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TR g omg =R, B THIE B dng [ =F0), BT Y2 o 8E 8mg [ =Fn)
KOT T H N2 58 12mg T=Fn) 1&, BRASH EFUE PR AR ESES & U TR EZ R
ML, SRR 17 4F 3 A 31 H AR 0331015 B E A B4 3 A i R Raman T 3K 5 o AR H
FEICOWTY TS & | B L ORI IE & % E . MRS, AW P RS MR A Jhi L, 2014
8 A 156 HIT/AGRAZRAG L, 2014 4F 12 A 12 H X 0 IGERAtE LT,

2016 4F 4 7 27 BITIE, $E 2mg, 4mg, 8mg [ZOWT MBMLASE (BIE~TPSE) | OB
REA U5 L7z,

2019 /£ 10 A 2 BT, NRICKH 2 & mEED Hik - HENBEIE T,
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(2)EAAREWER L LT, MERE, v v, KM, Sl 2R, B v AME,
FPR AR | #oi, SERRRIERE ., RROUTTBRE, RIEMEZ  IRIKED 5 & b5 2 L b 5.,
(TVIL 8. (2) TARZARFINER & MIEN) OEBMH)
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T3 T VA U EE Amg T =F
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TR L EE 12mg T =F0)
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(3)BIMDAEK : AR A IS E M4

2. —H4&
(1) & (@K b7y vLFEFNL (JAN)
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(3)RT L :—sartan T oIV T UV UNRFRT 2 T=A K
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5. {eZ248 (f84iE)
(1RS) —-1-(Cyclohexyloxycarbonyloxy) ethyl 2-ethoxy—-1-{[2" - (1#tetrazol-5-y1)biphenyl-
4-y1]1methyl} -1Hbenzimidazole—7—-carboxylate (IUPAC)

6. [EF4, A4, KBS,
Bz L

LEES

onji

7. CAS BER%ES
145040-37-5 (Candesartan Cilexetil)
139481-59-7 (Candesartan)
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e B fl &=
M T - @ —
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Sc243 7.0 3.3 130
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= = il &
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A A—F | B (mm) | BEE(mm) | EE(mME)
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BT HIH U EE 12mg [ =F0)
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1 Sc242
1 Sc243

Sc244

HE~HEAAOERAY OFRFETH D,
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IT NN WEOEIRAY OFRETH D,
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B4R
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BT HINE EEAmg [=Fn) 18 THR gy Xt Fldng 2 E5H
WeTHNG hEsng TZR) 1gER TR A THasy v udeF L sng 284K
BT Y N gE 12mg TZF) : LEER THIR) A THrry Lt ong 2 6H

(2) &M
AT, D~ =bh—, hUERATT T ATT Y UEE, TV T 7 — kT
T e Rexvraeilrn—A T UARRT NV UL RATT Y U R A
EEAT D, ¥, BE 8mg MUWE 12mg 1%, ZOfMUZEMKRAL 5EEHT D,

(3) Z it
YL

3. BAEH ILHOSHMEICIHT HER
R L7

4. HEDOBEEEHTICEITAREN
(1) B FHNZ b omg [=Fn) 2

AERTE A RS RATHI R RIFIERE IR AE R
s ER 40+2°C. 75+ 5%RH 6 7 H PTP i3 A7 L
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(2) 1T & o 8E Amg [ =Fn) @

RERIE H PRAFSATE PRAT I PRI HE PR AL
PTP 33 2h7e L
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VT (KA 2ieia L

7
HEIEHE - VIR, MERBRUER, MEERAER, SFI—IE, WHME, TR

(3) B FTHAZ bE8mg [ =Fn) ¥

PRERIE H PRATZRAF: PRATH R PRIFIEBE B AE
PTP a3 3 2h7e L

IR ER 40+2°C. 75=%=5%RH 6 41 A

VT (RE A 2ea L

7
HESEH - MR, FEREAER, MIRERABR, WA Ve W, E R

(4)Y BTz b 12mg [ =) ®

EBRIE A PRAFSAE PRAFIR PRIFIERE B 3
IEEER 40+2°C. 755%RH 65 A PTP G134k Bkl L

HIEIEE - MR, MERERER, MIRERAER, B —PE, WHME, TR



el R A L2 IR ER (40°C, FEXHEZEE 75%, 6 B H) OFER. o7 VL% U §E 2mg
(=R . BT WA UEEdmg [=F0) . BT A o8 8mg [ =f1] RSB FH X
UBE 12mg [=F0) 1@ OHSEE FICBWT 3EMELE TH D Z ENHEH Sz,

