i (%) n=6
HD3102 | 79.2~82.5 85.1~87.6 82.7~85.6 84.5~86.6
<60 4. 70%LL E >
a8 (%) * n=3
HD3102 | 99.3~102.2 98.3~98.6 98.7~99.9 98.9~99.5
<95.0~105.0%>
(25 1i)
HD3102 61~73 63~76 65~174 59~80
fHE (N) n=10

X FRBISHTOEAER (%)
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BRI © 2016/4/14~2016/7/21

Ovm 2%V —1 0D $E 50mgl HIET ) MAaLE 40°C LEGE, KB
HERTE A 7 bk CRATHA
<HiHE > & B 4G IRE 2 i 14 A4 25 A 3% H
Mtk n=10
DFEEE E DFEEE DFEEE DFEEE
< PR BV0100 | HDFEEE | HBOREE | HAOREE | HAOFREE | AAOFREE
ARERER (FP) n=6
BVO01 21~ 27~34 45~54 ~62 ~
<120 LA > V0100 37 7~3 5~5 53~6 38~65
aEirE (%) n=6
BV0100 | 89.1~93.0 | 89.5~90.8 | 83.1~84.5 | 81.4~83.8 | 79.3~83.6
<4557, T5%LL >
8 (%) * n=3
BV0100 | 98.1~98.8 | 98.6~99.9 |99.6~100.7| 98.6~99.1 | 99.3~99.6
<95.0~105.0% >
(ZE1i)
BV0100 34~41 40~51 42~59 39~50 48~61
HE (N) n=10
X FREICHTIEER (%)
OvmAZY—/L 0D $iE50mgl HET.) M@t 25°C - 75%RH Y, B
FERTE A 7 bk LRATHA
<JRAHE > &EF BH A 2 34 1% H 2 4 H 35 H
Mk n=10
DFEEE E DFEEE DFEEE DFEEE
< B> BV0100 | A0 FEEE | ABDOREE | HAOREE | HAOFREE | AAOFREE
AREEAER n=6
BV0100 | 21~37 28~57 54~72 55~74 46~65
<120 # LI >
s (%) n=6
BV0100 | 89.1~93.0 | 88.5~90.8 | 78.2~83.1 | 79.0~80.0 | 78.8~81.7
<454y, T5%LL >
8 (%) * n=3
BV0100 | 98.1~98.8 [99.3~100.2|99.5~100.7| 99.5~99.6 | 98.6~99.3
<95.0~105.0% >
(ZE&1H)
BV0100 34~41 27~32 29~47 27~34 20~23
EE (N) n=10
X RTREBICKHTHAEAEE (%)
OvmAZY—N 0D §E50mgl HET) @it iR, Bt (D65 (£ 1600Lx) - KU A ]
AERTEH =V N A
<> Fe BH AR 40 7 Lx - hr 80 /7 Lx-hr 120 /5 Lx hr
MRk n=10 OB B3 )
BV0100 oD FEE oD FEE BDFEEE
CBEOEES H B =] FEHE H B %
AR n=6
BV0100 21~37 20~25 35~40 32~39
<120 # LI >
s (%) n=6
<4545 TE%LLE > BV0100 | 89.1~93.0 81.6~85.5 82.6~84.0 81.6~86.0
P = A P —
&8 (%) * n=3
BV0100 | 98.1~98.8 98.3~100.8 98.9~99.2 98.7~100.1
<95.0~105.0%>
(ZE&1H)
BV0100 34~41 37~49 42~56 41~50
HE (N) n=10

X FRBISHTOEAER (%)
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BRI © 2016/4/14~2016/7/21

Ovm 2% —1 0D BE100mgl HIE T A% 40°C L, KEBA#]
RBRIE A =RV {RAF IR
<> & BHAGHEE 2 1A 1% A 2% A 3% A
‘ﬁz\ N :10 N < N N <
e e Imvootoo| FMEDHIA| RO | BEOBRA| B EOHRA| B EOHEA
G 0 DFEEE » DFESE VD DFESE VD DFESE » DFESE
DFEEE>
FRiERER (7)) n=6
BV001 2~ ~4 ~4 40~4 41~4
<120 BN > V00100| 32~35 39~46 36~40 0~46 6
WHME (%) n=6
<604y, TO%LLE > BV00100| 89.1~90.7 | 86.8~90.1 | 79.2~85.5 | 73.2~81.4 | 79.8~84.1
P = A P —
S (%) X n=3
BV00100| 97.8~99.0 |100.1~100.6| 99.2~100.8 | 97.8~99.3 | 99.7~100.9
<95.0~105.0%>
(&)
BV00100| 43~57 47~67 39~67 44~53 56~69
HE (N) n=10
¥ BTRBRICHTIEREER (%)
Ovm ALY —)L 0D §E 100mgl HIEET. ) Mot 25°C - 75%RH - [HEE, B
RBRIE A =RV {RAF IR
<> & BHAGHEE 2 A 1% A 2% A 3% A
‘ﬁz\ N :10 N < N N N
e e Imvootoo| FMEDHHIA| I EOBIRA| B EOBEA| B EOHERA| B EOHEA
e DOFEHE | 0 OFEEEN2 | D OFELEN2 | D OFEEEN2 | W DFEEE¥2
DFEEE>
FRiERER (7)) n=6
BV001 2~ 49~62 48~ ~41 43~4
<190 BN > V00100| 32~35 9~6 8~56 36 3~47
WHME (%) n=6
BV001 .1~90. 5~88.1 .8~81.1 .4~85. .9~82.
<60 4. TO%LLE > V00100| 89.1~90.7 | 86.5~88 75.8~8 83.4~85.8 | 76.9~82.6
P = P —
S (%) X n=3
BV00100| 97.8~99.0 |100.3~100.9| 99.5~100.2 | 99.4~99.8 | 98.9~99.9
<95.0~105.0%>
(BE1H)
BV00100| 43~57 33~40 32~37 30~41 21~28
HE (N) n=10
K1 FREICKHTI2EAER (%) X2 : FIFEHOXFOENFRONS A L PR E
Ovm AKX Y — 0D BE 100mgl HET ) Mo =R, B¢ (D65 i (59 1600Lx) - KB A #r]
RERIE H =2y k A
< JHKs > 5 BH AR 40 J7 Lx-hr 80 77 Lix-hr 120 77 Lx-hr
PRk n=10
DENH DEH DEH DEE
<BHEOEFREND BV00100 Eé@;ﬁﬂ@ Eé@;ﬁﬂ@ Eé@;ﬁﬂ@ Eé@;ﬁﬂ@
@$ﬁ> SRE SRE SRE SRE
FRiERER (7)) n=6
BV001 2~ 29~ ~4 2~
<190 BN > V00100 32~35 9~38 33~48 32~36
wHME (%) n=6
<604y, TO%LLE > BV00100| 89.1~90.7 81.1~86.9 80.6~86.0 78.7~81.6
P=N x —_
S (%) n=3
BV00100| 97.8~99.0 100.0~100.6 | 100.1~101.7 | 100.3~100.7
<95.0~105.0% >
(BE1H)
BV00100 43~57 54~T1 47~60 50~58
HE (N) n=10

X FRBISHTOEAER (%)
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7. BARNERUVEBRRORELE
Y LR

8. fFlE NDEELEL (MEIEFNEIL)
LR

9. Bt

(1) B
AL — U EER0mgl AE T KON 1 A XV — LEE100mg [ H E T 1%, B AR T EER AR
ED LN r ALY —)LEE (50mghE, 100mghe) DOEHBEIZHEES L TW\WD Z AR I TY
el
GRERIEICT 7 U VBT B U o7 AR (3—1000) 900mL % fvy, /X RLEEIZ LY 50rpm THRER

#2179)
B B
FRE HE RE R (GRS
50mg 45 4y 75%LL I
100mg 60 43 70%84 +

14



(2) ¥WEHREBR
<vBaAF Y —)LEE 50mgl HIET.| >
BIREIR S O LY R SRR T A T A VORI W T CER 1345 H 31 B EIRES
#5786 )
ARG
& ARERS BHEBRE SR
[lHE %M OGRBRI - 50rpm (pH1.2, pH4.0. pH6.8, /K : % ikBRikIc 7 7 U LRl + U 7 A 0.3%
whn)

CHIE]

«pH1.2 (50rpm) TiE, HEAERHF| O FHEEH RN 40% K% O 85% UL 2 BE AN T, AhDF
Py SR AT VE R D SRS HH 2R £ 15% O FEFHIZ & - T,

- pH4.0 (50rpm) Tl FEAERE|OFEIEHZD 40% K% O 85% (T D 2 B sl W\ T, RO
P SR A E B D SR 3R £ 15% OFEFHIZ & o 72,

- pH6.8 (50rpm) Tid, HEAERIF] O RN 40% & O 85% (1L D 2 FEAIZI T, AbHOF
Py AR AT E A D SE RIS R £ 15% D FEFHIC & - T,

-« Kk (50rpm) Tl FEHERIFIO SR HIERDS 40% K O 85% T D 2 B SIC B\ T, AL D
TR SR R R A O SRR R £ 15% D &APHIZ & o T2,

Vb KO 28 28 =LA (7L 2 —/LEE b0mg) & ik L7 R, 2 ToORBRKRIZIHs N T
%3 = gL D A AR IR A R T A > ) OHEEEIES LT,

(V& Hidh#R)
HEHE (%) pH1.2 (50rpm) SEHE (%) pH4.0 (50rpm)
100 F T2 UILETEES KD 40.3% 500 100 | T UILEREES + U0 A0.3% N0
80 | --T7 go |
60 | 60 |
40 40 |
20 | —e— O A% —)L§50mg THEIL) 20 L —— O 2% J—)L§i50mg THET]
- & = 7| % —)§50mg - & = 7| % —)§50mg
0 b 1 Il Il O L' 1 Il 1
0 60 90 0 15 30 45
B (o) BEfE (490
BHE (%) pH6.8 (50rpm} EHE (%) 7k (50rpm)
100 | S 2 ILEREE S F YD 40.3% 50 100 | SV LEREE S U D 40.3% F0
80 | 80 | ===
60 | 60 |
40 40 |
20 | —e— 0 2% /)L §E50mg THET] 20 —e— 0 2% S—)L§E50mg THET)
- & = 7L % —)LEE50mg - & = 7L % —)L§E50mg
0 L' 1 1 1 O L' 1 1 1
0 30 45 0 15 30 45
FFfE (o) BFfE] (430

(n=12)
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<vBuAF Y —)VEE 100mg! HET| >
BIREIRS DLW EHRI SRR T A T4 VEO— K EIC OV T CERR 1345 A 31 B ERES
%5 786 )
ARG
O AARIFES BHEBE N RUWE
[Al#E%E K ORBRG - 50rpm (pH1.2. pH4.0, pH6.8. /K : £#BRiKIC T v U LEREET F U 7 A 0.3%
whn)

