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(TIZ T N ARRL 10% & SLHE K Fnd & OB S LiRER)

BRI 15 TIE T R ARBRL 10%2g &/ 10 Sy [ FLBE Ky 6g LIRfIL, U7
ZB A T VI AN T FROLE TR L, 2 B KO 4 BE%ICE(L
e LT,
RAFStF 30°C, 60%RH,
(I S SBLREONT IVEZ T 2 AFIKL 10% D& BICE(ITRRD b o Tz,
. TIVE I ARIKIL0%D T Rl
PREJHI | i HEFEG) | T
1| HBEOHKRTH- 72 101.2
0 2 | HEOHMKRTH- - 100.3 100.7
3 | HEDOMARTH /- 100.7
1| HEBOKMEKRTH> 7= 101.1
2HME | 2 | HBAOKHKTH> 7= 100.5 100.2
3| HEOMARTH 99.9
1| HEBEOMAKTH- = 100.6
4 | 2 | BREOKBARTH- - 100.6 100.4
3 | HEOHMKRTH- /- 100.1

(TAET v AR 10% & T >y 7 AR & OFCA A ER)

AR Tk TOE T K AHIRL 10%0. 5g 12T ¥ 7 AHMKL 0. 5g ZIRFI L, H 7 2 8E @
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776
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3| HEOMK TH > 7 103.4
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9. AU
T N A BE 25mg
HR—MaBE A HRBES 218 (S RLE) | 12k 2,
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10. Rz - A%
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V. BRICEII SHEE

1. EEXIFHE

4. WEEXR (TR
O=MmERE (KREMH., BHE)
OMVERE (5 -~ MHELFE) . BHEZFE. FFHEFE. BREZE. EEERCHESIFES &
UREK. REXRAMEE
ORFEMTILFATOVEDZHE X WEKDHE

2. X EHRICEEET 5FE
REEN TV

3. RERUVAE

(1) RERUVAE DR

6. AZERUVAE
Avn /)T 7 bl LT, @EEA 1 H 50~100mg &y ERE A& 595,
2B, . ERIC K EEERET S,
=720, TREBEET VAT o EOBZKERE X OEROUE ] OIFNEMmA T2 2 &0
EAAN

(2) FERUAEORERE - FHL
AR L

4., AERUVAZSICEET HEE
REEN TV

V. 1BRRICEEd 5 IEA 15



5. ERERAUAE

() BET—2N\vHyr—
AL LR

(2) BFREBHR
AR L

(3) ARRIGERMER
LR L

(4) IR
1) BRI
KR L

2) REMHER
A% L

(5) BHE - IREERIFER
ML

(6) AEMEA
1) FRABRERE (—REARERAE. FEEARERE. ERARBLRAT). 2EkTkT—4
AN—RAE. WERFTERBRABRONE
AR

2) RBEFHELTERFEDARIIEERL-HAE - HBOBE
AR ANA

V. 1BRRICEEd 5 IEA 16



(1) Z0it
R SRS B 1 2 B TR BT DA RITZLUTO L BY Tho 7,
I AFOAGB S HEE 1 B 50~100mg & 73&Iit A5 TH D8, AEFTIE, HGEN
50~400mg,” H DAER & Te,

B GRS
JERMET )V R AT 1 HE 100% (5,/5)
R I 58.2% (53,791)
N R I = o I i R G A 70.5% (31,744)

T, AAIOHEUINRITK DO LB TH D,
EUEE (R, B
OEEIE (D o MAPELARA) | BRI, FFVERIE, SRR PE e, BRI ok O IS & O K,
SRR AR M i
JFFEM T L R AT 1 U SE DB M OYEIR O

V. 1BRRICEEd 5 IEA 17



VI.

EMUEHEICRHT HEE

1.

