20224F9 A kwT (BB 1hR)

Br ik EiRGA
AR - 34

BOTOREYAH U2 (PGl HEkEH
BISE TSR
BA¥BA ~5FOXLFFUDLER

NS OANa20. &)

BERAPROST Na Tablets

BAEERLSEES
873399
EBEE | 22700AMX00077
AR5 RS 201548 A

H) EE-EMEOLLGZICIVEMRTLZ L

LER (ROBEICEIBRELEWNI L)

21 il L O (A, Bl EssE, e
i, PREEHM, wEi, BREEHIMS) [Hif&#MAT 2562h
B, ]

2.7 R SATIENR L TV D RTREMED & % et [9. 52 ]

3. 4R - MR
3.1 AR
HERhASY =y
(1620 BRXZ 7o AR I DA 20ug
KR, Py ERaYFTL Sy e a R
NI 0—A, ATT Y UEE~ TRV T A LAV
” Y AR, ~ 7 1 F—L6000, FLF TS
=7
3.7 HE DK
bailhiz T 4N aA—TF 4 ThE
3 H A~ E
A &=
E A% (mm) 6.1
J&E X (mm) 2.7
B (mg) 83
i — R KRM294
4. 3EERIETHE

ORMBIRFAEEICH 5 RE. BERUABRORE
OR S il M E5E

5. EER (IS RICERET 55FE

IR S 14 Bt o X FE 5 )

5.1 JFURSMENTE MEE & Bl S BE OBl Hld5 2 L,
5.2 AANTROF G TH D720, BEIEE O WBELETIIHEN
BOIZK WEERH D, MEEREIED D WISEARIER O SR
ARONRWEAE, EREFCMOBIRICYI Y B X 5 e Pt e
WiEHTTH Z &,

b. AERUVHAE
(BMEBIREAZEEICH S BE. ERRUSEOUE)

WHL. RAICIE, RF TR RS R AL LTIHI20ug%3
FENZA T CREZICR ARG T2,

R S 14 Bt v M FE 55 )

WE. AT, RT T AN RU AL LTIH60LgES
FENZT CTREZICROBRS T2 oG L, ER (BIE
) Z2+0BE LR biikiEEd 5, MET 5510, &
HRE¥EAZIA3~4EE L, mAE&E1H180ugl T 5,

1. RERUVRAERICEHEY 5FE

IR e 14 i 5 1 FE )

JEFRE A i 78 I FEAE U3 SRR R VR 5 BAHEAS BB IS k> TR
B ZEBMBNTEY ., AROBREICHESTE, Kb5Ed
REVBIGL, HETIHEFEEOREL 0B LR
HITH Z L.

. EELEARNIER

(BhRE3tE)

8.1 BElEEENLOLDLNDZ ENHHDOT, HEIEOEESE,
fEIR % £E D B O BMEICIE R T B EE T 5 £ 5 B Ic+
CIAT 5 2 &,

IR S Rt = M FE 5 )

8.2 AFNOHHRE (77 a— FLABE60 g, [T ALAE
60pugl LR—THHM, HIL - AENERDLZ LICEET S
&,

8.3 7 m— RLABE6O ngl, [T RALABE6O 1 g] 2> D AHK~
B0 2 2A21E, (747 a— RLABE60 u gl. [T ALASE
60 u gl DRABEGRED G 12FFMLL LSRRI L7-tkic, AHFl%
NRZFa AR yAELTHRAIAGu g% 3ENIZHIT TR
BiIRAEET 20 blBT2ZE, £ [FT7r—F
LABE6O g, [T ALABE6O n gl & RIABEOARFNEI Y Bz
Hel, BERGIIRIZIBEINWAODIEZOERT DI L,
[16. 1. 1ZH4]