CHIE]

- pH1.2 (50rpm) Tl, HEAERIF| O FEEHZR D 40% M O 85% LD 2 B SIZHB W T, A
Py SR IR HE R O SRR R = 15% O FLPHIZ B o T,

- pH4.0 (50rpm) TiE, FEAERF] O FEIEHFED 40% & O 85% LD 2 FEAIZI T, AbhoF
P s A HE R 0 SRR 3R &= 15% O FLFHIZ B - T,

- pH6.8 (50rpm) TlE, FEUERIK| O VIGPAHZR A 40% M O 85% (T D 2 Wi 2BV T, ARfh D
Py SR LA E R O SE R R = 15% D FLPHIZ B - T,

« Kk (50rpm) Tl FEERIEIO SR HERDS 40% K O 85% T D 2 B SIC B\ T, AL D
V¥ HH SR AT E LA O S R £ 15% OFEIPHIZ & o 72,

Pl Kot ZE 25 B (7L 2 —/VEE 100mg) & e L72fER, 2 ToORBKICIB W\ T
% J = S gL D A AR IR A R T A > ) OHEHEITES LT,

(P H il )
SHE (%) pH1.2 (50rpm) B (%) pH4.0 (50rpm)
00T S U LERESF R U L0.3% B 09 1SS ILERET U L03% E _
80 80 | - =T
60 60
40 t 4 t
o0 | —e— O 2% J—Lif100mg THEL) 20 | —e— 0% —)LEE100mg THEET)
o d = & = 71 % —L&100mg o =& = 7L 2—JL§100mg
0 30 60 90 0 15 30 45 60
BrfEl (59) BHE (53)
BHE (%) pH6.8 (50rpm) BHE (%) 7 (50rpm)
100 5 SO UILEREES U L0.3% M A 100 - SO UILEEES 1D L0.3% F0
80 | 80 - T
60 60
40 40 |
20 | —— O 2%/ —)L§F100mg THETI 20 | —— 022 —)L§f100mg THEL]
=& = 7|2 —LEF100mg - & = 7| % —JLFE100mg
O L' 1 1 0 h 1 1 1
0 15 30 45 0 15 30 45 60
B (5) B (53)

(n=12)
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< v A& V—,;L 0D & 100mgl H[E L] >
I E I DAY F IR MR A R I A U EO—EIEIZOWT CERR 24 £ 2 H 29 B SEAHRE
#0229 55 10 5@ %)

BR AT
A BASERTG wHRBRE NNk
[E 5 N ORI

50rpm (pH1.2. pH4.0. pH6.8, /X)
50rpm (pH1.2, pH4.0, pH6.8 : FRABRIEIZA Y Y L— K 80 1.0%%N)
100rpm (pH6.8 : RU Y /L_— | 80 1.0%%MN)

CHE]

- pH1.2 (50rpm) Tl&. 120 43 351F 2wk RA O 8 3R TR HERIA O S R £ 9% 0
#PHIZH > T2,

- pH4.0 (50rpm) TiX. 360 4723317 2 BRI o b 2 AR VERLK O PR R £ 9% D
I & o 7,

- pH6.8 (50rpm) T, 360 /723517 2 ek A oD -2 H =R TAR UE R O PP R £ 9% D
FPHIZ B o 72,

« K (50rpm) “TIE, 360 431Z3517F 2 akER ML) o> -9 HH 38 I AT HE L) 0D S 2415 HH 58 = 9% D &
o7,

- pH1.2 (50rpm : 7R YU Y /L—1 80 1.0%IRM) TiE, HHERFIA 120 /3123610 5 FEE T
D 1/2 DL Z R TR O 120 51280 T, AT O ER)ER H SR IR HERLA O S PR H =R
+9%DHFIPAIZ B> o> T2,

- pH4.0 (50rpm : KU Y L— |k 80 1.0%UM) TiL, HEAERFIN 360 I F1F 5 FHVAEHF
D 1/2 O ER A2 RS K O 360 4312880 T A O 3473 H SR IR HERLE 0 A4 7 H =R
T9%DHIPAIC & - Tz,

- pH6.8 (50rpm : AR U Y /L—k 80 1.0%UI) TiL, HEHERFIN 360 /I 5 FHVEHF
D 1/2 O IR R & 73 S O 360 4312380 Ty AL OO 43R H 3R R v K1 o 249 HH =R
T9%DHIPAIC H > Tz,

- pH6.8 (100rpm : AR YU Y L_— |k 80 1.0%IRIN) Tik, HEAERFIN 360 431231 5 FEIEHH
D 1/2 DSV R 2 779 5 K O 360 431238\ Ty AR O SRR HH SR A ME LA o0 S E 15 HH =R
+9%DHEIPHIZ > > T,

PLEL RO 8 2 R ERA] (7L 2 —/L OD $E 100mg) & b L7ofE R, 2 CoRBiKIZ
WT TMERREERGOEMFRIFEERBRT A N T A ) OHEEEICES L.
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(VA HH At )

EHE (%)

pH1.2 (50rpm)

FEHE (%)

pH4.0 (50rpm)

100 100 |
a0 | —e— 0% J—)L0D$E100mg THET a0 | —e— 0 2% /—)LOD§E100mg THET
= & = 7|, % —LOD#E 100mg = & = /|, 2 —).OD% 100mg
60 60
40 t 40 t
20 - 20
= =FARR A e h il A el AR 4]
0 wf\s'\ A el B AR, -} 0 g:,l-a-ﬂﬁ =
0 30 60 90 120 0 90 180 270 360
B (4) BERE ()
BHE (%) pHB.8 (50rpm) BHE (%) 7K (50rpm)
100 | 100 } ) .
0% —L0D%100mg THET —e— 0% "J—)L.0D§E100mg TBET]
80 - & = 7L & —)LODSE 100mg 80 [ - a- 7L &2—/LODE100mg
60 60
40 40 t
20 20
0 ¢ = 0 s —
0 90 180 270 360 0 90 180 270 360

FfE (53

e (43)

FEHE (%)
100

80
60
40
20

0

pH1.2 (50rpm)
AL — 80 1.0% A0

—e— 0 A%/ —).OD#E100mg THETL]

= & = 7|, % —)LOD#E 100mg
I _p o Bm == o= d====0
0 30 90 120

60
B (43)

100
80
60
40
20

0

BHE (%)

pH4.0 (50rpm)
T ILAN— 801.0% F 0

—e— 0% J/—).0D§100mg THET
= & = 7| % —)LOD#FE100mg

Ja

(A7
0

90 180
BrE ()

270 360

EHE (%)

pH6.8 (50rpm)

FEHE (%)

pH6.8 (100rpm)

100 r A= +801.0% 70 100 r A LN — 801.0% F00
80 —e— 0 A% J—)L0D§100mg THETL] 80 r —e— O A% J—),0D#100mg THEL
60 = & = /|, % —)LOD#E 100mg 60 | - & = 7% —)L.ODEF100mg
40 40
20 20
0y 0 ¥
0 90 180 270 360 0 90 180 270 360
BEE (4 b (57
(n=12)
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(3) HEMER 20 0 B RA O A )1 [ SR )
< m AKXV —/L 0D & 50mgl HIET. | >
A& —/L 0D §E 50mg H[E T, 5 &8 872 280 ERA O LY Fr R EHEREBR T A R Z
A2 CERE 2442 4 29 H  HAREI 02294 10 5) J IZHESE, v 2% Y —/L OD $E 100mg H
T ZfEefig b Li- &, IHEENE LS, EYENICRS L AR s,

BN ESUE
oOE . AAERS BEHRBRE SRk
[ElHRE K OVRBRITE « 50rpm (T w7 U LRREET b U o L3RR (3—1000))

CHE]

- I U EREET b U U A% (3—1000) (50rpm) TiE, FEUERIF| O SEIYIAHER A 40% K Y 85%
FHED 2 RERIZIV T, AR OSSR A ERIA O SEEE =R £ 10% DO FEPRIC H > 7=, F 7z,
BRI R (45 43) ISR ARG OME x OVEHISRIL, REOFEEHFE L 15%OHHZ 2 5
HON 12 EF 1 EHLLTF T, £25%DHEPHEZHE 25 DONR/ehoTz,

P, a4 —/LODEESOmg ! H [E T O 8 Z R ERA (7 2%~ —/LOD#E100mg! H &
TJ) L HBU7RER. TEEN R 280 BERREAOEMFRIRENRRT A R4 ) OHEELNE
WA L2 Z EnD ., AWFENICRZE LA ST,

(VA HH At )

EHE (%)

00 b 3T ULEEF kU SLEE (3-1000)

(50rpm)
80 |
60 |
40 |
o0 L —e— [0 2%/ —)LOD#50mg BEI]
0 o - = 02%%—).0DEF100mg THET |
0 15 30 45

BFfEl (59)

(n=12)
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10.

2R -85

(1) FENDELGER - 2K, MRS LCESR - EKICET H1FH

A Lg

(2) a%

(¥yaR%Y—)LfE50mg THEL )
100 #& [10 X 10 ; PTP]

(¥yaR%4Y—)LfE100mg THETI))
100 £ [10 #£X10 ; PTP]

(ARxX%YJ—)LOD & 50mg THET])
100 2 [10 $£X 10 ; PTP : #&FIA D ]
(>Aax%Y—)L0DfE100mg TBEI])

100 §2 [10 #& X 10 ; PTP]

(3) PHREE

BN AR

(4) BHROME

1.