5. AEERVBRMBREOREN.
BA=RPAYA

6. fhFl & DEEEEL (MEILFMEIL)
YL

7. BHH
()BT H i ofE2mg [ =F1) ©
Oy 2B O [F) %1
Rk 24 A5 2 H 29 BAFEREHRAR 0229 55 10 SIEAESEA R A R HRAE AR R E A [
SEEI S D EW LRI EMRBR T A BT A VDL EICHONTIIZBIT 558N RR D
& O [ BUE O AW RV SRR T A R T A 2D & Eifi,

RERTVE - THR) —RRBRIEEHRERE S FLE)
R & 0 900mL
BRI DI : 37+0.5C
[F|#5% : 50rpm, 100rpm
AERHK - pHL. 2= THR) &R 1K
pH4. 0=7% 8 7-Mc11vaine DFEMEIK
pH6. 8= [H/Jm ¥ SR 21K
7K
pHL. 2= TH/R] &HREELHE (0. 01%K U Y b~— K80¥NN)
pH4. 0=3 D> 7-McIlvaine DFEMEHL (0. 01%A U ¥/ /L~— L 80#N)
pH6. 8= [H/m| ¥ HEERE2ME (0. 01%K U ¥V /b~— K80¥NN)
HIEFENE LN 1) KON 2) OFMEITHEHET 5 & &, IWHESHNFEETH D EHET D,
1) EEEE R
(OIEAERIF 73 30 73 AN -E 85% LA B LanW a6
a. FE S N7 BRI N Fo W THEHEBIA O S Bs HHR DS 85% L & 72 % & & |
FEAERLA D STV R DY 40% K OF 85% T D24 7 2 R sz BT sk
F O SR VA H SR A HERL A O S PR HH 36 £ 10% D FEPHIZ 8 D>, X 2 B
BOMEIZ50 L ETHD,
c. BUE S VT BRI I doV  THE ISR DSBS HHAR D 50%IZ = L7 & &
FEAERIA DS E S V72 SR BRI 35 1T 2 B R O 1/2 ORI R %
AR Y 2R, R OBUE SRR I T BREBRILA O SRV
PR ERIF O L H R 6% DFPAIC B 2 2>, UL £2 B OfED 61 LA
ETHD, 72720, BUE S 7RI 30 W TR R O SR RN
10%LL T OE, HUE S 7= BRI TO BN L, BRSO v =R
ISEEHERLE D S s AR + 6% D HEHIC B 5,
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SRR 0 P R

15%DFIPHAZE 2 5 S OA 12 5 1 HEL T C, £25%D&#PHA#E 2 5 H DN

720N,

c. AEUERIFN DR RAY 500 L7 & &

AR BUAI D LA HH R 9%

DOEFIFHZHEZ D H O 12 fHh 1 HELT T, £15%O&HEE 25 H DR

(AR
FER  IRHIMRIHEREEICES LT,
RERIE : pHL. 2 (50rpm)
CHIERYE - D@, 2)c]

L —O0— hUTHILAUEE2mel =111
—o— ZHEHE| (o TH LA FEdmel =F01)
F - 10%
Mean 6%
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SHER R IR AR AR (59)
BRI - pH6. 8 (50rpm)
CHIERYE - D@, 2)c]
—O0— AU THILEUGE2mel =70
- —o— {ZEHRIK (HoTHILE SEdmel =F0))
------- 50%
[ Mean=+6%
c/'fé Il Il Il Il Il Il Il I
0 50 100 150 200 250 300 350 400
BRI ERER RS ()

FERIR - pHL. 2 (0. 01%R U YV )L_— | 80 ¥ (50rpm)

LHIERYE : 1)@c, 2)c]

] —O0— AU THILAUEE2mel =F0)
—o— {EHRE| (HoTHILE fEdmegl =F01)
I 10%
Mean=6%
O\ch’\'v Il r‘T Il Il 2 I
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SHERREREREERE (43)
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T e 10%