L. B ENEREZETHREBICHT IR
9.1 &6HE - MEEZEOHLBE
9.1.1 ARM+b0EE
HiEm 2 BRI 52823 dH 5,
9.1.2 HiERLEVIZFDOREDH 5 8E
HIffE R 2 BRI 2823 dH 5,
.1 BREEEERE
2] BEOBHMERE (WFIL7F=2L5mg/dLElE) OH
5BE
IRFER (AUC) NI 2BZhMRdH 5, [16.6. 127]
9.5 1F4%
IR ATIEIR L CW D ATREME D & % el i3fk 5- LA 2 &
[2. 22 1R]
9.6 RELIE
BIR LB ISR OCRILEERO BRI EE L, IOk X
ik ERET o2 L, BER (v b)) TP ~BITT
DI ERFEINTWD,

9.8 SEE
—RICAEFREREENME T LT 5,
10. tHE{EHA

10.2 FREE (BFRICEES L)

HKH 5 % FRPRAEIR - #ETiE | BRFE - fERIN T

E7R =11 Hme R % BhET 2
N7y ZEMDD,

AN &2 1gia 4
LHTERDD,
%
P MR
TAEY
Fruaeyr

A K VA A
yrXxi—+t
’girj

MmERTZ8ET 5
BENRHDHDT,
i 2 5 BT
DI,

TRART T
To B
TR AT ) —
v
NFF A R
T2 RV USRI
FEHLA
Rz

FREIZ/E 2 #5804
LILEBERZLR
%

o

W E—FNE s EEETSH (77 r2— KLASE60ugl, (T4
ALASE6O 1 g) % & OPFHICERT L2 &,




11. BI¥EA

WORWERNH HbD Z LN DD T, BEE+HHITITV,
RENBRD SN AT G 2 Pk 3 57 KE G R0 E & 1T
2z &,
1.1 EXLEIEA
111 Mg (S ARE)

MR, AR M, M, IREED A S 5hih s Z &R D
Do
.12 avy. ke, BREEX (OWTHbHEERH)
MEART, IR, BEE A, EKENRO b HRIiiks
BT 5L,
11.1.3 HESME RERH)
1.1, 4 FFHREREE (L AH)

FUHRCE LVAST, ALTO L5249 IFEREREE R H b d 2
EWRD D,
11,5 $iME GHEEARD)
11,6 DEFEE (JHETRH)
1.2 Z0HDEIERA

S%LL | 1~B%i 1%A i A ASH
H i {6 Hif g, Rz
] T, S
il
k73 2, FfER | A i ek % |
% RiiVANY iR RN
H i Bk
B ECRE Wi, WIB . | FIKE, LB
O
AR - | SR RE, b2 (dFEWV, L5
PR R x <BH, B
AofRHE, L
ALk, IR
B ORAR, ¥
W
Wb 2 TR, WA, | EH, 0%, | FIEEE. B
B BRI, 18| B AP . Bk
I = e
JT Nk AST B, ALT| BV L v k| HYE
5. y-GTP| &, Al-P L5
5. LDHE
'ﬁ
B ik BUN_E 5 MR R
8B BR | | W 1ECY., OF | BE, W | mEK T, 8
% L Scn R
Z DA, MU ZUET R, K| RE, AR
4 K EH . BAEIE . | PR, M.
BELE, BB, B,
. OREIT. @R, JRAOAR
T B, HHEE.
SR . M
BN S i)
Jii. M)

14, BERLEDZEE
141 EFIZFEHEOEE

PTPEE D IEFNFPTPY — b2y HLE D L CARA T 5 & 9 i+
52 &, PTPY— hOREIIZ IV FHE A E 23 R kG s~
AL, FIZIFBRLEBZ U CHERRIRR S O B 2 A& OHE % -5
THZERDH D,

15, ZOHOEE

15.1 EREREEAICE D < B8R

BMEBIIRPASHEIC RS W CAHRIZ 1A 180 u gt - L7z & & BIfE
MRBBHERm L 720 EOWENRD 5,

16. FE¥EhEE
16. 1 mMAPRE
16. 1.1 BEE®E
R AICNT 7Fa X hF b Y 7 A100 kg &0 HEHES
L7-& EDOIMBIHENT A —F—[ZLLITDEEY THo

Cmax (pg/mL) Tmax (h) tiz (h)