12,

W 7e 4 PTP a4k
T u A A —/LEE 50mg/100mg PTP RV E= LT VL TII=U LT
[AET) Eo—: R 7L 7 LA

N - PTP : AUk =n - RV =UF> - R xzF L
T u X% —/L 0D # 50mg/100mg . -
2T 4V, T =T LY
THET) . s
e—: 7/ 7Ix—}

iR h 3 EHE
LR L

Z D fth
R REHR L
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V. ARICEYSEE

1. BREXIEPHR
OB MEBIIRPAZEIE I D <TEBE, 00 M OV RS O 2 L MEREREIR O 2
Oitize (LFVEMZERIE 2 R <) FEIER O P I

2. PREXEIDRICEHETIIE
5.REERITHRICEET HEE

HESEMIE AT ZE (2 5 1T D AHI D AR FE S (R DI R TMFF S Tuieny,

(i)

MEAEPRIEMAEZE A 12 & D MR ZER AR OMFI RITMET L TN Z e BERE LT,

3. HERUHAE

(1) BZERUVHEROREHR
WEL. A, Y AZ Y =)L LT 1A 100mg 2 1 H 2 R AOKET S, 728, FiH - ERIC
X0 EEHEET 5,

(2) BERUHEORTERE - BN
MR L

4. AiERURAEICEHET SEE
FEEIN TR

5. EGRPRACHE

(1) BRT—a21vy5—o
MER R L

(2) ERERZEEFER
MG R R L

(3) HERIGEREER
MR L

(4) BRIEMEER

1) ENERITRR
va ALY — VEED AR & LIRS,

(RAEE (DREREREZRC) REROBRIDH)

17.1.2 ERETHERER
ftE 2B 1,069 Bl & St RICEM L7727 7 B AR EEREKRBRICB T, vax¥y—u
100mg % 1 H 2 [\, M 14 (kR 4F) &5 L, IMEEOFMBERILIT 78R 5.75% (HBEl
ZHAM (N X4E) 1 973.7, MMFEIEFREFIEL - 56) (XL, Y m A& Y —)1 3.43% (RBIEHM (A X
4F) : 873.8, MMHZERIEHIEL : 30) THV ., v A Y —/LITMIEFEFRED V) 27 % 40.3% B S &
oo B, WGEHIIEE TH o HRIMICR TS THBEZMbARVEL ] Tk, Y ax &Yy — itk
T T ARBEOFEMETEHETEEIL. TNZE1 0.92% KN 0.82% Th Y, FRFLCEOHEEEICHE
ZIIRD NI holo, Fio, RRBRIZI W THRIEWIM FICH00E 2 FIE LZRERNL, 77 B R
(0/518 f5il) lzxt Ly ma sy — gt (6/516 f)) TEL@EH LMY, [1., 8.3, 9.1.3 &H]
BIVEF JEFRAEE 12 520 5l 137 4] (26.83%) Th -7, EARBEWEMIZ, FEF 53 il (10.2%). @
2761 (5.2%) . FHE () 1241 (2.3%). S 76H1 (1.3%), BECAER 5 6 (1.0%) LKOARIR )
561 (1.0%) Th-oiz,
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2) REMHR
M ERR L

(5) BE - WEAHEER
MUERR L

(6) AEMEHR

1) SEARERE (—REAKERE. HSECEABRERE. CARBELERAE). RERFTERT 4R
—RRE. RERTRBRAROAR
U ERR L

2) RBEHLELTERFEORNENITEREL-RHE - RBROBME
va ALY —VEED AR & LR T,

(REE (DRMERNERIEZRC) REROBERAH)

17.2.1 EIRREIRSEAERREER
JMFEZE R (DFMERMEERIE A B <) 2,716 B2 %IGUC M L7 A B Y ot ZH B M b ik
ERRRERICEB W T, v r A& Y —1100mgl H 2 [FXIL7 A > 81mgl H 1 HIZ#& 5 L7, FH
P H Cd DA (e, fdiim., 7 e FHiMm) OFMBIERIZ, 7 ALY 8.71% (Rl
MM (N X4E) : 3,203.6, FIEFIEL : 119) TR L, B AX Y —/L 2.76% (FRBIZZHIM (AN X4) :
2,965.9, FHIAEFIEL : 82) THVY ., TAE U kT HTrAZ Y — LOIELERRIES LT (T A
B ACHTT AR AL = DAY — R 0.743 (95%(EFEX ] : 0.564~0.981), FHELMEDOFR
FRFUEIZ AP — N 1.33), BIRAIFHMIEE O 7 A ) iZxtd 53 m 2% V) — Lo Y — R,
IMAEZE D PR T 0.880 (95%15HEIX M : 0.645~1.200) . IR FEE (IMFEEZE, TIA) OFEIET
0.898 (95%15#EIX M : 0.675~1.194), & 1=T 1.072 (95% 1 HEIX[H] : 0.497~2.313) . fixzH (JiK
FEZE, M, 7 BB W) . TIA, Bo0E, OAfEZE, OARRXIIAREZ ET 5 HILOFEIE T 0.799
(95%MZHEX M : 0.643~0.994) Th o7 9,

(7) =0ttt

(BEBARAEEICE S EE. ERRUARZEORMmMEFERDOKE)

17.1.1 ENERKRRER
1B B IR A ZEIE B3 205 Bl & % RICHE M L7z —E B2 & DA (100~200mg/H)
WZBWT, WU ORM MEREEIC X 21EE., KN & OSSO MAEE R0 2 SR UGEE X, &
#LLE66.1% (119/180 #il) . °Ctk# LA |- 85.0% (153/180 fil) Th o727 9,
) AFOERSN-HEIZ 110 100mg 2 1 H 20 TH D,
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VI. EMERICEYTHEE

1. REPHICEAESSLEMX T EaMEF
P/, AR L SE SR A
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. FBER

(1) {EFAEREL - fEFRBF
18.1.1 VI FXIf/ Mot v b= EIHIT 208, 75 DI~ D B AR 1T A b
270, T2, bR AT XD M/ IMREEE A9 5 1O,
18.1.2 /MK O 9515 PDE3 (cGMP-inhibited phosphodiesterase) &% ZRAYICFHLE T
BTkt B g MR VE R R O IRERAE T & T S
18.1.3 b M/ TO M/ MREEEIHIER TSR e MIENEMR D XX, TrRrgr7 oYy
Ei'Y OfFE T CTHET 5,
18.1.4 1 XU/ COIM/IMREEERHIEIZ T 0 A X 75000 e 8VNXT T 3 v OIFE F T
B9 510,

(2) EDWEREMITIHBRE
18.2 fnm/MR{ER
18.21 t h/pMRIZEBWT, ADP, =27 —57> T7I7% KVEE, T RLF Uy, hrrBEVIZLD
I/ RS Z B0 L7219 1T Ee, FOISHIC L > TR SR D M/ IMUBEEZMHI L= Y (in
vitro) .
18.2.2 t MI/MRICE W T, ADP, 7 FLF U I XA M/ MO —REE A S L, £7-. BE
BRI X0 — BERE U 7 i MREEESE & iR S 7219 (dn vitro) .
18.2.3 b MU/IMIZHEW T, burREH 2 A BEAZMHI L7 (in vitro),
18.2.4 t /MR O IMIEEEERETTEZIHI L= (in vitro).,
18.2.5 B — LK1 ROTH 1D ~OEOFE T, ADP, 27—/ 2 X B I/ IMROEEE & ] L 7=,
18.2.6 7 v M ~DHEKHK O 5T, ADP 2 X % i/ MREEEE 5 2 s E R IZ8Es Le o721 %),
18.2.7 B MENIRPAZEIE B E K OB FHE ~OR A L5 T, ADP, 29— 77X RNUEE 7
RLF U AT & B i/ MRS 2 i) L7220 21,
18.2.8 t NTHT B I/ IMREEEE PN 2h F 1 3P 5% LM R HL L B 512 £ - T H Z DR R I3
LAY,
18.2.9 v A& Y — L OFHHIEIC L0 H#H S i/ MREEERE IR Y 1 A X — L o i R EE o
Wi L L HIC 48 BRI GATEICE L, U Sy > RS (BETTIEE) bR bhieho7z2Y),
18.3 HMie{ER
18.3.1 ¥V AIZ ADP, 27 —7VEFHARNEEGT 5 2 LI L 0% S5 iR B0 & f Lz
6)
18.3.2 A XOKRBREARIC T U U VT N U LEEREGTHZ LI X0 FHREIND MeEZEIGER A
EOMEREIH L1222,
18.3.3 1 X O KBEERE A T TR LB, Z OISR S D A% 2 M L7222,
18.3.4 7 4 OSHER TOELMBKIC L 0 FHFE S D MARTERR 23 L7198,
18.3.5 UV XONSEBARICT 7% RUBEEZEAT D Z LI K 0 B 2 AE SR 2 ) S H 724,
18.3.6 — MMM M FEAERE 2BV TRIERIZL OB 23780 Hh7=2%),
18.4 MEYLRIEA
18.41 KCl, 70 A% 77 P Fo A K 0 IiE S W72 A4 XFHREREIR, R AMEIAR & OV Bk
ZiE SH 7220,
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18.4.2 JFRFEA X O KEREINR. HETEIR. #SHENIR KL O SHEIIRIM T &2 BN S22 7,

18.4.3 JFRERA X K OVBRIFE T = O A i i B 2 B S w7227,

18.4.4 EFRELET » N ORMEIE B 5 \WITHUR T O Mt 2 fin S 729,

18.4.5 BB RPAZEIE B 2\ T, B BIETNS. BEEH OMMRMIE R A NI ELZENT LT RE
777 4 —ICX 0RO LN 30 FIZIUREO B FIRE O LA R & Oms Y —x 7
T 4R VROENZY,

18.4.6 EIM MMM EEEREIZBOCNMBEEEZ NS EL 2N VIRAEIZE VRO LN
7": 3 2)0

18.5 ME T EFHMARIZXT 51ER

18.5.1 b h DOIFEIMAE IR B T I8 AR OB 2 Bl L7=° 2 (in vitro) .

18.5.2 7 v NSHENRINIEL L — R O NBERIE 2 3] L7254,

18.6 MENRMIAIZ* T 51ER

18.6.1 t M DOEFFRNEHIIES D D NO pEAZEHE L= (in vitro),

18.6.2 bt N DEEENFMIEOREELZE L7-3% —38) (in vitro) .

18.6.3 b M DEENFMIBEREL AT A L HHWVZI BRI S v B I A4 FICTHIT 52 L2k
% SLERI K /SR O H A2 0 L7239 (in vitro) ,

(3) ARG - FFHtesHE

MG R R L
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VI. EMEIRRICEII HHE

1. MPREOHTD

(1) ARELAMLGOLPRE
MR L

(2) BREKRHBRCHERESA-ObRE
16.1.1 @R A BT 1 2% V' —/L OD & 100mg % 22} B [A#E 1 5. U 7= W oo ifn 4% 3R A B e

T A= F LRI,

r A% —)L 0D §E 100mg H[EIF G- K OEYEHE T A — X

tmax Crax tie AUCs0n

(hr) (ng/mL) (hr) (ng * hr/mL)
AK7e Ll (n=20) 3.65+1.53 587.33+174.93 10.13+4.73 7,134+2,039
K VAR (n=18) 3.50+1.04 515.45+152.73 13.46+6.90 8,344 +2 843
K7g L EKE O ITRIOWERE T 5, CEEIE AR 7)

16.1.2 £PFHNFF1EHER
<vBRAHYV—)LEES50mg THET| >
BREIH L OEMFOR SRR A RT A > CER94E 12 A 22 A R3S 487 SHIR)

YR AZ Y —)LEE 50mg [HIET] MO L X —)VEE 50mg %, 7 0 A4 —"—jEiZ L ZTnEh

28 (vmAHZ Y —/)L b LT 100mg) HEFEARAS FICHRREREA#ES L i r 22y —u

BEAZHE L, Bon-mEhie T A —4% (AUC, Cmax) (22T 90%(5HE X BiEIC THiFHR

Wr&47 > 72 fE 58 log (0.8) ~log (1.25) OHEFANTH ¥ | WiHID AWM Z A FLEENHR S Y,
BN RE (T A — X

