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. (774 H%—] +2.2| £0.8| £1.9| *£1.4| £0.9| £0.8| £2.4| £1.1| £1.3| £1.3
AN =B
g 51.5 | 67.7 | 75.5 | 85.7 | 89.5 | 91.2 | 93.8 | 94.6 | 95.0 | 95.3
S +3.5| 2.3 £1.5| 1.2 | £1.1|*£1.3| *t£1.4| *t£1.6| £1.8| £1.5
VR R AE R ZE  n=12
pH6. 8 (50rpm)
VNI % ThAuTr
120 120
100 . 2 100 a
o moeg
80 & 80 i
H H ;
® ®
~ 60 ~ 60
% %
40 40
e BB —e- BRKA
20 ~oER 2 -o-FER
0 0
0 15 30 45 15 30 45
BRIEEM (5) RIMEFA ()
\ ” A (%)
AL A e
5%y 10 %y 15 %y 30 4y 45 4y
T Aol ELA 0D B 96. 3 99.7 99.6 100. 3 100. 5
) [ 757 A HF—] +1.3 +1.0 +1.4 +0.8 +1.0
Ny v
. 98. 6 100.0 99.9 99.9 100. 1
A oy
+1.9 +1.9 +1.8 +1.5 +1.6
T Aol LA 0D B 75. 4 87.3 91.4 93.0 94. 6
. (774 % —] +2.4 +1.6 +1.4 +2.3 +2.1
AN =B a4
. 88.2 96. 0 96. 9 97.2 97.3
A2 HE 5
+3.3 +1.8 +1.9 +1.8 +1.7
ERE AR R E  n=12

V. BGENZBI4 2 IHHA
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K (50rpm)
VAV 2% avg

ThAhaT e

120 120
b P 10 s e
%80 T 80 e
[ P [ &
® 7 X /
~60 t / “e0 |/
% |4 ®
40 i 40
o s - BB
2 o828 2 -o-828
0 0
0 30 60 90 120 0 30 60 90 120
BREM () 2REM ()
B Sl il ()
%) DR
- 54y 10 43 15 45 30 43 45 4y 60 43 90 4y 120 43
T Lo i A 0D B 33.9 48. 4 58.6 74.5 82.7 87.8 93.3 95.2
. (77 4P —] +1.8 +1.3 +1.0 +1.0 +1.0 +1.0 +0.9 +0.8
VAV I e
. 48. 8 66. 3 75.2 88.2 92.8 95.5 97.5 97. 7
A Y
+2.3 +1.6 +1.4 +1.4 +1.6 +1.8 +1.9 +2.3
T Lo i A 0D B 47.6 60. 7 70. 2 81.4 88.7 91.4 93.9 95.8
. (77 4P —] +2.9 +3.0 +2.3 +2.1 +1.5 +1.5 +1.8 +1.6
TAhuvry
N 49. 4 70.0 79.4 91.3 94. 5 96. 1 97.0 96. 6
Y
+3.5 +1.9 +1.7 +1.5 +1.6 +1.8 +2.0 +2.2
EEE AR RS n=12
100rpm
2NJLY LA 2 (pHl. 2) 7T Aha Y e (pH3. 0)
120 120
100 100 .
3 = 3
~ 60 L ~ 60
% Z %
w0 m
BB B
20 - REH 20 -o-REH
0 0
0 30 60 %0 120 0 15 30 I 60
BESM (%) BRESN (5
. WHE (%)
B & R oy FEH
543 10 43 15 43 30 4y 45 4y 60 4y 90 4y 120 43
T Lo ld A 0D B 30.6 43.9 48. 4 62.7 70.7 75.5 82.2 86. 3
VAV %I a4 (77 A% —] +2.3 +2.8 +1.3 +0.8 +0.8 +0.6 +0.8 +1.1
(pH1. 2) . 31.4 48. 7 53.8 68. 5 75.6 80. 2 85. 56 88. 1
A Y
+2.2 +4.0 +1.5 +1.3 +1.1 +1.3 +0.9 +1.5
T Lol A 0D B 75.8 81.9 86. 4 89.5 93.0 94.7
TAaTUE [7 7 A% —] +2.7 +1.6 +2.2 +1.5 +1.4 +1.5
(pH3. 0) . 68. 1 79.3 85.3 91.2 93.8 95.0
HEEYE iy _ _
+3.6 +2.4 +1.9 +1.1 +1.4 +1.4
PEIE AR ZE  n=12
V. SWAHNCEE+ 2 A 12