Mean 6%

_ 3
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Mean=+6%
O - —5 |
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pH4. 0= 7~ McI1lvaine DFEMEIK
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V. JARICEAYI HIEEB

1. MEEXIEHR

@) 2 7Y /L4 it 2mg - 4mg - Smg - 12mg [ =)

e MLEE B MR I SE

Q@5 FHI/LEZ L EE 2mg « dmg + 8mg | =Fi|

TRORRET, 7o oA T ¥ VBRI EA OB G E U TR WIS
B (BE~ T E)E)

""" <BEX R BT S M kowg> 0
BHLR2ORE |
(1) 7 25 oo s BRMRIERR 512 5 ABIA DI TR D BEIC BT SARDE |

PR S NTH DT, AANL. 7o UAT o oo SRR O8] 0 B2 TG |
ZExFAIE TS, E
(22)77:/iizkiF:/i/:/%Qﬂﬁﬁ%iiMﬁ%?%ﬂ0)éﬁﬁiﬁ§ﬂ<ﬂ—§}iiﬁﬁiébziaaf261§§U0>%?§%ﬂEZQKﬁ§Eé§ﬂE\jﬁE
CICT VAT o o L BRERILEA & AH %G1 L1258 O AT R O A R S |
TUVRL, 5

2. AERUVAS

@7 7 H 4 2ng - 4ng - Smg - 12mg [ =)

8 I AE

[HIN

WE, RACIHIALIED T Ly L FF bl LTa~8mga A5G L, HEICHT
12mg ¥ THIRT 5, 7272 L, BEEEZ D BAICIE, 10 1E2ngh 682 B L, BEIE
U8mgE CHEET 5,

AN

BHE . 1L EerARim o/ NRIZIX I HIE D 7 v& > kT L e LC0. 05~0. 3mg/kg
AR ORE5T 5,

WHE . 6L Lo/ HIE D T Z v LFeF L LT2~8uga kO G L,
VEIZS Cl2ngE THET 2, 72720, BEEZME S HEIIT BHENOEREZHE L, &%
BN U C8mgE THET 5,

RSB o I
WEL. RACIZIEIED T LE s S rFdeFas L 2ng ORAOFG20G 1L, SE
W2t C8mgF CHEI R4 5,

Q1. F Y ILH U BE 2mg « Amg * 8mg [ =F0|
TROIRFET, T o VAT ¥ BRI ER OG- E Y TR nWigs
B ARA (BE~ TP AE)
WE.RANCFLIHE LB o FHALE Ly X FAL L Tang 0 OROBG52HE L, &
FIG U 8mg T TR TE D, ok, RAIE LT, Ty o4T7 v v U ABERILERILIAM X
D IR Ik 5 2 &
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AHIOBEIZL Y . AR MER T 2R TEARH 20T, NEREE, RO ng/ |

AL Sne/ A ~ORIBIFCIL, MESOBBE T, BHARD SN B S A L
______ SAEOMIIMEEITD Z e
3. ERIRHELIE

(D EBRT—8/8yr—2

R R L

(2) EBRAR
U L

(3) BEFREEIREER
VAR L

(4) BRIHBR
LR L

(5) BREEAIEABR
1) EAEAEAITRERIHER

LR L

2) HEEREAER
AR L

3) RE MR
MR L

4) BE - mEHHER

REERRL
(6)amHER

1) ERRERE - BEFAKRRE (FHRRE) - RERTERERAR (MREERKRHER)
A% L0
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VI. EEE(CE T HIER

1. EEPHCEEHHILEYMITILEDEE
TV dT o S RS

2. FEBkR
(1) Ve - YERAERE Y
a7y 7 THY . BRARGBRIENTIERNE ) T2 o LV IER BT 5, B
YFYNE AT, TUVFT UV MREERED S B AT R L EIRICHEAS L, T4 T
YN OEBEREET S Z LICk o TRIEEAZELT, T72bb, M RGO AT %
BERTT o oFdT v 0 eI L CE O MEWHENER 2 3325 23, RS F %I U glE
TOT ) RAT v AEREHERI T 280 b BEEFERICE ST 5 L E2 6 TnD,