EEPHICEESH DILEYMRITIL &Y
BEFERIRA (1 U 0 DOREFHERIIRAIE)
FER  BEO S (LM OIRELOHREL, BHOBTIRLESZRT D L,

2. EBE{ER

(1) fEFREME - FEFIReF

2w )T bk, BE L TEMBMEDT IV RAT 0 AREWT R U 7 L—5 U 7 LASHE
PAZIZTe B &, TV RZATa UAEHHERIZE Y . T R U LA KROUKOPEMZEE L, B Y 7 L0
a5, V2

H-T v RAT 1 o &fhG SE OSBRI Moz, Avnr 77 NUoaEHSES
ARG MART A RAT e LT, Y

TNRATa L EAM LERIBRET v b2 AWEERT, 7y hOB EEMEOBKIZB VLT A
v'wa /77 N OREICHHI LT v AT 2 AERM (R Na, /K e f51E) 23380 biviz, ¥
FERA B ER ME R A AW BT, MEO TR, IR MU 7 APkt & JREOBEN, R
U U AR E OB E ORI BED HILTN D,

—J7, MilRE LT, T RAT Yy LERICEST 2EAS T OFENSMIETIZEERD S,
COTNVRATRUREEASTICHLTH, AR 77 b RBARKIEREET S L0 9
WELHD, O ZOMEMITATHTHD EEZLNDN, FEEEAOKREICE L Tk, RIZIEMIC
155 o TR,

(2) EERMTDHHABRRAR

ATV RAT 7 AR
AR/ T2 bk BRIEEMIICEO T, BIBEENLAWENE TV RAT B Y ROT
AXRLANFART O VEOEHEANF AL FEIEHEDF b U 7 A—0 U 5 ASHRRIERK
SIHTRIERICHE T D,

@) IR
BT v MCT VAT U 2B L 2A, T R AR E B ) T AP Z
V. BRFNa,/KIHMEF LTz, IRWTIAUCAE R )57 Mo R 55, 7L RATT
ANTEBRFP Na, /K DI FIZRESIL, TIVRAT oy ofGEatZF0F NI U AITF-E, 1YY
LYEERNCHS T 2 26w 2 527 oo hE L oICiE—EDBRRRD b,

VI.
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EIEHEE S Y FMIBH37IRRTOVORDEREIZRIFTHEICHT S
AEQ/ S FDOBEEER

. _ . - . SERIE CobEui)
Avw /o7 hokbGaE | Bl % o e Nax10) K
— 4 0.82 1.03 0. 80
0. 2mg 2 0.87 0.98 0. 89
0. 4mg 2 0.97* 0.95 1.02
0. 8mg 2 1.03* 0.92* 1.11*

% P=0.05 ¥ BT : log mmol /L TNVRATa  EER 0.9ue/ T v b

s At /T by (BHANTEFEYE D SC-8109) A X (T v b) ([Z¥Eh, BIEEIRmLT
DT INVEATaVyBERFEICEE LN S, AV )57 MUnT IV RAT T 5k
BAHELR2NVWZ EE2RTHEOTHS, WV

- B ERETT VIZBWT, AR )T 7 hBNHIT IV RATa AER 2G5 2 & AR
7z,

a. BEMEEMEZER
BEEMEFRICAER ) Z 7 by 200me,/ P,/ HEHANIIREAICT 6 HF#EE L=
LA WREEBIMEITFREL, IZEALCEFMEE TR T Lz, RF K BRI
Wi L, Na PEltE & JREITHEM U=, £/, M KMEOERZ B L ifiE Na fEOEE O
PRB ST, P

b. X7 u—¥J v |
F70—¥I v MIAYT /57 b 2.5mg,/ B%E 4 HE#E Uiz & 2 ABEKEDORD %3k
72 L. W LW K B 2522 mE S8, RN K EE BIZIFERICEE Lz, W

c. MEKA X
JEAKA RIZAE T ) T2 FohkEELIE 2 A, FlRERY Na, /K ORGSO bz, P

VI.

HRhSREC B A TEA 19



o:
A¥H /)G hrEE MORABE LI 24, TA RAT U 2 B0 Faf RIZk b
FRH Na,/ K [ O 246 L7, 191D

cEEREFM N IEERICEE a LT a FEHFH L TWA T VY URBEIC, iEaLrFaA
F%QZ?LXED/77%/%&5LT%\F*%ﬁgﬁﬁ@‘1%%iﬁb6h@ﬂoto

TN RAT R BB ST T VY IRBEICAY R ) 7 FroagnRE Ll e Z
7. Na ROVKOFIR, MiEK O LH-. BB 7L RAT 7 okt a3 s Lz,