8. EMFEHNARE
LR

9. HEPOHEIRS DEBRRE
MErsn~x NI 74—

10. HEPOEVESDEEE
Wikrsae~ 797 4—

11. A
FY L

12, BATAAHEMD HHRHEW
SNV Y L Z Sk

B4, L% [LEEEN

7'F VAR

- H,G_CH,
. /\N HZE(OH
9P
(9 -M{4-[2- (1H-tetrazol-5-y1) phenylbenzyl} 0
oH,

N=N
N I
0
(9 -M{4-[2- (1H-tetrazol-5-yl) phenylbenzyl}

-Mvaleryl-L-valine benzyl ester

-Mbutyryl-L-valine
. N — H,CCH,
NV AT VR ) ";';(OJQ
N
0
of,

M=VALS

— HGw_CH,
NN O :B;(O\CHQ
0
(9 -M{4-[2- (1H-tetrazol-5-yl) phenylbenzyl} O OZ‘W\
oH,

-Mvaleryl-L-valine-methyl ester

CH,

A VAR

p=n "
HN N O N OH
(9 -M{4-[2- (1H-tetrazol-5-y1) phenylbenzyl}
—MN-valeryl-D-isoleucine—-benzyl ester
cH,

IV. HHFNZBI+ HIEE 13



BixE 4, L% A 1

S RER BN N ?Wm

(+)-M»{4-[2-(1H-tetrazol-5-y1) pheny]benzyl} O
—Mvaleryl-D-valine

T AoV HFE

Figas, (k%X 1 G

WA D

3-Ethyl5-methyl-2—-[ (2-aminoethoxy)methyl]-4-
(2-chlorophenyl) —6-methylpyridine-3, 5-dicarb
oxylate

13. FRNDELGESR - HMENBRRLECBRICEHT SER
FY L

14, Z0Oh
MG R L

V. AR HIHHA 14



V. ARICEET 51EH

1. BDEXEHER
i IS

[ZhEe - IRICEAES SEALDITE]
WERMEE FOBENEND Y . KA Z @M ETEROE ERFE L L &

2. AERUAE
BMACIZTH 1B 18 SAHAZ L T8mg KON7T AP b LTohng) O T
%o ARFNIFEMIEIERDE —BIRIE L LTHW AR,

(M - AEICHET 2ERLDEE] ;
L RO AE T aund e oMk el E 2 BFGICAHOMEIE 2% 8T
5Tk, !
VAV 2% V4
WHE L. RAICIZ AL L Z L LT 40~80mg 2 1 H 1 ERRAOES T 5,
7ok, Fln, RIS U CEEEET 523, 1 H 160mg £ THETE 5,
Ty
* %Jﬁl}fﬁ '
B, RAICHET ArYEY L LT 2.5~6ng & 1 B 1 EEORET S, 2B, BRI |
I U E IR 2 3, VRSB AICIE LA L 10ng ¥ THET LN TE D, |
2. JFAIE LT, Az 80mg RUT A DB smg 2L TO2HE, HD VT |
TR FEEALMED Y b o — v BR+SR5E ARIA~O Y EZERFAT D2 |
& :
3. AFNLOWEN THIEET B 75, 1RSI & OWRIIT X 0 20 B 5B 2 51454 2 A 1L 20 |
7o, WEEIIAKCHA T o b, [ Tl EOES] (2) 0EB ] ’