(2) Fth £ Tt 1T HHABRALAR
U L

(3){EFISCTRBERT - FHARESRD
AR L
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VI. EMBREICEY SEEB

1.

mEEDHT - AlIEE
(1)AELAEDGmMGEE
B - Y AN

(2)mE M RETERRM 0"
BT H g dng T=F1) 1 4.85%+1.73(h) (Mean=®S.D., n=20)
BT L bESmg [ =) 1 4.47+1.58(h) (Mean+S.D., n=19)
BT L bE12mg T=F) 1 4.85+1.60(h) (Mean+S.D., n=20)

(3)ERRHBR THRIn-OPRE

Rk 24 4 2 H 29 AATSERERATE 0229 55 10 BRI EE 3 AN R A PR R d o TR %8

[ 38 D EM I RV SMERRIR A A R T A 2 S0 EIEIT DN T (255 & S,

1) B FH B bE dmg [ =Fn) 10
AT Y NE g T =R CARMERIA] (B84, 4mg) ZhZhlsE (W THLzr v
LdtEF Ll LTang) %204 DREEERR AR 127 0 24— R—3E2 L 0 A200mL & & $ 12
MERHERRO# L L, LC-MS/MSIEIC TlEh o7V v & AREZRIE LTz, 1567z 3K
WIENRE /N T A — & (AUC, Cuax) (DN TIONE HH X FEIE S THEGHIFMNT 24T o 7o 5. AUCo-son
o N D S BB D I E D 72 DIOWEHHIX[H X, £ Z 4 1og (0. 884) ~1og(1.038) kT
log (0. 841) ~10g(1.011) TH V. 1og(0.80) ~log(l. 25) DHFIFANTH 5 Z &b, MAID
AW R DS R ST,

T A — X BEINT A—H

AUCo-30n Crax Thax Tise

(ng+h/mL) (ng/mL) (h) (h)
BTN bE dmgl =Fn) | 567+183 | 50.9+14.4 | 4.85+1.73 | 6.75+1.07
FEHERIA (BEAI, 4mg) 591 +181 55.2+15.2 | 4.55+1.43 | 6.38+0.76

(Mean=S.D., n=20)

(ne/mb)
100

—O— HrTHILY »EE4megT=F1,
—o— EHERLA| (5EAL 4me)
Mean=£S.D.(n=20)

[os]
o
T

60

RV SV S BEE
I
o

20

o S IR I
0123456 8 10 12 24 30(h)
#5%OEE

BEHIRBEN ONT AUC, Coux SFD /T A — KL, HBRE ORI, MR OTRIEE - FFHEO
ﬁ@ﬁ#iiofﬁ@éﬂ%ﬁ@%éo
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2) BT HIL L bE 8mg [ =Fn) 1

A TY NG ofEsmg [ =Fn) EAEHERE] (BEH]. 8mg) ZNENIEE (W THAzy v
L EF Ll LT8mg) #1944 DRFER AR 127 1 24— R —52 L 0 A200mL & & &1
MR HLERE O35 U, LC-MS/MSIEIC THSER 7 o T Y2 REZRE LT, Fbi73E
WENRE /N T A — & (AUC, Cuax) (2 DN TIOUE HEH X FEIE IS THEGHIEMNT 21T o 7oA. AUCo-son
S R Crax D A D I D 72 D I0W[E HHIX M 1L, £ A #110g (0. 857) ~10g (0. 969) K& T}
log (0. 843) ~10g(0.993) T&H ¥, 1og(0.80) ~log(l.25) DHEIPFANTH 5 Z Lo n, WFID
AW R E SRR S Tz,

Pl /ST A — X BENRTA—H
AUCo-30n Chax Toax Ti/
(ng-h/mL) (ng/mL) (h) (h)
T T H L BE 8mgl =) | 1094+223 | 94.0+24.6 | 4.47+1.58 | 7.68+2.01
FEVERLA (BEAI, Smg) 1219+293 105+32.4 | 4.68+1.95 | 7.58+1.65

(Mean=®S.D., n=19)

(ng/ml)
150 -

—O0— AvFHILY vEE8me =71,
—o— IEHERAF (§2F]. 8me)
Mean£S.D.(n=19)

n
(4]
T

50

pi:d NGRSO RNGS B =1
~J
[$2]