2vna )57 hATT A RAT e AEAICH LTI & X . Z2O/ER A S
< %ﬁ%ﬁ%f&)é LEZ HiLb, 13) . 18) | 19)

s TV RZATa o BWMET L TWAERFICAY R ) 57 a4 5L, b/ Na flljR
MZHND, ONa ZAM LTV AT 0 UERE TIX, 7V AT 0 U 5WR Do T,
A2vmw /77 by (1,200mg,/ H) ZREERGLTHLHT VAT o ANAERITRD Seno
7o BT Na BEHIBR F O 7 /v RAT o AERFICAEY e /727 b (200~300mg, H) % #
BLizE A, FEMRHT N RAT a AEHRRD bk, ¥

SPENFRBEEICA YR 27 h (100mg X4 B H) ZEMERAKES LZEZ A Na D
PRI B OBIINE A BN, TV RAT 1 2 ORI I E R 2R b
ofc, TOT LI, @%%V&LTNa&U*@ﬂW%%@#éwfi&w EEIEBEL T
Do W i L ARHEME I EE RS xtm/7ﬁk/(MMW¢Uén4Hﬁ$ﬁ&5
L& 2 A, RIBHART IV RZAT 0 OGNS Sz, 2

S RIECHK Z B OF LTCATHZ RS 5 fllic e n /77 b (400mg,/ H) ZiER&EGLics 2
5. 4 BICE e Na ROVKOFIR, K PEtitanbl, R pd o ERRZ 5Tz,

b METICAYE ) I MR EE LA MIEEALFES LTIV RAT a0 ofss
EEEHNCIRE U (in vitro) » 7TV RAT 0 U HEWE @%f%mw6&ﬁ®74~}A/
THEREN I &, AR ) T 7 MATRWRRIT v AT e UAERERT, !

) A THERBINTOWAIHELVTHEZL TOLEBY TH D,
2t /T bl LT, BEARA L H 50~100mg #5E 0% 545, 2B, Fin, RIS LV E TR
Do 12120, THFBEWET L RAT 0 MJEOBZKE L OYEROKE] OIZEMF & EHT 5 2 & n%uy,

VI. HhHH B9 A IE B 20



(B EAERD

.@J%%%ﬁ 12) | 13)

Grollman EIZ & o TIER U 72 EBRAYEHE S EZ RIS, IGHEHTMLEAY 100mnHg LA E & 72 > 72 Kf
ST, NaCl 10mEq/ kg HZEEAMTDHE L BIZ, A¥B T 7 b 200mg,/ B H% 6 HREHK
WIUIRR OG- Uiz, IEMEFZRICIIAEY R, Z 7 Fr 200mg,/ ]/ H% 6 HREREO#&S Lz,
AHNOBHAZ XV | @I ERE TR & b MmEI T GRRHREBICTRL, EFMEE TETL
77 TEHIE 3~4 H B, —BEF{LL TCWZMEAFHFO LR LD, 5 B BIZ1E 100mmHg LA
izt o7z, Fe G, R K SRR ITEEE D U, Na PR & JREIIIN L7-, £/, M
15 KEOER R E5F-L Mg Na [HOEBE IR TN bz,

ZAUCK L, EFMERTIIME, RE, RP&ROIMIE P EREI T O EITRD R Do T,

(&%)
JRFEME R O FEET L RAT v AHERFE 1T fllicAew ) Z 7 o2 ih Lz & & ORRFBUR

1% 3~8 A%, ZhARFHecheEIL 48~T2 Rl T o7z, )

(3) 1ERFIRNFR - Frithrfa

AR L

VI.
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EYERE(CRE T 5IER

1. MREDHR

(1) h# LA mRRE
AR L

(2) BRRFAEBTHRSIN-OTRE
1)%@&5%
OIEERAIZI T Hi0E
AR AN B 10 BICT IV E 7 Mo ABE25mg 488 (A1 /527 b 100mg) % Z2fERC
B OB LIRS 7 L v O MR IR E oW 2 LT IcRd, »

600

500

% 400
i
{5; 300
(ng/mL)
200
100
0 T T T T T T T T )) T
0 1 2 4 6 8 24
e (hr)
T Coax SRt AUCy~s4
aff 1.8 R
2.8 I 461 L 5, 309ng-h L
I ng/n BAH : 11,6 ] ng-hr,/m