440 1.42 1.11

n=8
R ANCRT 7 a2 b MY 7 540 p gk RGN HE# 5
L7z & EDOEMBNRENRT A =X —ILLTDEBY THHo22

Cmax (pg/mL) Tmax (h) AUCo-6¢ (pg * h/mL)

228.4%94.6 1.3%£0.6 462+144

n=12, ‘FHELESD
B, BEERANCRT T e A b Y T AREE (120 1 g X
180 g) ZRBRAKERKRE Lt & OEYENRE T A —F —
U TDEBY Tho72d , [8.3 BH]

R7TaA My AGRHgE Cmax Tmax AUCo-48 MRTo-48
&hE (pg/mL) (h) (pg-hr/mL) (h)
120 g 178.5 3.2 1076 8.4
(n=12) +74.3 | £1.0 +322 +2.7
180ug 264.5 3.9 1989 10.7
(n=12) +112.9 | £1.1 +847 +1.6
SEHIfE 4 SD
16. 1.7 REHKE

R AICRT e R v J R Y 7 L50 g &1 H3E10H R
ARER G LTz & & 5 e b R AL AR FE 130, 3~0. 5ng/
nLTH Y, KEESGICED2ERETRD SN2 -72Y
16. 1.3 EYFpRSHHER

RT T A MNabE20 p g [HHR) & B —8E20u gk, 71X
F—=N—BIC LD ERENIEE (RTTrA RN R TALEL
T20pu g) FEFERR AT I Hialie O B G- L C il R 2k
RBEZHE L, S5 EYEE T A —% (AUC, Cmax)
IZ DV T90% 15 #H X B CREGHIRIT 24T o 7245 . log
(0.80) ~log(l.25) OFHNTH V. MWAIDEYFHRIZEMEDN
ERShY .

HE/NT A—H BEIINT A —H

AUCo-6 Cmax Tmax ti/2

(pg-hr/mL) (pg/mL) (hr) (hr)

N5 F A kNafiE| 2455 228. 5 0.46 | 1.53
20ug 1754 +95.2 +100.6 | +0.17 | +2.67

‘ 247.9 216. 1 0.51 | 1.02

AT —Ge20 g +93.7 +106.5 | +0.24 | +0.79

(CEH{E £SD, n=19)

(pg/mL)
300
—@— ASTFORNafiz20usl FH]
250 O F)LF—§E20ug
i Mean=*SD., n=19

h o
4 5 6

0 1 2

3
BE5#% OB (hr)
I AE R BENE ONCAUC, Cmax®E D /5 A — & (1T, #hBRE OEIN
KR ORI - R O RBRSIFIC K - TR D TR &
D,
16.3 &
MIEE AR A RITINTH - 729 (in vitro),



16. 4 a5

NRIZFa A RPN AL, B MIBWTEIZ B -, 1507
IKEEFE DAL L QN3N RS G OKFEN, TV 7 v UV BRRAIC
ToREEsneEY , £72. XSS X hF U AL, CYPCS
& > THRIMBEOKNE DFITRB SN2, fthDCYPLYF
fli (1A2. 2A6, 2B6, 2C9. 2C19, 2D6, 2E1. 3A4, 4Al11) Tix
Rt &Nz o727 (in vitro), CYPSy¥FE (1A2. 2A6, 208,
2C9, 2C19, 2D6, 3A4) OWTFHIZH L THAEZRDT, F
72, CYPAyF-FE (1A2, 209, 2C19, 3A4) OWEFIITK L ThH,
FOFEMEZFE L 27 - 728 (in vitro),
16.5 Heit

[:35 3, N VNS Ava=3-S No ol NU RN IR ATk
B Lz & & 024 H#% £ TORPREARYEM 8132. 8 u g TH
D, B-FLIKIZE. 4pugTh o7z, REKK OB -BbARIL,
I rarigiaaRe LThERtIn D, e, RtEICBT
DA OB ST TN EN14%, T0%TH o720
16.6 BEDEREHTHHE
16.6. 1 BHeeEESRE