______________________________________________________________________________________________________________________
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3. ERERRL#R

(1) BERT—41RvH5r—o
MR L

() EHRHER
R L

(3) ERRERB
R L

4) BRMABR
HHB R L

(5) REERISAER
1) EELHLIEITRERSHER
RCHERR L

2) HEHE
A R L

3) REMHR
HHB R L

1) BE - FERHER
HHB R L

(6) AR
1) ERRMAE - BECARAEE (RHRE - REEXRBERR (TREEFRR)
AR L

2) RBEHL LTEBFRONERLRE L HROBE
A LR L
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VI. EpFEEICEHI HIEHE

1. EBPYICEHESHSHLEMRIILEDH
<T UV T v v MR UER >
OV LAY TN, BT NLE L LT LEE
<Tb Rav IR byy Ak >
=72V, =N TE RS

2. REHR

(1) YEMBREL - {EFARF

ARENDOBRER T THD SN Y T AL, T X AT v NZBIROY T X A4 7 AT, ZHFIROFHT
WThHDH, NRAMAEWEOT X 4T v U ISR L TERIE L~V THRABICHEI T2 Z L1
LTOBEERZEST Y, —HOREMS THLT La P R_UEEE (Foadey) 1, ¥
E R b ORIy r AR E U TOEMRZRT R AEHORBELBRR TR TH S &0
IREEAT D, Ve RrE U VRIS T AEGUEIKIIBEE KA LRV T AT v RV
FERICHES L, MIRNSO I LY T AOFRAERD S5 2 L2 X0 | il oA & o -
iz ahfE S5 2,

(2) FHEEM 1 B RBAM
DR L

(3) {ERSTNR - R
MR L

VI. SE3EEc B+ 51EE 17



VII. EMBEICHYT SEE

1. P RECHR - X

(1) ARLFEHGLPRE

MM ERe L

(2) FJ@mHREDERR Y

1) KTHRA
<Y E >
3.2+1.1 (hr)
<FhuIEY>
6.3+1.5 (hr)
2) K72 L CHRA
<N )LH vz >
2.6+0.8 (hr)
EN=-DA>
5.24+0.8 (hr)

(3) EREREERTHR S hi-mehips 9
T AR ES D (77 A P LRMERAIE . 7 0 AA—A—RIC L 0 EREN L (VL
NHE L LT 80mg, T AP E L E LT 5ng) A REHERA S 110 A R HEIRE 1 4 5 L C iR

NP NLE BELRRNMET T 2P EBELZIEL, &

BV I ENRE RS A —& (AUC, C,,)

IZ2WT 90%1EHE X A CTHEFHEMNT 21T o 7245 5. log (0.80) ~log (1.25) O&FANTH Y |

WA D A 2 [R) S DS HERS S LT,

1) KGR
MAEF SV 2 o OIYENRE T A —H
HENT A—H
BGE|AUC,,, Coon AUC,, T Tys MRT, ., Kel
(ng+hr/mL) | (ng/mL) | (ng-hr/mL) (hr) (hr) (hr) (/hr)

7 hosafidd 0D fE 25390 4166 29374. 37 3.23 6.35 7.56 0.111
(7 7 A% —] i +8662 +1499 |+10685.74| +1.08 | +0.866 | +1.12 | +0.0143
FEMERLF (BEAl, L
PLH L LT 80mg, 26993 4505 28085. 29 2.89 6.45 7.40 0.110
TARYELELT i +8990 +1546 | £9150.13 | #0.994 | +1.05 | +1.38 | =0.0149
5mg)

FEIE YR n=56

VII. 3p@EhielcBi4 55HHE 18




MmEF LY 2 PR

5000 ~ —e— T LHAURE0DE [ 77
— —o— B8,

i SRR (4B + 5D, 1567
=

= 3000

ict i

. 2000

TE 1000

7 A A —

—*

0

4 6 8

M (hr)