M OWIE T HMEE R LT,
) AFIOEBEN-HAEIT 11 H 50~100mg Z0ER OS5 Thd,

(%) MEANT—4
BEEERR A B 5 I H-A 1 2 F 27 by (200mg+200uCi) A Z2fE MG (C BAEIRE M35 L 7=FF oD
By g bR & LA R IR, @

) A THAB SN TV DIEREIINE., HELAOCHEEFUTOLEBY ThH b,
CHEESUTN RO B MEE CRIEME, MRS | DPEERIE (5 - MDA 4 | B VERIE, PRI, Rk,
BPEREENC L D TR X OWEAK, SR ATRIEERIE, JFRMET L R AT v EOBEIR X OYEIR
mﬁz%
HEERVHE>AER Z7 e LT, BEEA L H50~100mg Z0EfR 0% 535, 2k, 4, ERIC
K VEEREET D, 220, [FEEET L RRT 0 AEOZKTR X OIEROSE] DI i3
R EPEAT D Z EmE,

VII. #E@EhreicBlJ 2 IHB 22



5000

1000—

W 500
i ]
B T
i 3 ]

(ng/mL)

100—

50—

10—

0 6 12

24 82
FE (hr)

2vm )70 N ORBERT v ORI,
Ti,=4.42+1.07Thr (5 2.5~12 F§fE#% © o FH)
T,,=16.8%+2. 7T5hr (&5 12~72 FEft% : pHH) TH D,

(&%) MEAT—Z

HEBRABMEALICEEZAY R ) 57 F 200mg ZHEEROFRL L-EFEOAYE ) 527 oD
EHREM I L) VRN Ta-FFAF LAY ) T2 hrOMiEFRIEYE AUCy—, 13, FHFER
3, 107ng-hr,/mL. 3,880ng-hr,/mL CThH-7-, ?

AEQ/ S5 FURVEEKEYOEYEE/NS A —4

AER) T TaFAAFANAL6B-E FOXSTa-FAA)
7 kv a/) T N FNAET )T N

Coax (ng/mL) 185+ 51 571+ 74 202+ 54 231+ 49

Cpax (hr) 1.0£0 1.8+ 0.5 3.1+ 0.9 2.9+ 0.6

tip (hr) 1.3+ 0.3 2.8+ 0.4 10. 1+ 2. 3% 11.24 2. 3%

AUCy—yy (ng+hr,/mL) 473+ 149| 3880+ 869 2812+ 785 3107+ 551

SR AR R A

* PPN SRR ER GO N oo DT, TROY T AN T — X 215,

1) AFRTHGB SN TV S REE

<

R, HERUCHEITLUTO LB TH D,
DA S MERE CRRRME, BVES) | ODIETRIE (5 o MR OARA) | BEIETRIE, ITIETRIE, R de e i,

EVEREIS A O IR K OMEK, AR ARFVEEIE, JFMET v R AT v AEDO 2K L OVEIR

DY

HEROCHE> 2T 527 bl LT, @A L H 50~100mg Z5ER A% 545, 2B, 4. BRI
L BEERET 5, 72770, [FRET L RATF e U OB L OYER OS] OIF2 T
FEPERT D Z &%,

VII.
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2) ALK
(%) SEANT—X
R A B 23 A’/ F 7 b (200mg,” H KON 50mg X 4 [0, H) Z22fEHREC 15 HFR%
O 5 LB RBIEY h > L ) v O b e % DU R oRd, ®

o1 1[E#% 5
Tie=19.2+ 6.5 7

2000 -
g% 10003
5 5007
\/ ] q
% A
!
>~ 1004
I ]
507

(ng/mL) ,wx%a
] o
10 — 1
1 2 3 4 8 10 12 15 16 17 18 H
o 1H4[E[#5
Ti2=12.5=+ 3.39K5[H

2000+
gu 10003
§§ 500 f{H) f{ﬁl
V2 4
= K
J
> 1004
b3 3
JE 50

(ng/mL) 4 "f&&’ﬂ—‘
10 , /ﬁwﬁ—//ﬁ#
1 2 3 4 10 12 15 16 17 18 H
(3) &l
AR L

4) BS - ftRAXDOEZR
(B%5) SEANT—H
R AT Z2fE e L B2 1A e /57 b 26mgxd SEDHEIEGEEOF| TR LT, 2% IR
D FARTEMERIO S v L e LCOMmPEERENETAHERDH S,