HENT A—H BENRTG A —H
AUCOHZXS Cmax Tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
TR AL Y —VEE
9202.94+3430.2 636.71t237.5 4.15+1.53 16.51*£6.16
50mg [ H[ET
T H—LEE
9316.5+3371.9 635.61232.2 4.00*+1.17 16.09+6.20
50mg
(2 Efe 5. Mean+S.D., n=20)
(ng/mL)
1000 -+
—— 3 OX %Y —JiEs50mg [AET]
M 800 .
%E --A-- T L& — JLEES0mg
; 600 - 2§E#%5, Mean*S.D., n=20
Z
i
{ 400 A
X
& 200 1}
0 . . . .
0 12 24 36 48
B (hr)
1% H SE I R HE RS
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MR N AUC, Cmax 50/37 A — &3, #ERE ORI OERERH + e 55 O #ER
KL > TRRD TN D D,

<vuAHV—)VEE100mg THETL] >
IRESR LD FIIRI MR A RF 42 CERR94E 12 H 22 H  [E3R5EE 487 BRI

THRAZ Y —)LEE100mg THET] KOV L —/LEE 100mg #ZNEI1E8E (VaAZ Yy —Lk
LT 100mg) @R AR FICiiEHERROFE S L TR e 242 Yy — VRELZHEL, Hoi
FEENRE ST A — % (AUC, Cmax) (22T 90%EFIXHEEIC THEHFIT 217 - 72/ £ log (0.8)
~log (1.25) OFFHNTH YV, WAIOEYFHIFREMENHER S,

HENRE ST A —X

BT A—H BEINT A —H
AUCOHZXS Cmax Tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
TR ALY — )L
9659.8+3360.5 769.91t270.4 3.23*x1.24 13.22+9.22
100mg (HET |
T H— IV
9325.1+-2433.6 702.4+=269.1 3.35£1.50 15.88+t10.29
100mg
(1 gE# 5. Mean+S.D., n=20)
(ng/mL)
1000 A
——>OZ%Y—JLiE100mg [HETL]
m 800 .
iﬁ --A-- 7L 2 —JLEE100Mg
é 600 1§85, Mean=S.D., n=20
e
2 ;
/400 4T
44 ;
& 200}
0 T T T T T T T -l
0 12 24 36 48

#FfE (hr)

1 85 P R A I FE HERS

MR NS AUC, Cmax 50/ 7 A — & (3, #ERFE O, (RHK OERERIEH + 1755 O Rl
R L > TERRDFREMEND D,
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<yBvAZY—,L0D# 100mg 'HEL] >
RIS DE ARSNGB A R T A D —ESIEIZOWT (PR 24 4E 2 A 29 H  IRAHEA
%% 0229 5 10 5-@%n)

vrAXY—L 0D §E 100mg [HET] MO 7 L& —/L 0D $ 100mg %, 7 2 AA—/N—iEIZ X
DENENLHE (r A% Y —)/)L L LT 100mg) f@FERMA BVEICH R A& b Ok L TikA
FOUKTARA) LTl m 24— VIREZRIE L, G iz pEhig 7 A —4% (AUC, Cmax)
22T 90% M5 HEH X A IS THEGHIRIT 21T o 72 . log (0.80) ~log (1.25) DHHNTH V|
A D A= " [R) S D3RR S A=t %)

a7 A —42 Ok L&)

HENRT A—H BEIINT A —H
AUCOﬁ72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
vr A% —)L 0D §E
8943.3+2534.4 619.9+183.4 3.4=%1.1 12.5£8.7
100mg THET
7L —L 0D §E
7841.2+2333.6 546.3+145.6 3.7+1.3 12.9+9.0
100mg
(1 $8#% 5. Mean*+S.D.. n=33)
(ng/mL)
800 -
700 A

—e— O X% —JLODsE100mg [BETL ]

600 A
--A-- 7 L 4 —JLOD$E100mg
500 H
181485, Mean®S.D., n=33

il
i
T
s
=]
2 400 A
2 ;
Y 300 4|
[ a
& 200 ]
big
=~ 100 |
0 by T T T T T ——;
0 12 24 36 48 60 72
BEfE (hr)

MBI EEHER OK7e L)
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FWERE T A =5 OKHV&G)

HIE/NT A—H BEINT A —H
AUCOﬂ72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
vr A% —)L 0D §E
9012.3+3237.8 620.4+222.9 42+14 15.8+29.2
100mg (HET |
71L& —,L 0D §E
7779.6=2702.1 537.51182.6 3.4+1.4 14.5+12.9
100mg
(1 gg#& 5. Mean*=S.D.. n=51)

(ng/mL)

800 1

700 +

—e— O X4 —JLOD#E100mg [AETL]
m 600
5 4 --A-- 7L &% — JLOD$E100mg
F 500 4 |¢a
z ™ 1384%5, MeantS.D., n=51
[m] A
2 400 -
% \
v 300 A A‘.
| R I
& 200 |
l»fé__ﬁ"i
=100 -
0 T T T T T
0 12 24 36 48 60 72

i¥f (hr)

AP E IR EHERS Ok D D 55

MHEPIREENE NS AUC, Cmax S50/ 7 A — X (3, HBRAE OEIR, REOTRIRAIEL - H5iH 5 O R
R L > TERRD AN D D,

<vBAXY—/L0OD§E50mg [HET >%
BIRER SO EW PRIFREMZRRT A BT A O HKIEIC ST (FRk 24 4E 2 A 29 B FKAHRA
%% 0229 £ 10 518
T AH Y —L 0D $€ 50mg [HET] I%, a0 x% > —/L 0D # 100mg [HET] ZHEuEilg s L
L& B HEESESE LHE S ATRICRE L T ST,
(3) i
U ERR L
(4) BE - SfAEOEE
16.7 EYHEEER
16.71 TILI7 U Y
THAZY =N 100mg & TUNT 7 U 25mg HOFHE G LIEZ A, e AZ Y — TR, ST
N7 7 ) ORBHCEEEZ LFES o4 HEAT—4),
16.7.2 TYRARA LY
T ZAr~A3 2 500mg (1 H3E) %7 HRARG®, 2 A% Y —/1100mg L =) ZAr~A
2 500mg (1 H 3[M) #ffHKEG LA, a2 AZ Y —/L 100mg HME 52 Tor A
B =D Cmax 1T 47%., AUC 1L 87T%M L7724 QEAT—4), [10.2 &H]
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2

16.7.3 7 ~ra+VJ—)

Tr ALY —L100mg &7 ka3 F Y —/L 400mg (GRRAA : EARFET) 20K LI-E 2 A,
T AH Y =)L 100mg HMIE G IR Ty a0 A% Y — LD Cmax 1X 94%  AUC 1 129%#m L 7= *
O (HEAT—4), [10.2 B]

16.7.4 DILF 7 LIEERIE

vrAX Y —)L 100mg & VAFT Y LHEE 180mg ARG LI A, vrRX Y — L
100mg B GIZ R Ty r AH V)LD CmaxIE 34%., AUC 1T 44% L7247 OHEAT—
%), [10.2 2]

16.7.5 JL—FI2)I—YPa—R

YR AZY = 100mg &L —T T N—Y YV a—A 240mL Z ARG LImE A VR AK Y —
JL 100mg P G2 Ty a 2 X )LD Cmax 1% 46%., AUC 1% 14%3M L 7=+ GMEAT
—4), [10.2 ]

16.7.6 A A FS5Y—JL

FAT TV =) 40mg & 1 H 1[0 7 HREFTHE 5%, > v 2% Y —/L 100mg & 4 A 77 V' —/L 40mg
PO G LI2E 2 A, Y rAZ Y —)L 100mg BB GITHANTI B 22 Y —/L D Cmax 13 18%,
AUC X 26% M L 724 SEAT—%#), [10.2 ]

EMEEMB /T A —42

(1) A&

B L

(2) WRIREEETER

RUERR L

(3) HEREEEH

B R L

(4) Y9VF7S52A

KB L

(5) HMEHE

B L

(6) £t

EEER L

3. BEHE (REaL—Lav) @

(1

) BT AE
B R L

(2) NFA—SEBHER

(1

KB L

. BRI

LR L

K]

) BB B A
B L

(2) m-ReiREarYEE

(V. 6. (5) 4ttm) DOHZM)
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(3) Eit~DBiTit
(V. 6. (6) #¥lim) DEHZM)
(4) BEBE~NOBITHE
MR L
(5) ZofhoiBB~DBITHE
YERR L
(6) MFEAKEAE
b MISEEAEARIL, e AZ Y= TIX 95%LL E (in vitro, “PHRENTE, 0.1~6u g/mL) 49

50)
o

6. i
(1) REEBEIR UCRBRER
R N Bl m A 2 Y —)L 100mg &G L7k, R IciEEREm E L Toray vy —
BB Sz OPC-13015 J OVKER(L X v7= OPC-13213 A Mt Sh7=° Y,
THRAEZY I/ a Y —LAFOF R a—2h P450 OT A VA LD H HEE LT CYP3A4,
KT CYP2D6, CYP2C19 12 LY fRafaind°? (invitro), [10. ]
(2) REICEESTIER (CYPE) OHFE, F5X
AFNE, T & U THREIEEE CYP3A4 KUV CYP2C19 TE S b, [16.4 &)
(3) MEEEHNRDEERUVZDESE
AR L
(4) REVOFHEOERRUEELL, FHELE
TEMEAH OPC-13015 K UF OPC-13213 [ZZ 4124 97.4% K% K 66% T ~7-49 20,

7. B
R N B 1 2 Z Y — )L 50mg P AR OG- Lz, $ 5% 72 B £ TR G E DK 30% 2
Rt & U CRPICHEE S =Y,
) AR OARBSN-HEZT 1A 100mg 2 1 H 2B TH D,

8. FSVARR—A—IZHT S1EH
MR L

9. BNHEICKEKRERE
MR L

10. BHEDEREZFITH8E

16.6.1 BHiEEERE
HE OB REEEERE (VL7 F =27 VT 5 & 5~25mL/min) I 2 2% V' —)L' 1 H 100mg
% 8 HEFR B L, RIS RS 8 2 X Y — LD Cmax 1% 29%. AUC 1% 39%84
L7223, TEMERE O OPC-18213 @ Cmax 1% 173%., AUC 1% 209% M L7z, BE (/17 F=
Y7 VT T A 50~89mL/min) K ONFEE (F LT F=027 U7 T R 26~49mL/min) DR

FHICBWTEITRD NN GHEAT—%), [9.2 BH]

16.6.2 FFrREEE BE
#2 /% (Child-Pugh 2% A) KOV P4E (Child-Pugh 43 B) DOATHEREREEWERE IS 0 2 % Y —
)L 100mg % B[R 4% G- U 7=, Mg PR 3k A\ & =3B b o7z (e AH Y —

VD Crmax 1% 7% L, AUC X 8% L7Z) °Y (WEATF—%), [9.3.1 ]