10 12 14 16 18 20 22 24

MAEF T v Vv OEYEE AT A —F
HENT A—H
BEE | AUC, Coon AUC,, T Tys MRT, 150 Kel
(ng+hr/mL) | (ng/mL) | (ng-hr/mL) (hr) (hr) (hr) (/hr)

7 hosa 4 0D B g 147. 1 3. 46 172.8 6. 34 41.9 27.56 | 0.0173

(7 7 A —] +37.1 +0. 68 +55. 4 +1.52 | +£10.1 | *£1.58 |+£0.00338
FEVERIF (BEA L
P B L LT 80mg, g 152.8 3.67 178. 1 6. 00 41.8 59.2 | 0.0174
TARYELELT +40. 2 +0.93 +52.3 +1.40 | +£9.76 | *£13.5 |+0.00364
5mg)

MAER 7 A EEHRS

——TFALNAUESODE [77

4 —]

\i

96

; —o— (B,
E (HIE + 5D, 156
&g
ik
& m}
i
=]

] 24 45 ?,:,'

¢ (hr)

1 *'{J

i 5 R BE R TN

TR L > TRRDATREMEN D S,

VIT. WEhieicfe4 o HHE 19

AUC, Cp FFED/RT A —21%, W ORI KR OERIREIE -

PEIEEAEAER S n=56

R 25 D FRBR 55



2) K72 L CHRA
MAEF LYV & o DY ENRE T A — X

PIENTG A—H
BHE | AuC,, Cyos AUC,, T, Tys MRT,.,, Kel
(ng-hr/mL) | (ng/mL) | (ng-hr/mL) (hr) (hr) (hr) (/hr)
7 AN afig 4 oD §E g 20447 3510 21423 2. 62 5. 99 7.18 0.119
(7 7 4% —] +7141 +1420 +7469 +0.833 | *1.11 | +1.40 | +0.0194
BRI GEFl, v
P2k LT 80mg, g 22916 3918 23876 2.71 5. 82 6. 84 0.121
TAarYELELT +17879 +1339 +8260 | +0.954 | £0.852 | +1.02 |+0.0163
5img)

PEIE AR R n=136

MmEF LY 2 PR

S000 H —— T LNOEREODE [77 44—
e o ﬂgiﬁnnn
{FF{E £ 5D, n=1342

L)

4000

(ng/m

i

3000 |

&

It 45 v

0 2 4 6 8 10 12 14 16 18 20 22 24
¢ [H] (hr )

MEEFT L e OEYERE T A =X

HIENT A—H
BhH58 | AUC, 4 Coa AUC,, Toae Ty MRT, 100 Kel
(ng+hr/mL) | (ng/mL) | (ng-hr/mL) (hr) (hr) (hr) (/hr)

7 AoNafid A oD BE | g 122. 1 3. 48 138. 2 5.24 37.5 53.7 0.0191

[ 757 A —] +26.6 +0. 64 +34.7 +0. 786 +7.35 +9.94 |%0.00332
IEHERLE (BEAI, v
Pz L LT 80mg, | g 121.8 3. 57 138. 3 5.04 38.3 53.7 0.0187
ThrhaTrrE LT +28.3 +0.70 +37.3 +0. 690 +7.38 +9.68 |%=0.00349
5mg)

P R n=136

VIT. WEhieicfe4 o HHE 20




T 7 L2 Py BEHS

— 8 T LHSORODE 7 7 A

—O— B

{8 £ 5D, n=1362

o
| —

48 72 96 120
1 (hr)

i % i FE (ng/mL)