) A THEBE SN TWDEE IR, HELXOHEIIUTOLEEY TH 5,

GHREUTZN R F L EAE (RFEME, BPES) | DRI (9 o bR 4) . BPEFZIE, FFVEEE, RrsehrhE,
FEME IS RE D PRI OB K, SR ARFAMETRIE, JFPET L R AT v U EDOBME L OVER
Dk

ERCHE> AR Z7 o LT, BEERA L H 50~100mg Z0EfR 0% 5425, 8, 4, ERIC
K VEEREET D, 220, TFEEET L RRT 0 AEOZKR X OIEROSE] DI i3
FEGRAT D ENZ,

VII. #E@EhreicBlJ 2 IHB 24



2. BYMEERP/NS A —4

(1) BHT A%
A B L

(2) RULEEES ®
0.834hr* (fEEERR A B 6 4, ZEERFHEERAOKES L V)

(3) HEEEEH®
a8 : 0.563hr™!
BAH : 0.057hr™" (HEFERRANBME6 44, ZEHERFHERRO& G 1L V)

@ HUFF TR
BB L

(5) NHEHE
(%) NEANT—H
R AN B8 Al A ) T 7 b b0mgx2 A,/ B 8 AR AKE Lzt 24, =D F AN
FEMI T DTV ) v DAL 364. 0L ThH o7z, *

(6) E0fts
AR L

3. B&H ((REaL—>av) @&

(1) B
AT L

(2) 155 A—SEHER
YR L

) AHTHEBIN TV AT, HIELAUHEIZLLTOEBY Th 5,

HRESUTZN D S EAE (REEME, BYES) | DRI (9 - MO R4 . BVEFRIE, AFMEFRAE, RRrErehE,
TEPEREIS IR D VRIS L OME K, SR GRAMEERIE, JFIEPET L R AT v UEOBKS X OVER
DE

AEEOCHAE> AR ) T2 Frrb LT, @ERA 1 B 50~100mg 205 A& 545, 723, Ef, EiRi
L OBEEBE T %, 250, BTV RAT 0 U JEOZKE X OYERDOUE] OIF)N T
F AT D Z L%,

VII. #E@EhreicBlJ 2 IHB 25



4.

5.

IR AR

L

SNAFTRATEY T 4

(%) NEANT —H

R ABM: 5 LI A R 2 57 Fy (200mg+200u Ci) ZZEERACHEROBEG L2 A, A
AFT ATV T 4 FEEMZEORTR) 1X70% THo7-, ¥

Bl 1eflicAar e /27 b 400mg 2 ZEERFICHBR OB L Z A, 1HITANL 4T XA T
UT 4 (MR R) 28 60% Th o1z, 23

Eitl
(1) Mm% — ABFY @ad e

(BE) A XZBTFDHT—% EHAA VI BAIY L)

A XNHEPUCE M H-H o L 2B U v A E T L, IS RER I ORET LR . SEVIE P o B
IEVEIZMSE TP O FHEME D 30~40% TH Y . D 12%ITHh L v, 28%I1T v A 4T
bolo, B 24 BB OMEERH L WIXEEY &, R & ORBIEEO X, ZhEi 27,
36 Thoiz, 7

(2) Mm%k —RaEERAFT @B

i 2 w5 TR B D, W

(3) HA~DBT

(%) SNEANT—F

ihs (28 5%) I[CAE R T2 by 26mgxd B/ HAKRAKG LIz A, AR /T hDOER
REMTHHL I v COMBERREICKT HAIHTREDIZ, AR T 7 o EH% 2 EF
T 0. 72 (MAEFIEEE 144ng,/mL. FLiTH¥EEE 104ng,/mL) . 14. 5 BEfEI#% T 0. 51 (i fEH 2 EE 92ng
JmL, FLIF IR 4Tng /ml) ThHoTz,