1. EDfth
DR L
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VI. £t (EAELOZEESF) CEY HEE

1. &

RELEDHERA

&
1.&
FEOH\EEICK Y IRBES EML ., BMENRRT LS ENHLHD T, PMEDIER ESH) IS
W AHBEEIRRITI L, WEEFRMHDRZRHTHHERICENT, BRHICH=Y PRP
(pressure rate product) ZHFEICLESESEAREH LN, T, FEIBREHICHRIDESE
B L-EMNA SN, [8.3. 9.1.3, 11.1.1, 17.1.2 BE]

(fifa)

oA ZE RN HI R 2 T 2 3BRICB W T, JoiE (RERBfRZRMDT) B"RoonE Lz, v
1A S = JFRREEA B CUABIEIER . DISUHE S8R E R & OV IR I ER 269 5
ZENHERENTVWES, 59 56)

PLED X D ITIREDRIEN Y B AL Y — A THRE SN2 L, 5Ny e A Z Y — Lk b
ARAAEL DOBENNC K 0 BeDEZ BT D ATREMEN B E TE RN En b, RAIZEHT 256, Pl
JEDORIEIC T IEEL O MERNH L EEZONE LT-, (V. 5. (4) HIERER] OHESMR)

ok

2. ¥ERABRLTOER

2EE (ROBHIZEBBELELI L)
24 i LT 28 (AR, BMmE WEISAE. SHEN MM, L& Him, RS, i, H7

M) (HizBETo28EN1H 5, ]

22 5ol AReE0BRE DEREZELLIE2BETARSH D] [8.4 ]
2.3 RFNORSTITxE LiUE DB ERE D & 2 B
2.4 IR IR L CW D RREE D & B i [9.5 S ]

(fi#sh)

2.1 Hifl LTV A EEICB W XM OAE S LT, M/MROBEEREZMEIT 25 2 &, ki
ZANH LI ORIEZBIE T2 2 L1272 20T, Hifl L TW A EEF IR G2 LT 7Za 0,
(%] BHI0E W5 E
M BE S 2 VAT O LR AT TH D7D T 5 —REOER T~ vk v = —2 T
A VERBER, IR, 7 v U TR, BEAMEEERR R EREERET,

2.2 AANLPDES FHEMFEMAZ A L TWWET, KETNYHA I ~IVD 5 o O A2 B 1%
L. PDE3 FLEMEHZ A T 2 N LHZ BHI#E G LBRBRICIB W T, AFEEN T 7 e R RICH
Lo e OWERH Y £9°7 58,

2.3 AF|I ORI xE T 2R BUE OBEERE D & 2 BE AR &2 £ 5 U546, B OMRBUER 23 5883
HAEEMERRWNEE X DN DO T, REIO AR UIBBUE OB O & 2 B 121X, AR o
HAEBETTTES 0,

2.48D %7 v b OZE AR GERIZB VT, 1,000mg/kg/ B TEE AR T OB EERINNZED Hh
TWET, £72, SD %7 v MOFAEM LR CEANKRGRBRIZHB W T, 150mg/kg/ H LA L THAE
IROIRRE R OBET W ORIINAGED SR TWE 9 600

3. MREXIHRICEET SR EEDEH
(TV. 2. ZEESUINRICEET SR 22452 L,)

4. BERUVAERICEET 3B L ZTDOER
REIN TV AN
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5. EEGEFNIE L EZDER

SEELEXRMIEE

8.1 AF|DfMFEIE B 1T 2 B IR IEDTER N L E L T bt 2 2 &

8.2 MHHIERF ~DE G HT= - Tk, Moo i/ MREEE & Bl 3~ 2 A% & O EAERICERT 2 &
&b, AIMERFHET 2 BE~OEGITEBEIIIT, #5PEHakED=y ha—L 2179
Z L, [10.2 ]

8.3 HEIRIZAE & S 0F 95 B T, AFKIZ# 5 HICEEOIRBESINNS & & b - HA1IE, PLlE
EHEBTHARENHHOT, ZO L RGAICIIHE THIET 572 L0t 2 0@ %2179 2
&, [1., 9.1.3, 11.1.1, 17.1.2 ]

8.4 AF|ix PDES [HEEHZ AT 23K TH D, WMV T PDE3 IHEEHZH T 534 (v
U ue D RAFY w58 (B LT, 9 o ffELAE (NYHA 3EII~1V) BE 255U
=77 v R BEMLERRICB T, EFEER T T BRIV Ero 2t ORENDH D, £/2, 9
SMMELAREE R LRWBFIZBWT, AX4lZ &1 PDE3 HEM 2 BEHER G L2560 PRI
MTIER, [2.2 B
(fiah.)

8.1 MHZENFIE L7, JERDZE L TO ARV TCoffi BRIz H Y 8 A,

8.2 HEZEEF ~DEETH 1=V | oD i/ IREEEE 2 J0I - 2 $EA1% & O HAEH K O E D& #
BT AR AL E L,

8.3 AHFIOIENEH NS | HEROKAZENH O D ~DOBEE AR+ ThRVEFITB VT, A
FlOM A L0 IR L, DAFEERNE RN LR L2568, ODFICB T 2BEOERNT
VARV, BRODERIEN TR SN D FREENH Y £, (V. 5. (4) MEEAIRER] OHZSMH)

8.4PDE3 PHEEHEZAT HHKAI (LY /v, _RAFV v (ARRER)) (BT 51O RS
R BR CAEGFRN T TR LIEDN > T2 L OMENRH Y £,

6. RENERERTIBAEICHTIER
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEEEOHLHE

9.1.1 AP DEE

iR+ 2800 H 5,

9.1.2 HMEMERIZZFDEEDHHBEE

i L7=ff, ZnZ2BRT 2820013 H 5,

9.1.3 BEIREE 26T H8E

WRAAEIEINC & 0 PEA R T D WeEED H 5, [1., 8.3, 11.1.1, 17.1.2 & ]

9.1.4 ERFEHSVIITHEEREEFT LIRS

A EHR AR LT,
915 B L TOHEALFLTLWAELENEE (BEEELES)

BARANICE L < @O IIED Rt LIMZE R 3 FIET 5 & ST % SHR-SP (25 o 5 580E i i+ A
RIIET v b)) IZBWT, ¥rRAZ Y —)b 0.3%IRAF G FETR BT bl U CAAF I o FEfiE 3
BOLNTE CEHHa a2 — LR 40.2 ., XTHERE 43.5 ),
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(fiE)
9.1.1 AANT M/ MREHEMBIEN 2 A9 5720, AT OBE TR0 LHLZRT LB

ZTNRHY £,
9.1.2 AANI M/ MEREERISIER 2 A4 2720, HEENE N ZEDORROH 5 BEFIEGT 5 &
HifzZBhRES58EhndH 0 £7,

9.1.3 AAIOIKIIEM S, HENRORAZZE N H 0 D ~OBEFRMAE 3+ TRWEBHFITE W T,
AENOMFE I L0 IRAAZA M L, DFERREE &N B LI2GE . OicB T 2BEOTFHEA
T VAN, ROVEREDRHE R SN AREENEZ N E T, (TV. 5. (4) HERER ©
THZ )
9.1.5 Fifge L CTILED A LT D mEiiED B CEMEEIMES) Tk, Mz o7& iz
iz R3 2lRettnd v £4,
(2) BHEEERE

9.2 BHRERERSE
BHREDNEAT 28NN D5, £, r A XY — L OREYO M FRED EANRE ST
%, [11.1.7, 16.6.1 ]

(i)
BIRREDE T LTS B8 (BB, FERRIERIE, Mg ) ([CRE LIcSa, ke
BB ST 2D £4, £, BIRICEEREERH L L. FEMRBOEES Tl T
BRERER L. (EHOEBIENCEERR b bbh o BT b £3°7,

(3) FHREEESRS

9.3 FFReESTEE
931 EELEEDHSBHE
TaAE Y — DM EEN ERETABENND D, [16.6.2 ]

(fi#sh)
Rl B R ENH D & YN OBIESE TP REN EF L, /ERAOHERIE CICRIER N S
bohbaBzhndy £954-
(4) SFEREERTHE
BEIN TN
(5) Hhw

9.5 ITiF
TTEIR SUTIENRE L CW D ATREME D 8 5 ZePEIC I3 5- LW 2 &, @R (5 v b)) TREBIEOHY
PO WO AR OIRRE R OSE T IRO#INE O Nt S Tunb, (2.4 HR]

(figin)
AFNTIEDT SATIEIR LTV D ATREMED & 5 i N7 D HRBRILH  EHA DT, ERF 05
(ZB D LI L TWEE A,
SD %7 v b OIEHRAT M ORI GBI W T, ZRAKOZBRENICHEIIHAONEREAT
L7z, SD %7 v M O#ERHMERGRBRIZHB VT, 1,000me/kg/ H TEF IR OB EEH NN A 6 1
FLDB, BARAGEY X2 HWERBRICBWTUIERIIAONEEATLEZ, SD £7 v O
JEPEI K O 3L 53R 12 35 T 150mgrkg/ B LA B CHEAE W OARAR T M OSE TSR DI 7 &
NELER, ABROFBEFIZRIFTLE,
PLEXY | 3 TR L WD ATREE D & 2 LTI B LN EE L E LT,
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(6) 7w

9.6 1ZELIF
RIR EOGIMER O RARBEOF M ZZE L, RALOME SUTH I 2 Rad 2 Z &, 8 ER (7
v B) THH T ~OBITRHRESHLTNDEY),

(figan)
O3it% 14 B ORFLF O SD RMEME T > M 14C-> 1 A X Y —/ L % 3mg/kg HRIFE O#% 5 L 721,
FLIT PR B 3B 5% 4 WS el B A s UL LATR 24 IRefH] 3 C 5.23 IRFRT D B TR L £ L7z,
[FIREICJE U7 i R & bl 3% & 0 A PIREIXW T IO R RIZB W T Mk HIRED 41
~T72% T L1z, ZDOZ ELnb, MR EOARRELORARBOFEMEZZE L, I OME X
HikERET o2 &) ERELE L,

(7) NR%E

9.7 MNRF

N 2 G & U TR R BB 580 L T 7eny,

(fifam)
RANL/NRE T AERRBRIIEMML TRV THXAD T, /NI T A LM L CvE
e
(8) EinE
9.8 HiE
BET DR EEETL L, RICEBSIENMET LT 5,
(fifam)
—HRIZAFISREDIR T L CW A EIGE TIIAFI D7 )V 7 7 o ANE T T A AR H 0 £ 9, &l
FTIHWET L0 E, BEOREZBE LN OGEELTHRELTIEIN,

7. HE%EHR

10.48EEH
AFNL, F & L THFHEESE CYP3A4 KOV CYP2C19 THE &b, [16.4 &)
(1) $tRAESETDER
BE I TV
(2) tREE L ZFDEA
10.2 BEREE (BERISEETH L)