EHREIER & . P BRI AR L OV B R e R
ERBIIRT TR AR N T A40p g BBBEOHEBIE G L
7o X DEYBHRENRT A —X — I TO LB THYH . BHkEe
IEHE LR U, ) B R M RE R 55 FR S CAUC)-24 23 HE N9~ A )
NEHHNEY , [9.2.1 ]

Cmax Tmax ti/2 AUCo-24
(pg/mL) (h) (h) (pg*hr/mL)

EHSRE R R 141. 28 2.77 1.46 404. 15
(Ser<l.3mg/dL) | £76.98 | +1.50 | £0.30% | =+185.75
AR ESE | 132,33 2.02 1.27 308. 18
(1.3<Scr<2.5mg/dL) | *=85.70 | £0.85 | =£0.62 +117.71
I EERRER B R | 148.55 3.15 1.55 682. 83
(Ser=2.5mg/dL) | *=60.13 | #+2.16 | +0.39% | =+189.27

Ser : MyEZ7 V7 F = n=8 (3% : n=7). FHfl+SD

W) AR OKR SN AET, 1@EBRBZERE I 5 E5. &
I e OV T D L CIEL A 120 g SRR i 8 ifL e SE Gl
H60~180u gTod 5,

17. BRER AR

1.1 FURUVRLEICET HHER
< R S8 14 Bl XL 5 )

17.1.1 EA%E 11888
Jiti v S LSk D iRk A — 77 L BRBRIC IV T, RFE
i EFE2 VN F5 1T 2 Al i B B4 0. L AT B AE FE A M OF B it
RS ZRE LI R B UGEE T, P EdE 138, 1%

(81) , R ELL 161.9% (1361]) TdH o710

18. FE3hEF

18. 1 fEFAHEFF

TaRAEZY A7) LERRIZ, XT T a R MY T AT
WO E RO T e AX YA 7 ) UEREEN LT, TF
=b— b7 T—EEE L L, FIENCAMPIEE R Ca?i
NN R O b | o AR 3 2 A AR BRI A5 12 L 0 Frafi /MR R
MEEIRIER %% 7R3 1019

18. 2 Hnm/MRER

18. 2.1 RAYIEBR PR E B H K OVERE R A~ 0 512 L 0 ifis)s
OB AR S OV MBCRS 35 RE 2 B3~ 210 10

18.2.2 BEEFEWHEIC L Db M/ MREEZMEI L, & b/
WM ER 249 510 8 (in vitro),

18. 3 mMEHR - MkEMIER

18. 3.1 fEFEERR A ~ORE 0512380 T R I & O BN A3 78D
LNBHY

18.3.2 RWMRIEFEEE~OROELHICEIY, REETICBT
2 LRI AR 6 70 2 00 15 & B i [B198 W o0 45 E20 W ONE
L—Y— Ky 77 —IEIC L 2 G M & OB MATED 5T
519) R

18. 3.3 K', PGF2,IZ & 0 IHE S W74 X O KEREIAR, A AFEL AR
& FHRHBIREOEr b=, 7= 7Y 2K 0 IUHE
SR A X OfHMEARICS L, i EA 2R L2023 (in
vitro), A X OFFEIGERILE O M2 NS 512

18. 4 & F BRI EMHI¢E A

1/ NER RS HEFIE IR TR0 5 b i VR I S 34 5 Y oD 4
FEEANHIT 522 (in vitro).,
18.5 WEETIICHT 4R
18. 5. 1 {BMBIIREAEEETIL

T VT v MEMEREE, TAIX I -T2
UV T v N RIBEREE R OBEHETTE 7V X B RIMARIC
BT, BILIEFRZE OHER & 5 I TR &2 i 4 520
18.5.2 mMAFEETIL

7 v MEIIRIARSE X VT » b EIRIARESS 5 U, AR R D
I h B 258 519 25
18.5.3 EEEABETIL

Z v NEERRE SRR L, IBEIRE R A R0
18.5. 4 EMEEETIL

T/ 7uX ) UBERT y MligEE T M cksnT, Ba&s
A5 S I E 0> b 5 K OV i 8 75 o0 75 1 BE K 2 4 il 5
52,20 kL REY LT A=A RERA XS TR
IRV T, RN 5 C i B IR T A OV i & #KpT 2 K T & &
%2 R T v NG ET T R TA S I E
R AR5