(4) BER~DBATH

(BE) A XZBTDHT—% (FEHHAD LV EBAY T L)
A XTlX, EEULAY H-h v lh ) v AEE 24 BRI OBER T & 5 o U TETE O i
#0.6 Thot,

) A THEBE SN TWDEE IR, HELXOHEIIUTOLEEY TH D,

GHREUTZN R E i EAE ORFEME, BPES) | DRI (9 o Mrb R4 . BPEFRIE, FFVEEE, RrsehrhE,
FEPE IS RE D PRI OB K, SR ARFAMETRIE, JFPET L R 2T v U EDO B L OVER
DBE

ERCHE> AR Z7 b LT, BHKRA L H 50~100mg Z0EfR 0K 5325, 8, 4, ERIC
L OBEEEEET %, 7270, [FHRET L R2T a U EOZEE X OYEROUE] OIF)N 3
FEGRAT D ENL,

VII.
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(5) Z DD~ DIEBITHE
(BE) 7y MIBITLHFT—x %10
Fw MZ [22-YC) Avm T MU OEE LB O T L 7 O fSE 6 DR
RS DOHIINT 2. 03, FIEF 3.68, B 1.39, LiE0.61, 5BHL0.37 ThoT-,
Fo, Ty MTYUC-AE v T2 b obmg/ kg AR OG- LTz 24 e 14 O HURTE M O FHR 1 5E
LRI/ 29. 0, TN 13. 0, I 11.0 Th D,

(6) MIFFEAKEERD
(B%E) NEANT—¥
AR A T 90% 2L |

6. X

(1) RBERRL R VR BHR R
(%) SNEANT—F
Zvn /)77 AT EICHBCTRE SN,
t MZBITHAER 77 FrORFRBREIITRO X5 ICEHMETH S,
Avnm /)77 oA, £ BT Tk E R, T RGN ERT S, ZoFEE, E
RN T A — b Lz v v, XL, TAAF ML LIREY T-F A AFrAaee ) 77
N EERT S,
HL ) MIETICEBNTT 7 UM L L R OFERREE L L TIET B,
B, RPICIERRHO AR ) 57 Fodgii N st ¥

(0]

b

AEB/) Ik
0 SCOCHs

(0]
| o
i:fggij F o+ — L Ik
o (0] \SH
—

COO
i:ifgjiiv%ﬁx%thm/7ak/ Bl

O

0 ~SCH; VAN
6-OH 6-OH 6-OH 15-OH 7wﬁcu%ﬂ@A%
28/ 57 b2 Z)VRFT K Z)VIR ok hv I

VII. #E@EhreicBlJ 2 IHB 27



£/~ B MCBIFHAE R 57 FrORFHBFEIXKO LI ICEZ LN TS, W

(0] (0]
O)h ()/'jb oy COOK
I II1:SPIRONOLACTONE IV:POTASSIUM
CANRENOATE
(0] (0]
A A o oo
(") OH
AV VI VII: CANRENONE VIII: CANRENOIC ACID
(0]
O)h ())‘j OH J_COOCH"VOF»
O **SCH3s (0) **SCHs
o) OH §
IX X:68-OH-SULFOXIDE XI:15a-OH-CANRENONE XII:CANRENOATE ESTER
GLUCURONIDE

(2) REICEAE5T 58F CYPF) OnFiE, FE5X

LB L

Q) MEBBENRDEERVZDEE

BB L

(4) KEYOFEORERVEEL., FHELE

(B%E) HMEANT—¥

fEFERR N B 4 ZICBEHZAYR 2 T2 hy 200mg ZHEROPEE L2 2 A, iEPICHEE
a)VFaf REEZLOREDLE L TH L) VU ER Ta-FFAF LAY ) T 7 N UoRHERS

ﬂf:o 42)

MR ABM 12 4I1CAYR ) T2 by 50mg HBEREOKRES LZEZ A, BE 2~10 HFE#%O%)
HIAER )7 o LIS LT, Ta-F A AF LAY T ) 527 hr0.33 Thotz, ¥

) A THEBE SN TWDEE IR, HELXOHEIIUTOLEEY TH 5,

CHRESUTN R M ESE RAEM:, BMEEE) | DPEERIE (5 - MDA 4y | B VEVREE, PRI, Rk i,
FEME IS RE D PRI OB K, SR ARFAMETRIE, JFPET L R AT v U EDOBME L OVER
DikE