A & BRRGEIR - #1871k B - fERIR 1
PUEE[ 7 Hif U 7=, 2z BhE 9 2 58 AR AN f /MR EE4E 4 il 1 %
INT 5k ZNNdH 5, BT D720, b 3EAE L GFH
L/ IREESE 2 B9 2 SR DFABFICITHMEORMER 2|4 5 L iz BRI 28 %1
TAEY v Fra Y U | TaT A7, MIKEFEERE| DS 5,
7 a e R LV % oo e oI

A A g A
vuXxf—¥, TATTT—B%E
TaAR ST Yy B BEI RO
E7FEREN
TATOAEZIL V=T Rk
TINT 7T I AE
[8.2 ZH]

34




R EHBESR (CYP3A4) ZPHET
% HAl

~r7 a4 RRPAEYE
nA )

HIV o7 7 —BHEEA (U b
B4

TV =VRURER (( FT a3

(=Y =

AR OIERDBHERT DB Zh
N o, PFHT 255 13RED
DWVIFEHENSHIBET 572
FHEETLHZ L,

Flo, LT TNV a—
AL DOEFERMZ Lnwk D
WCHEET LI L,

INHOEHRHDWVIET L —
TIN—= Y 2 — ADRRSGT N
CYP3A4 Z[HEFT L2 LI &
O AHIOMAFIREN BRI 5
ZERD D,

V=), 2 aFf V)
VAFVL DNFT Y LR
L3

TL—F T N—Y 2 —2A

[16.7.2-16.7.5 ]

YIS (CYP2C19) #PHET
2 HEH

FRA ST —

[16.7.6 =]

AAIOIERA DRI DB
W n, PRI 256 13HED
DWVITEHENORBT 572
FHEETLI L,

Z e OFH| CYP2C19 Z fH.
FEILHZ LI2L0 . KFlo i
REBDEATDLZENDHD,

(fiah.)

<PUBE[EA, M REE 2 BT 2 3EA . MRS, e A ¥ 7T Ty B BAIR O OFE
>

ARANTI T EESEINFIER 2 A4 5 72, Moo/ IMRIEEE 2 3014 2 34514 L OFF L7234,
ERIRT AR H 0 £,

L7228 o T, Mo i/ MREEEE 2 M6l 3~ 2 EAE 2 0 L T 2 B IV TiE, HiEoRIEM %
TR D70, MIREEFRERESEZ 0TV RD BT 2 2 LR KETT,

axfiil

INT 7 ) EORYY GMEAT—4)

KENCBWT, R AR 15 flastBic L7y U U EIG A0 Ty a 2% ) — RSO
QB E D7 0 AA—N—VECHKRRBRZFEM L E L-, Y r A%V —1 100mg b LIT7 7k
AA 1 H2[E 18 HiER&RS L, 208 8 HHIZKHRICTU LT 7 U Y 25mg ZHEIERG L, M4
FOUNLT 7 U UBERZMELE L, YuRZ ) — L HERLE TSR EERELE ORIT, R-U L
TZ7 VKRS UNT 7 U OFEYENRENT A —ZZETHEOONETEATL,

Fm, ULT 7 ) UMM L LT PT (X hr B U] . APTT (G he v RT5
Z2F D) 12 ERIFLEEATLE,

E/
W

<FEWREEEE (CYP3A4) % PHEHET 2 3KHI >

AANE, T L LTI CYP3A4 TREISN D L BEA 6N TWET, CYP3A4 IHEMREMZ A
T O HHNE L AR 2O LT G, ARIORH, ISR O LE Sdv, AH| R OVENE
KA O MIEPIEDL LR T D REMENZZ DN ETOT, FRHICHI-> TTEE L TIZS W,

<FEWHRESE (CYP2C19) A PHET 2 384>

AANE. —HAEEESE CYP2C19 TREt SN D LEZ BN TWETY, CYP2C19 HEMRHZ AT
L AN LAF 2 B LTt AFIORE, EISTEMERE OGS BEE S, AH L OTEER
DO MBETREDN EFT D REMEREZONETOT, fHICHIZ > TUTIEFE LTI Z S0,
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(

—

. Bl{eA

11.8/EH
ROBWERDB S BN ZENHLOT, BlEZ 7TV, RENRBO GGk E 2T

14 %70 EHEOI R LEZAT O 2 &,

) EXLRIER & AR

1.1 EXGEMER
11.1.1 5o MEDLFE (0.1%K0) . DEEE, BdE. DEHEHR (WTHLLHEERY)
[1.. 8.3, 9.1.3 ]
11.1.2 Hifn (RHMEOEEABD FEAH), HEEHM (0.1~5%AK5) . BEHMI (0.1%K
). flm, S (WOFhb FEERE))
Jisd L S5 O BEZEE N L O IHIER & LT, B, B - MR, ERREETE. RN D Db b Z &
NH D,
1.1.3 § - +=3BBRE®E (0.1~5%AH)
HizESH - +fHBEEROLLDLNLZEnH D,
11.1.4 /MRED . RMBRED . SEBEHRBRE (W7 bHERH)
11.1.5 MIEMERMA GHEAH)
FEEN, Wk, PRORREE, MY X BRELE . MRREKEZ AR O MEMMR RS bbb R h D, =
DX REHIFEE LTI L, BIBEERLE CH OB 5SSOI AE 21TH 2 L,
11.1.6 FFBREEREE (0.1% A0 . BE (BEERH)
AST, ALT, AlI'P, LDH %D EHCHERO OIS Z ENH D,
1.1.7 SUEBFEE (BEARH)

[9.2 ]

(fi#sh)

11.1.2 AFNTHTl/MERITH 2 Z & 26 HIME R O BHWEIZZIEHIE-A S b X< MbH TV 5 El
fERTT,

11.1.4 RANZIBWNT, HRE (BN < ek BERIERE, & 72 MR
(50,000/mm3 i) A3 S AT T2,

11.1.5 2D OBEICAR ZH G Lz 2 A, K70 BIC, WERINEE, ek, SR
HHL L, @ ORERFEIMIE & i X AR, i CT TONEAMEAR U AT ARERE ERA2BD- v
HEHFIO Y BEwilkE (ERNXITEN) OFERH Y £,

11.1.7 W (EWNUIIESS) 1280 T, BREREME T L OV 5 B3 (IBPERREE ., Bl EBHE
EEES) ICBE LIEGE, —iBMEICBEEE B L SR TERIN S D720,
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(2) Z0inEI{ERA

1.2 TOHDOEIMER
5% I 0.1~5% A 0.1% A 1 A< ]
W BUE W5, BB, O SRS JEARBREOE, ALBE
(s B, IR, 1ZTY ., OILE RS I EAR T
FEAmEh - bespEsER - b
SEPEIISMNGHE - O EE
HMIUHESE D AR
TR R PER - BHER IR, O FEV, AR, L|IRE, F IV PAf - il D
OV EES
THAb#R MESE ., BELs - @M, AR H V&
AR, TR, B0, 18
MG, TR
17 2ifn, [ ek
T FRER I %
FH i feg ) BT H . R
JHF ik AST « ALT - Al-P -
LDH » I 5-
5 Mk JRERME 5. #HR BUN L&, 7 L7
F=r b5 PERREE
Z DAl I, MR, BRI R DR R e
&, FEEL MpE E5 e

9. BMEKRERRICRITYTRE

BE I LTV

10. BEHRS

BE STV

1. BRLOEE

14 BRLDEE

(RFIHE)

THZLENRDD,
(0D #&)

141 ERIZFFOIE

14.1.1 PTP GlEED AL PTP > — b6 B0 L CIRAT A L g8+ 5 2 &, PTP v — DAk
IZ& 0 BEOEAEANEEREEAHA U, BT ILA R & U CHERRTR 28 5 O B EE 7o & OFIE 2 O 5%

14.1.2 AFNIED LoV R AZRE S5 T 5720, KR L TRHAMETH S, £/2. K
TRHT A2 &b TE B,
141.3 AFNIE-FEDOREETIX, AR LTRHA LW &,

(fif)

14.1.3 AHIZE-EETORETKR L TIRASELZSEA. BEICNE L TRELZREZTZENE X

LNET,
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12. ZOHODEE
(1) BREERICE I HH

15.1 EREREERICE D < 18R

15.1.1 JIbd#E 2 B R PN 2 SR 2 Wit 3- 2 BRI 38 WO T UAREIBE LS HE IR I3 D FEAE B S OB L1232 < A 5
le (RAIRE 11/520 B, 7°F B AHE 1/523 f51) .

15.1.2 ¥ 7 A ¥ Y —/L 100mg & HMG-CoA iEiBEH HEIK 2 N2 % F o (HEAFRAKR) 80mg %
G LZE A, uR"ZREZFUBMBGICHARTrARAZ T 0 AUC 23 64% N LT & OYFsk
WERH D2,

(fiah.)

15.1.2 KENZHBWT, BEFEMA 16 L 2RI GH HIZr AR ZF 2 80mg &5, 2 H)
H6HETYRAXY—/L100mg % 1 H 2[5, TAHIZEARNAXF L 80mg Ly AX Y/
—/L 100mg Z 05, 9 HAIC o N2 X F > 80mg &1 A% Y —/)L 150mg % FH#&5 L.
MFF DO NZAEF U EBEL L E LTz, 2R XF L 80mg & 12 A% Y —/L 100mg % f
AL Lk, B2 ZF 2O Cmax (ZZ2BITERD S - 725, AUCE 1T 64%MLE L
776

(2) JFERERHERICE D {1EH

15.2 JFERERABRICE D < fFHR

A R A&V 13 B O GEERERC S KON 52 HRERE D5 EERBRC Y 2B\, BmHET
FE DN D JEIE R Ol RENARIG ZE 23558 & 4L, R & 1T 2 21 80mg/kg/day., 12mg/kg/day
Thoto, 7v FEOHF L TIILBOEITRD it o7z, 1 EMBEIRN & GOl rERER ©
IE, A XITEODEONIE, .05 OAMER OGERBIRO (LS B, YuTITRE O LEON
ED MM L 358 LTz, fihd PDE FHEHIRC ML ILEEANZ BV T H B DIsEIE D 7RO &
NTEY, FRIA XITRBE LT WVERFE TH S LG I TV 5,
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEERE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REEBE5SHHR
AR L

(3) BizEBHEHR
AR L

(4) BARMERER
MR L

(5) &REFRESHERR
AR L

(6) BFRIKRESER
AR L

(7) ZothoEHESH
MR L
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X, BEMERICEYTSRE

1. HEX5
vuAH Y —)LEE 50mgl HET |
v AH Y —)LEE 100 THE T
T T v s 2L
AKX —)L 0D & 50mg! HE T
va A% —1 0D # 100mgl HET)
HRRS | vmRE S — L L
2. H3hHM