MHEPHREENETNT AUC, C,, D37 A—=Z %, #liag ORI RIEOTRIAE - K OB
TRC L > TR DAREEDR D 5,

(4) i
AR L

(5) &% - HAKOKE
MR L

(6) BEMA (RELL—3y) BICKYHBLE-EMERNBRESER
MM ER e L

VII. HAEhielcBd4 5 H 21



2. EYEERN/ASA -4

(1) BRATA A
MR L

(2) BAREREEH
e L

@) "AATFRLSEYT«
MM ER e L

(4) HEEETEH”
1) K CHRA
<N )LHP vz >
0.1110.0143 (/hr)
<7LruIEL>
0.0173+0. 00338 (/hr)
2) K72 L CHRA
<)Y H >
0.119+0.0194 (/hr)
EN=-DAZ>
0.0191+0. 00332 (/hr)

B YUFPSVR
MM ER e L

(6) HHhEH
KRR L

() mEZEHEE

SNV E 93, 0~95.9% (UMNEAT— )

TAurYEY 1 97.1%

3. AR
AR L

VII. HAEhielcBd4 5 H
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4. 5

(1) %k — REEFY EidtE
A EE R L

(2) Mm% —Ra#ERAPTE @M
Y ER e L
<&H>
(VI 224tk (B EoEES) (2B 5HA ] @ 110, Em, e, RS ~o®E] (1)
DIES P

SN

(3) Air~nFBiTiHE
R L
<BE>
VI 224t (R EoEES%) BT 2HE] @ 110, (i, Eh, #ZilisE~oksb) (2)
DIHZ M

(4) BEA~OBITHE
MR L

(5) ZothoiBE~DBITHE
MM E R L

5.

(1) REEPEIR VR EERE
TAa YRR TTRETEN S,

(2) KBICEAET 5Bk (CYPAS0 &) D4 FiE
T AT ErOMRBHIIEE E U CEMEIESR CYP3M BEE L TWE EEZXL LN TNS,

(3 DEBEHNROERRUZOHE
DR L

4) REVOFEDERERVELE
MM ER e L
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(5) EMERBMDEERI/ (S 2 —5
DR L

6. it

(1) HEHEpEI R VR
VAV 2 SV b e sy el [ 00 e S A 2 3 e A WS

(2) P
AR L

(3) HtER
B L

1. S URR—4—IZET S5
MM ERe L

8. BNHFICKDREE
ISV P L E U RONT Aa D ALK BITIC L > TBRETE 2,
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VIII. £21 (FALOZIESF) ICEIHEHE

1. EERRELEDEH
A L

2. FRRBLENEAB (RAEEZEET)

22 (ROBFIZEFIEELGWNI )]

1. AREIOR A3 LiBEE OBEERE O & 5 B

2. Vb Fav ) Uy R{bEWITR LIRBUEOBEERED H 5 B

3. MR IR L CW A RTREME O & B N [Midts, ks, SHEE~O®KE ] OES K]

4. TV AX Lo R GHRORERFES (2720, thoBEEREZTo ChbRBtED =z hr—
NPRFE L RROBEZERLS) BEBSEMEMZET, BHRERES, A Y U AfE &K OMKifED Y
A7 BEMRHE SN TWD, (THEERERNER] 4) OHESM)]

3. BEERIIDRICEAET HERLDIE L TNDER
(V. {RIRICBET2HE] 220752 &,

4. AERURAEICEESSERLOZIELZOEH
V. BRICET2EHA) 2252 L,

5. RERERNBLENER

EERE CROBHIZITEEIHRET DI L)

(1) WHAPEZFBIREAE D & 5 BE IR B CEIIRIAED & 5 BF [[HEEREAWER] OB
i

2) \mAV v LAMIEDRE [[HERERWEE] OHESMH]

(3) EELBHEREDCS 2B [BHREREELZELIEIBEWNH L2, M7 LT F=r
23 3. Omg/dL LA EDGEICIX, EEICEEG T2 L, ]