25

—L 1 11 1
0123456 8 10 1

2
BEHRORE

I E P EE DN AUC, Gy D785 A — & 1T, HRE ORI, (R ORRIRIERL - e S o
ABRGRIC K > TR D AREMNH B,

3) BT YL EE 12mg [ =Fn) 12

N THNE EEL2ng [ =F0) LAEVERIA] (BEAI. 12mg) ZNENIEE (W TH L2 v
LxtFL e LT12mg) 2204 OFEFER AR 127 1 A A — S—1EIC X Y K200mL & & &1
MERHEERRA#E L, LC-MS/MSIEIC CTISER I o 7 v & CREZRIE LTz, 1557238
WENRE /N T A — & (AUC, Cuax) (2D TIONE HH X FEIE IS THEGHIEMNT 24T o 7o 3. AUCo-son
L N D 56 B D S EIE D 72 DIOWE R IX [ 1L, £ Z 1 1og (0. 821) ~1og(0.981) kT
log (0. 826) ~1og(1.043) TH V. log(0.80) ~log(l.25) DHIPHNTH S Z L b, WAID
AW R D3RR S Tz,

PN T A — X BEINT A—H
AUCo-30n Crrax Thax Tise
(ng-h/mL) (ng/mL) (h) (h)
T T E BE 12mgl =0 | 1507 £421 135+29.1 | 4.85+1.60 | 7.39+2.02
PEAERLA (BEAI. 12mg) 1651340 150+47.5 | 4.25+1.33 | 7.54+2.44

(Mean=*S.D., n=20)
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(ng/mb)
200 -
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123456 8 10 12 24 3000
#E5 oM
I HEFPREEN ONT AUC, Coax T DX T A —Z 13, HRFE OB KUK O BREAIEL - R[5 D

BRI L > TR D AN D 5.

AY TR bE omg [=Fn) 19
T T HVE G 2mg T=F0) 1, T3 &EANE7R 2 8% O [E T30 00 A4 71 [R5l Bk 7 A
RIA 2 (CFRk 24 452 F 29 HERARATE 0229 45 10 =) ) ITHSE, HoFH L
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LR L
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(1) FRtR 3%

LR L

(2) RARERE 24
MR L

B)NAFTFRASEY T«

ZUER R L

(4)HKEETEH
L THIVHE G Ang T=F0) 9 1 0.105+0.016 (h') (Mean=S.D., n=20)
o FHIVHE EESmg [=F0) Y 10.094£0.017 (h') (Mean=S.D., n=19)

B FHNE EE 12mg T=F0) 2 1 0.098+0.018 (h") (Mean=®S.D., n=20)
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AT v A FUEHRER | BEEAZBE T2 80805, | AT v A FIEHKER
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AIRELE A BYLRIER 2G4 57 0 A
AV RAZ Y BT 5D DA AL E

THZ L6 BEFERZR
PWIEDLAREERDH D B
Z BN TW5,
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0AE TV AR E
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8. EIfEA
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AFNE A R A S O BIVE I JE SIS D3 T & 70 2 A 2 i L Ty,

(2) EXGEER L MEMER (AT

1) METRE : i, D8, &, W - EEEOMIRZAER & 92 MEZER S Hbh b Z &
bDHOTEIEE 2TV, BREPRO NG 2 PIE L, @ 0LE 5217 9
Ze,

2)vavy s, K, BREEX: va v s MEKTICES K, BRHARHLDNDZ &
WD DT, BEZH3ITATV, Wk, e, ERdERER & O b GaI1I2iE, EHIZ
YR AE AT H 2 & FRCMRENT ., B 2Rk FRAIR G 5V I3bAR
EOBETIIVENOEGEZRG L, HMET LA BT OREZ H2ICBIE LN
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3) BMREE . AMBEENDH DN Z ENHDLOT, BEE FHITITV, BENRD L
NESA I 2l L, S RLEAITH 2 &,

A)EA Y U AMAE: BEZLEGD ) U LAMIEND 5D Z RN 50T BEE I T,
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700 $ (PTP14 £ X 50)
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<A—ANZ U T D5¥E - An Australian categorisation of risk of drug use in pregnancy>
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.
[& MRIEOFTIEA S 2B EORASE LGS, 23, By LEbns, 732 DRK
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