AR : 34

3. ARRETORE
R IRAF

4. RO EDEER

20. R LV EDEE
(OD #&)
BREMZITIB R A BT TIRIET A 2 &,

5. BEMITEM
BEMERLTA R AH
XTvoLBy A
ZOMOBHEMTEM A (X, 2. ZOMOBIHEE OESMH)

6. R—H% - A%E

Rl—pksr

7. ERR4EERR

R

7L #—/L 0D $E 50mg, 7 L% —/L OD § 100mg

8. NERTEABFAARUVKEES, EMELNKFEAR. REMEEAR
<vBaAF Y —)LEE 50mgl HIET.| >

LT I 5 AR B SR L HE LY U 5e B R
T B4, e R it
FHH FHH HHH
o 2000 2000 2000
e Lu A5 — b 50 F 21200AMZ00203000 i F
B s 3H 13 H 7H 7R 7H 7H
s Ta AL — LB 2011 2012 2012
sl B e ] 92300AMX01181000 * F
ALl 50mgl H & T ) 9H 14 H 6 H22H 6 H22H
<vBaAF Y —)LEE 100mg! HET.| >
LR R AR | BRI
)@@ Eﬁj’i'ﬁ% %LEJ):(JLJ?( ﬁ‘(%ﬁﬁ% i{ﬂﬂﬁﬁﬂiﬁz E&Juﬁﬂﬁu
FHH HHH HHH
i 2000 4F 2000 4£ 2000 4F
v 27— ME 100 21200AMZ00204000
L% 3H 13 H 7H 78 7H 78
k744 Ta AR —)VEE 2011 4E 99300 AMX01180000 2012 4 2012 4E
W 100mgl H [ T | 9H 14 H 6 H22H 6 H22H
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<vmAHY—)L 0D #E 50mgl HET. /> 1 2% —/L 0D $ 100mgl H[ET.] >

L BRLEIR 72 KGR e FEAE EE B L W7 B A
J I W 5e4 A KRE S A A P
BR7E | e A XY —L 0D 2016 4= 99800AMX00261000 2016 4 2016 4F
B he 50mg! H[ET | 2715 H 67 17H 67 17H
W5 | m A% —L 0D §E
" 22800AMX00262000 " I

B 4e 100mg AE T
9. PRENTIHREM. AERUVABREHENENEAARUTZOARE
<ZhBE X 1T ZhSIB N >

ZNRE X TN RBANAEH B - 20104 9 A 14 H

[AiR7E4 © 1 A7 — ME B0, 1 A7 — hE 100

B IH

2| - B EENARPAZERE IS VB, B A O | - BEEIRBAZERE IS EE. B AL O

RE | RO MEREIER O UE JRAE D I MRS R O Bl 3

X | - idEESE LM IEARE 2 bR <) FEIEH O | —BRBEEL

I FFEHH

%0

R

10. BEEHER. BFERRLARFEABRUVZTORNE

< FRREAAS AR (SR >
FER/AFKH 200247 H 10 H
AiR7E4 © 1 A7 — ME B0, 1 A7 — M 100
FEAR  HEEER 14 456 2 HA S UKRRIEREH) OWVTICHazs L2V,

1. BEEHM
3 LR
12. BELMFIRICEAT 51FH
AFNL, BB T 2 HIRITED BTV,
13. E#Ea—F
JEAE 5 ) AT 2L e | R R A 2 — R . L7 NEROE
B4 T e HOT (947 &% | _ __  — °
IS EIR S =2 — R (YJ =2— ) VAT AHa— R
v AH Y — )LEE
3399002F1010 3399002F1273 113133801 621313301
50mgl H[E T |
AR —LEE
3399002F2016 3399002F2296 113146801 621314601
100mg! H[E T |
v AH Y —L 0D
3399002F3012 3399002F3110 125018301 622501801
& 50mgl H[E T |
v AH Y —L 0D
3399002F4019 3399002F4116 125019001 622501901
#2 100mg! H[E T |
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14. REHRTLOIE
AFNL, TR EOBREELTH S,
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XI.

AR

. SIFAX#E

1) HNER . ZE AR

2) FENEEE M RRER

3) FNEEl : AR EMERER (0D §E 50mg)

4) ZREhrE A BRPREFAR. 1986 ; 14 (1) : 13-41

) WHZE= fth : JEBRERE 1985 5 17 (4) : 421-432

) ZRAIE fh: EEOH DI 1986 5 139 (2) 1 133-157

7) CSPS (7L & —/L$E : 2003 4- 4 H 16 A/AR, HFEEEMEE 1.1, (3))

) Shinohara Y., et al. : Lancet Neurol. 2010 ; 9 (10) : 959-968 (PMID: 20833591)
) EWNRLERGEA IR (7L 2 — VEEEUOD §E - 20124 3 A 26 HAR, HHEEREE)

10) i/ EHSREMIHIERIME T (7L % — L8 : 2003 4F 4 A 16 H&R, HREERHMIEE A1, (1))

11) Sudo T., et al. : Biochem. Pharmacol. 2000 ; 59 (4) : 347-356 (PMID:10644042)

12) MEYERIER (L2 —)LEE : 2003 4 4 A 16 HAR, HFEERHMEZER.1. (2) .2))

13) Igawa T, et al. : Thromb. Res. 1990 ; 57 (4) : 617-623 (PMID:2158154)

14) Minami N., et al. : Life Sci. 1997 ; 61 (25) : 383-389 (PMID:9416770)

15) IR RZ 7Ty L ROT T ) v AFHE R COM/MREEEMGIER (7L % —/LEE : 2003 4

4 J1 16 H7&KRR. HEHEEMIEZEER.1. (1) 4))

16) Kimura Y., et al. : Arzneim.-Forsch./Drug Res. 1985 ; 35 (II) : 1144-1149 (PMID:4074426)

17) Matsumoto Y, et al. : Thromb. Res. 1999 ; 95 (1) : 19-29 (PMID:10403683)

18) Kohda N., et al. : Thromb. Res. 1999 ; 96 (4) : 261-268 (PMID:10593428)

19) 7 v MR D 5 TO M/ MEEEMHIEN (7'v 2 —/LEE 0 2003 45 4 A 16 H/KGB. H5E

ERHE AR 1. (1) .2))
20) WEATEE A BEPRLIRYE. 1986 5 14 (3) 1 1531-1536
21) Yasunaga K., et al. : Arzneim.-Forsch./Drug Res. 1985 ; 35 (II) : 1189-1192 (PMID:4074432)

22) Kawamura K., et al. : Arzneim.-Forsch./Drug Res. 1985 ; 35 (II) : 1154-1156 (PMID:4074428)

23) ZHET il : JRE. 1988 ; 28 (2) : 135-139

24) Watanabe K., et al. : Arzneim.-Forsch./Drug Res. 1986 ; 36 (II) : 1022-1024 (PMID:3094546)

25) RIESCE A BRIRAFAM. 2000 5 27 (3) : 615-643

26) FEHIME 23T HoEIER (7 L2 —/LEE : 2003 45 4 A 16 H7KR., HiEERHEZE R 1. (2) .2))

27) Kawamura K., et al. : Arzneim.-Forsch./Drug Res. 1985 ; 35 (II) : 1149-1154 (PMID:4074427)

28) MR T MR D MM REAER (7L 2 —/LEE - 2003 4 4 F 16 HAGR, HIGHE BHEE

R.1.(2) .2)

29) Kamiya T, et al. : Arzneim.-Forsch./Drug Res. 1985 ; 35 (II) : 1201-1203 (PMID:4074435)

30) Yasuda K., et al. : Arzneim.-Forsch./Drug Res. 1985 ; 35 (II) : 1198-1200 (PMID:4074434)
) Ohashi S, et al. : Arzneim.-Forsch./Drug Res. 1985 ; 35 (II) : 1203-1208 (PMID:4074436)

2) Kobayashi S., et al. : Arzneim.-Forsch./Drug Res. 1985 ; 35 (II) : 1193-1197 (PMID:4074433)

3) Hayashi S, et al. : Hypertension. 2000 ; 35 (1) : 237-243 (PMID: 10642304)

4) TIshizaka N., et al. : Atherosclerosis. 1999 ; 142 (1) : 41-46 (PMID:9920504)
)
)
)

w W W w w
—

5) Hashimoto A., et al. : Atherosclerosis. 2006 ; 189 (2) : 350-357 (PMID:16545819)

6) Omi H., et al. : Microvasc. Res. 2004 ; 68 (2) : 119-125 (PMID:15313121)

Otsuki M., et al. : Atherosclerosis. 2001 ; 158 (1) : 121-128 (PMID:11500182)

38) Nishio Y, et al. : Horm. Metab. Res. 1997 ; 29 (10) : 491-495 (PMID:9405974)

39) WEZHIIEIZ T 2R IER (7L &% —/L8E : 2003 45 4 H 16 /AR, HEEEEMIEZER.1. (2) .3))

wWw W
3
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40) RAIEIRE il SEPE &A%, 2012 ; 40 (11) : 955-964

41) tENEEE : AW FRIRIEMERER (B 50mg)

42) tENEEL - AR EERER (B8 100mg)

43) tENEEL : AW FRIRIEMERER (0D #& 100mg)

44) Mallikaarjun S., et al. : Clin. Pharmacokinet. 1999 ; 37 (Suppl.2) : 79-86 (PMID:10702890)
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XI. 3&8H

1. ELESETORFTRE
AT 2EEUIR, HEMOCHBIZUTO LB THY | SETORBIRDL L 138D,

R ESIES MIER &
OBMENRPAZERE 2D I8, KR A OMERED| @E, RAIZE, v 2%y —L Lt LT1HE100mg
JE L PR AR 0D e Z1H2MEARET 5, ok, Fiv - ERICED
OMigzE CLIFPERMIERRAE 2 Fr <) FRIER O I | BEIET 5.
Pl

<DailyMed (USA), 2023 4F 11 A fusE >

4 KH

ey an Teva Pharmaceuticals USA, Inc.
k5844 CILOSTAZOL tablet

FIH - ik | 50 mg. 100 mg
INDICATIONS AND USAGE

Cilostazol tablets are indicated for the reduction of symptoms of intermittent claudication, as
demonstrated by an increased walking distance.
DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dosage of cilostazol tablets is 100 mg twice daily taken at least half an hour
before or two hours after breakfast and dinner.

Patients may respond as early as 2 to 4 weeks after the initiation of therapy, but treatment for up
to 12 weeks may be needed before a beneficial effect is experienced. If symptoms are unimproved
after 3 months, discontinue cilostazol tablets.