(4) MEEEDH 5 BE | R PEFEZE K O 5 >0 H 2 8F [V AL FEICEF
WHREE D720, 2 EOBRETIZMFREN LRI 280N H 5, FMEIZBW T, BE
~HEREDORFREEBE TV L O MBEPR D fRFEMA & i L TR 252 ER/RT 5
ZEPREINTWD, o, T2V B3R TRE END =D, FFEERE T, M
PR EE R O S R Je OV R B IR T AR T fE (AUC) 2SR5 2 &3 5, ]

(6) MM EEEDH 5 EHE DREORENMIMA LS EEHI L, WELZELIELIBENRH
%]

(6) miknE [[REEFE~ORE) OHSM]
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6. EEGEFNIR L TOEARVAESE

BELGEARNEE

(1) KHNL, ASAHALZ 2 80mg LT AT bng DIRAHITHY . N Lz T Aay
UG ORWERRRET 2BZNAH Y BUNCAFOERZHRET252 8, [THE- AE
BT A EoEE ] OEBH]

(2) WHPERBIREZE O & 5 BE I B TREBRKED H 5 BEF BV TIE, Billit&oR <
SRERARIEIRIE O FIz L 0 2GRICEMIEZ BL S 2 BZNNRH 5O T IRFE LS 257200
LS AL A ERE, BEITRET S Z L,

@) SHZATER Y T AMEDBEFICENT, Y U AMEABEEIEIBENRH DD
T, BR ESD ARV SN DGEERE, BTS2 &, £72, BHEREREE, =
Y=V REORERFEICEI D MIES Y U AMERGE L 2D RLTWEFETIX, mA U U AME
BRATIBENNHDHOT, MEI Y U MEICEETDHZ L,

(4) 7V AF VL UEIHT 256, BEREE, a0 ) v AER MR ELEZTB8Enrd 5
7o, BEOREZBE LN OHEEICKGT 52 L, 728, eGFR 23 60mL/min/1. 73m* A O
BEHWERETEOH L2EE~DOT V AX L EDOFHIZOWTIX IGE LD 250 Sl S
LG ERERTL L, [(FHAER) OESHE]

(5) AFIDPHIZ L - T, —@EOREARMEI T RMEOE#REASELEY) 2ETBZN
NHDHOT, TOX I 7RG CIETHERGE2FIE L, WURNEEZITY 2 &, $2, FHCkoBHE
TIHAEEORELZ HCERTHZ &,

1) MigEHr o BH

2) FURBEERIEGHOBE [FFICEEDOT Y U AR LIRIEEORED Lz BE (FIUTE
EMEDIRMTENRECDZENH D) ]

3) EEE UL O B

6) SHYNE o H BT o UHAT v MRS G TR REOEERIFEEN & 5 D
Nz OMENH D, HHEEREZ FEMT 570 EBIE L2 02TV, BERRD NG EIC
T A2 RIS 52 PR AE RO L,

(7) FAivAl 24 FERIIZHG LW ENZEE LU,

8) BIE/EAIZE S D FE WV, SHLOZXENRNLLDLND ZENH DD T, HATEE. HEIHOIER
EER LD B A B ET 2 BRIIXEE S5 2 &,

(9) 7 2 D R A N R < B G- IR B ARR R ERN RGO 5D DT, AHIK
H %I O BER 295 & X ix, A8 RS MEICEET 575 CBEOIREZ S
BURNLHEEIRGT DI L,

1. HE{EA

(1) fRAZXRLZDERA
ARV
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(2) BIRAEELEDNER

HAZE (FRISEETSZL)