19. BRS ICEY 2 EIEFMMR

— %4 XT e A RS MY A (Beraprost Sodium)

b4 : Monosodium (1RS, 2RS, 3aSR, 8bSR) -2, 3, 3a,
8b—tetrahydro—2-hydroxy—-1- [(1£, 3SR, 4RKS) -3-
hydroxy-4-methyloct-1-en-6-yn-1-y1] —-1/4—
cyclopenta [b] benzofuran-5-butanoate
Monosodium (1RS, 2RS, 3aSR, 8bSR) -2, 3, 3a,
8b—tetrahydro—2-hydroxy—-1- [(1E, 3SR, 4SR) -3-
hydroxy-4-methyloct-1-en—6-yn-1-y1] —-14—
cyclopenta [b] benzofuran—5-butanoate

313 1 CoallagNaOs

Gy 1 HE 420,47

K EAOHMKRTH D,

A B ) — VTR TEITRT <, KR 7 —)v
(99.5) (ZHEITFRT U,
WiEtETH D,
KIEIR (1-200) 1XFEEHEE RS 7220,

b=

COz2Na CO2Na

HG MH

HOH _ HY HOH _
BUHIRRM BUSGRIE

2. A%

100%¢ [1082 (PTP)

5008% [108E (PTP)

5008 D, /N7 ]

23. EEHk
1) JnjEME— fih : BEPRSEFR. 1989 ; 20 (3) : 515-527
fERERR A 55 11281 B8 1 FHERAR SR — 1 B 2[0] S 18 3% 57805
— (78— FLASE « X7 ¥ ALASE : 20074E10H 19 H /& 8.,
HEEEEMBEZE2. 7. 6)
TR A B I8 558 1 AR R AR BB — Hilml & 538k . &5
O — (U7 m— FLASE - T % XLASE : 20074210 191
KR, HFEEEHIEE2. 7. 6)
TNEEME— fth : BEPEEEFE. 1989 ; 20(3) : 529-539
FXa—U U AT RSN EE
N7 7 a A MNafE20 p g TH AR DEYFHRSEMERRIC
B3 2 &k
MiEEARBAR (KU —8E - 7a¥ AU 6 199949H4
22 H7KFE, HEEEEMEE~. 1. (9))
MmAEFR R (KAF—8E « 7ud A U 8 1999459 H 22
HARE, HEEERMEE~ 1. (8). 1))

%x10]
X 50]

—
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14)

15)
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22)
23)
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27)

Fukazawa, T. et al. : JE*PHMERE. 2008 ; 128(10) : 1459-1465
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20124F12H 19H ., BEA®RES)
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Akiba, T. et al. : Br. J.Pharmacol. 1986 ; 89(4) : 703-711
BT M c Mk & AEER. 1999 ; 7(2) : 185-196

BRI & HRRER (RvF—8E - a4 U L8 : 1999459 A
22 HIKEE, HEEERMIEER. 2. (1)

Murai, T. et al. : Arzneim. -Forsch. /Drug Res. 1989 ; 39
(8) : 856-859

SEERETL {0 BRI A EE. 1990 5 1(2) @ 94-105
Nishio, S.et al. : Res. Comm. Chem. Pathol. Pharmacol.
1989 ; 64(3) : 381-393

FEEFS A fth AR & IEER. 2001 5 9(3) @ 293-297

U XHFERERVEVADESE

*

2= LY AT AR

T920-0017 AR TTFHILIT T T 287%H11
TEL 0120-960189
FAX 0120-189099

6. HERTEEF
26. 1 SLERRSET

*

a— YU RXAT 4 ARt

B IR T i 8857
26. 2 AR5ET
AR 1

H

TUHS T X IR 5 U T H 635

&R T

FI-VIJUAFLIAHKEH

ELUERmHEMmAKSSS HFH
R 3T T
BMERERART

RRBFAAXHEER ST BOE N

bl

1.1

2309A