2.2 Dose Reduction with CYP3A4 and CYP2C19 Inhibitors

Reduce dose to 50 mg twice daily when coadministered with strong or moderate inhibitors of
CYP3A4 (e.g.,ketoconazole, itraconazole, erythromycin, and diltiazem) or inhibitors of CYP2C19
(e.g., ticlopidine, fluconazole, andomeprazole)

2. BB SBKRZIRESR
ERICET SiBMER (F—X SV THE)
AINZHB T EOFEEOHOETHEE A —A T VT EI3R R D,
( VI 6. FrEDOEREAT LEEICHETLEE] OHESHR)

Drug Name Category
F—A T VU T DH5HE cilostazol B3
(2023 4% 11 HBsR)

2% ROME
A —AKZ U7 D45%E (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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1. A&l - RERICEE L CHREHEETSICH->TOSERER

AEOEHRICET 2T

RIEICITAEBZ Z T TORWREICET RN E £ 5,

AR TIEENHENL L TR VAR L EENTEY, HLETHLRBIN TV IR FIETE O AR
EEELLTIRLTND,

ERMEEEDEIRE 2052 ECOZBERTHY | MLEOFEEZRTHDOTIER,

(1) @

R OR TR

AaX4Y—)LiE50mg THETI ]

B DR EM % 25°C « T5%RH OIRGFSM: Tl Lo R, HiRITAaomETH Y . & RITHEA
THoT,

BRIRTERK « BRI 2 Pk TRyfE L7,

@ K 25T - T5%RH [EESE. B

(B /M~ Fe KAE)
R ERIE H =RV TRAF I
<K > &5 BH AL 2 1% A 2% H 3% A
PR n=10 GD0602| HEOME | BEOKEK | ALOBKE | AAOME | AEROBKE

&8 (%) * n=3
GD0602| 97.0~99.8 {100.5~100.7| 99.8~99.9 |100.7~102.3/100.4~100.6
<95.0~105.0% >

(zEE) Ea2l (%) |GD0602 — 1.2 1.3

1.5 0.6

M RRRICKHT D AHE (%)

SARABY—ILEE100mg THETI]

Wi DR EM % 25°C « T5%RH ORIFESM CTHRET L72fER, HIRITAGaOmKRTH Y . & EITHEBN
ThHoTl,

WRAARTERK « UBRELH 2 FLoA Thyf: L7,

@ K 25T - T5%RH [EESE. B

(B /M~ F5e KA
BRIAE H 7y bk PRAFHARE
<> &5 BH AL 2 34 1#%A 2% A 3% A
PR n=10 HD3102| HtAOMEK | HEOKE | ABOHMEK | AEOKAE | ABOHE

&R (%) * n=3

HD3102| 99.3~102.2 |{100.1~100.8/101.1~102.7| 99.9~100.5 |100.4~100.7
<95.0~105.0% >

(zEE) Ea2 (%) |HD3102 — 1.2 1.3 1.5 0.8

M RRRICHT D AHE (%)
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SARARY—ILOD & 50mg THETI]
W DR EN & 25°C « TB%RH ORIFESRM TR LR, MEIRITBAOKH KR TH Y . &EITHBEN
Thot-,

FRARVERK « BRELA) 2 ek Ty L 7=,
SRERFEHEHIR : 2016/4/14~2016/7/21

® K 25C - T5%RH [EOG, Bk

(B /M~ Fe KAE)
=X ERIE H =RV PrA7 I
<K > &5 B 4G 2 A 1% A 2% A 35 A
PR n=10 BV0100| HEEOKE | HEOME | HEOHME | AEOBKE | BEOHEK
“E (%) * n=3
BV0100| 98.1~98.8 [100.2~100.7[100.0~100.5/100.2~100.5| 99.1~99.2
<95.0~105.0%>
(%) EEZ (%) |BV0100 — 1.2 1.0 1.4 0.5

CRTRBICHT 2 EAER (%)

SARARY—ILOD & 100mg THET]
W DTN & 25°C « TB%RH ORIFESRM TR LR, MEIRITBAOKH KR THY . &EITHBEN
Thot-,

FRARVERK « BR BN 2 ek Ty L 7=,
SRERFEHEHIR : 2016/4/14~2016/7/21

® Wi 25C - T5%RH [, B

(B /Mt~ F5e KA
ABRIE A =V A7 2 R
< HiHE > FH EEpESS 2 A 1% A 2% A 35 A
PR n=10 BV00100 | HEaOEK | ABOME | BEOBEK | AEOBE | BEOHEK
G (%) ¥ n=3
BV00100| 97.8~99.0 [100.2~100.8/100.1~100.4| 99.3~99.7 | 98.4~99.4
<95.0~105.0% >
(%l EEZL (%) | BV00100 — 1.3 1.0 1.5 0.6

CRTRBICHT 2 EAER (%)
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(2) Hilg - BEMRUBREREF 1 —TEBHHER

aREYy—)LEE50mg THETI]

1) HBAH&E

[ B v 5
KR 1 £ 7213 2 %5 55°COIRE 20mL DA - 7= FEHHI ANV THEE L. 5 2 EE % A ek o
WAL LTz, BORENRD DNRWEEA T, HIC 5 RkES:. FFEOREEZITV., R
WO EBIE LT,
LFREOBE TR R ARERE AR SN2 WEAT, BIK1EE T 2@208 L., B biE TR
[ < MW TRRIRZ A U, REROBEZ 1TV, A iRm ORI 2 Bl LT,

(gt Rl ]
BRBIE DN S T2T 4 AR — %R T 2 — 71T L, K 2~3mL/B ORE TIHEA L, Fa—7
IIRPIHR ARG ) 8 53D 2 Z2 /KT L A A L DOF) 30cm LD SIZEE Lz, BRI 2 EA
BRICEEOHKZEALTTF 2a—TNEES & &, Fa—T7RIEFYDRD b RT dsEiE e
72L& LTz,

FABR S h AR : 2004/11/10
o v &5 : DP0901

2) HBRER
R B I VA AR B P R
T H ALY —)VEE N N L . _ R .
50mg FHEIJ 5)7147\75;%% f.ﬁf{%bf\_o SFI‘?:L 7%@]@ L/fu.o

AFRERT, TSR ERG A FT Y7 (KR CiED)) &2 Ml L TEmLELL,
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LaR%YJ—)LiE 100mg TAET ]

1) BBAE

[ AR AR

AR 1% %9 55°COIRYS 20mL O A S 7= LT AFVTHFR L, 5 43 R AE % A BEREE ok it 2 8122
Uiz, FOT7RHREDTRD WAL, BT 5 M@k, FEROBIEZITV . AAEEERE O %
BlE LT,

FRLOBIE TR R REIRE RO DN WA T, BIK TEZ20E L, B s s clkmE < v
THRIRZBE L, FROBEEITV., ERE ORI Z B LT,

(3 308 14 e

RBIRDO NS T2T 4 AN — 2 RETF 2 — 71Tk L, K9 2~3mL/BOEE CHEALL, Fa—7
VRIS B 8 43D 2 /KT L, HEANE Z DK 30ecm EO @ SICHEE Lz, BEKEZEA
BICHEDFKEZFEALTF 2 —TNERES L&, T 2a—TNIERMEDHZR O G ud@iE e
M7 L& Lz,

BRI IR : 2004/11/10
v h& S GP0701

2) HBRER
iR B R R AR
TaAE Y — L T —— e
100mg [HET) 5 7 LAPNIZ AREE - B8B L 7=, 8Fr.F o — 7 Z Wil L7,

ARBRIE, THRSE BERG A RFT Y7 (KR CiE9)) 2 MlAE L TEmLE L,
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SARARY—ILOD & 50mg THETI]

1) ABRAE

[ AR AR

TAARY—DER P A ZRERY  RIE1EET 4 AR —RICARLTEA R ZREL, K
55°COIRY; 20mL W\ \EloTz, T 4 AXUH—ICEZ LT 5 miE%R, 74 AXVY—%2FT
15 THAE RIS L, ABURE ORI A 8IS LT, RO RAENRD LR WIGEIL, T 5 /5 E 4.
[FERDEAEZATV ., HRBIRB ORI 2 BLEE LTz,

FREOBIETHR D2 AERE DGR DN WA T, BRI 1TEEZS0E L, B A CcEkEE < alv
THIRZMEE L, REEOBRIEEZITV, RERE RN 2B L,

[ gt 1 AR ]
TRBIED NS T2T 4 AR — %R T 2 — 718 L, K 2~3mL/B ORE TIHEA L, Fa—7
IIRPIR ARG 5K 3 53D 2 Z2 /KT Ly A A Z DR 30cm b SIZHEE L7z, BRI 2 EA
BRICHEDHKZEAL TF 2 —THEES L& Fa—T7AITIRFEDRD b e ddiE s
72L& LTz,

BRI - 2016/6/7
o v hFE : BV0100

2) HBRIER
Ji R Ve AR JE P AR
VDX&Y_/VOD% NS - ELr . BZY . — 7 AR -
50mg [HET) 5 LANITHREE - BB LT, 8Fr.F = — 7 Z i L7,

AT, THIRE RERG A7y 7 (K CiE9)) ICHELCTHEBLE L,
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SARARY—ILOD & 100mg THET]

1) BBRAE

[ S VB

TAANY—DER N HERERY , IR 1EET 4 AN —RNICANTER M ZRL,
55'COIEY 20mL ZW\ o7z, T 4 AN —12EE LT 5 fkEk. 74 A —%2FT
15 MR L, AR ORI A BIZE LT, RN TR BV WG IR, I b orME % .
[FERDEAEZATVN, BB ORI A BIEE LTz,

LFREOERETH D 72 REEIRE AR SR WEAIE, BIR 1EEZ0E L, B2 ILEEclaE < v
THRIRZBE L, [FRROBIEZITV, BB ORI 2B LT,

(it P A ]

IREBIRD NS TeT 4 AN —%RETF 2 — 7128k L, M 2~3mL/MOFECHEA LT, Ta—7
IR ARG BRI 8 0D 2 KT L, FEAMEZ E O 30em L& SIZEE Lz, Bk % EA
BICHBOFKEFEALTT 2a—TNEES EE, Ta—TRNIZERADHFRD b2 T udmisiEic
MR L& LT,

BRI - 2016/6/7
7y FES : BV00100

2) HBkER
FA R R R MR
o mAK Y —L 0D §E P —— e
100mg TEIIEIJ 5)71’/L|j\j&\—ﬁﬁj§ 7&6@ 1/71:_0 SFI‘?::’- 7%@]@ L/fk_o

ARBRIT, THARE BERG A7y 7 ((K) CiEo) ) ICELCTHEMBLE L,

2. ZOOBEEER
e ALIyEE
HETO v AX Y —)VEEIOD §EZ IR &b 5~

HEI®D

SOR7Y—)vEE/ODEE
ERATNZHA

O55EC  FEIEIL
COHERD, MEEDBRMLLY
FALLEI B CALELLES

BHRIRAEEDERENABTSLHOERTT.

P EBHICONT
CEMELERAGBOETEY ICRALTLETN.,
IRBHFENICT[INTE, RUT2ESE—ECBRLEVWT

<EEW.
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