TArTErOMRBHIIEE E U CEMEIESR CYP3M BEE L TWE EEZX LN TWVS,

ENINESE- SNl B ST dWiAY: SR
W, BHERE. MIEA Y U AER D
MEE+SIBET D L,

72 %, eGFR 2% 60mL/min/1. 73m? >R
i OEREREDO S HBEE~D
TUAFLUEDOPFHIZONT
(Y- ot B 3 VAR ] T
NOGEEREMITDLZ L,

SR

TUUAT T I

BRERERRE . & U U AMAE KDY
B EZEZTBEThrH 57
W, BHKEE, MiES Y U AERD
2 B S H 2 L,

HERE BRERIER - R B Ak HEF - BERETF
TYAFL YV BEREREE, B ) Y AMEL Y | R L= -T U F

Ty REER A R X
NDHHEMENRD D,

71V 7 DARFFER R A
Avw /)77 hr
FU T LT L

71V 7 M FE A
SR (RN

TARNT VL)L

Fexvr /v -=F=)b

IR ARY v

rU X KT AE AR
ANT 7 A RFH Y —
e RURXARTY A

MmiFEL Y v MER EAT DL
WD DT, MiEH Y v LRI

NIV E DTV RAT |
VOWENZ LY U T A
BEVER N5 5 RIREME 2 &
60

falRIR 1 - B RE SR

NP LA AT LD MFED Y
JAMED LHE Fexr Ly
YOPFI XTI NaANLTF A, R
ERick B 20605,
fEBRIA - - BFREERE ., Mg
AV U MMEDEWEE

B U T A MUE O BIVER 238
HIiZHmIhsEE2ZbLN
5o

Mg 7 Vv AMED B33 58
SNLHBLNNH D,
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EH2%HF

FREREEIR - HEAHE

HW - fEREF

FEAT A RIEWHR R
%] (NSAIDs) + COX-2 iR
] ERE=SEt]

AV RAB U5

ISV E L DOREIEER DN EES
HZENHD,

NSATDs « COX~-2 &R FRHEH4 D
SRR T TV AR
EERICEY, Sy s s
DOREFEAER ST 5 Z &2
H5,

BHREAELSELIBENN D D
DT, T DEEITITBHERE
T BlET 5 &,

NSATDs « COX~-2 8RB A4 D
KT AL T TV AR
EFEMICEY BiEESME
TFabEEZLND,
fElRIA 1« En

& n~v—

BEC k. Sz ool
TEFEK 30~40% 2K F L= &
DHREND D, NPz DfE
AN THB8ENNRH DD T,
BEMT 2B+ BT %
Z &,

U UBEAERY v —I2 &
. RRFICRHA LSS, A
VL Z L DI % B IE & %
VMEID & B ATREE DY B
D

UVF UL

mH Y Fo ARENEF L, UF
VA EBAEI T ENIRE SN
TWHOT, MH Y F 7 LREIC
HEETHZ L,

AV SN Ry N : -
MERICEY, VFvLaoE
BBAEZALEEZEZLLTW
ZDO

CYP3A4 [HZEHI
) Q=S B4

)2, KONV FTE
LAEDUEHIZEY, TAau YRS

T hua e ORBBEAT
(CHLE S D ATREMER B X B

PR A GV A

2BINDBH D,

CNNTFTE L DMPPREN EF Liz & @R | b,
U ke B 5D,
A hFaFy—L
CYP3A4 #5iEH TAaYECOMPRENMETT | 7Ar U ORBMEES
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<B%  pEOME>
FDA : Pregnancy Category

C : Animal reproduction studies have shown an adverse effect on the fetus and there are
no adequate and well-controlled studies in humans, but potential benefits may warrant
use of the drug in pregnant women despite potential risks.

D : There is positive evidence of human fetal risk based on adverse reaction data from
investigational or marketing experience or studies in humans, but potential benefits

may warrant use of the drug in pregnant women despite potential risks

A=A BFZ U T D5¥E : (An Australian categorization of risk of drug use in pregnancy)

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected
of causing, harmful effects on the human fetus or neonate without causing malformations.
These effects may be reversible

D : Drugs which have caused, are suspected to have caused or may be expected to cause,
an increased incidence of human fetal malformations or irreversible damage. These

drugs may also have adverse pharmacological effects.
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