ERCHE> AR Z7 o LT BEKRA L H 50~100mg Z0EfR 0K 5325, 8, 4, ERIC
L OBEEEEET %, 7270, [FHRMET L R2T a U EOZEE X OYEROUE] OIF)N 3
FEGRAT D ENL,

VII.
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1. B
(1) PEAEETAL
PR BBt

(2) Prie
(23%) SNEANT—#
TERERR A SBPE 3 412 (20-°H) AE'm /7 b (200mg+200 u Ci) % H[EIRE O B G-tk 24 FERHE
LA TS D) 20% 23 R I HEME S 7z,
R#P OPEMFRITRD LB TH D,
Canrenone (2.9% of dose)
6 B ~hydroxy-sulfoxide (1.8% of dose)
15 o ~hydroxy canrenone (0.8% of dose)
6 B —hydroxy—thiomethyl derivative (0.5% of dose)

Canrenoate ester glucuronide (4.5% of dose)

F7-. RPBEBEIEEIIKRO S 7D LBy Thb, P

(%5 5) FOLIk (% % 5-5) radioassay
15 A 40
351
301
10 oV I+ h v )i+
z AL DTV O 7 251
B ek s
i f& 20
o o 7 oos)b AR o H*
= L AV AR B =159
10 H> L >-6B-0OH-
AV AT+ FHA K
5<
A%
04 . , : : , , 0l . , : : , ,
0o 1 2 3 4 5 o 1 2 3 4 5
H A

X v /v, BV /) 6B8-0H-ANLT %9 A
K. ZOMOFBEWIZ sk

) A TERBENTWAEEUIE., AERCHEIIUFO LB TH D,

CHRESMIT D RO i ESE (ARREME, BMEEE) | DETRIE (5 - MM DR 4 | B VEVREE, FUEVRIE, Rk iE,
TR RIS LR 5 VRIS D OMEIK, SR RRMEERIE, JRIEPET L R AT v UE DR X OVER
DE

AEEOCHAE> AR ) Z7 horb LT, @A 1 H 50~100mg 2 0% 0% 545, 23, 4, EiRC
L VEEEET S, 72770, TREMT L FAT v U E02ZWE L ONEIRO%E] oI1E) 3
F & PRI B Z L%,

VII. #E@EhreicBlJ 2 IHB 29



(3) Pt
(%) SNEANT—X
fAHERR N B 5 402 [20-°H] AE'm /T 27 b 200mg & ZEfERFICHERE OG- L& 2 A, #&
H.4% 24 W DANIZ FGHTEME D 19. 2% D3RP HEME S 47z, 5 5 HZITITHSTEED 31. 6%
DRI, 22, T% N FEPICHEIE S e,

8. FZUARKR—EF—IZET B1ER
PMER e L

9. BNHFIZKDBRER
(B%E) SNEANT—% (FEHHL V8B Y T L)
SRR E R 70 BT, BRI A SRS, MRS 2% TV A BB R2RF IELEw v
fe71 U o 2 200mg FHEZ OFEIMIE D > LV CPRE (neg/100ml) 1%, & %10 5714 T 76, 76, 96,
F7- 6 B[ T 26, 37, 16 THoT-, ¥

10. HEDERERIHESE

(1) HEFEFICHEIT S
(%) SNEANT—F
BYEFFRABRESHICAER /T2 b 200mg ZHERROBG Lz 2 A, KEEMTH L0
L ORI 59, 4hr & 720 | EFEELAIC IS 1T DI OK 3 5 Th o 72,
F7-. G5 24 BMBICBT DL O ML 36. 3ng,/ml. TH o7z, ¥
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24 Pfizer Inc

AR 7244 ALDACTONE® (spironolactone) tablets for oral use
AGBEH H 1960 4

KITE - Btk Tablets:25mg, 50mg. 100mg

ShEE ST sh R ALDACTONE is an aldosterone antagonist indicated for:

« The treatment of NYHA Class III-IV heart failure and reduced ejection
fraction to increase survival, manage edema, and to reduce the need
for hospitalization for heart failure

« Use as an add-on therapy for the treatment of hypertension, to lower
blood pressure. Lowering blood pressure reduces the risk of fatal
and nonfatal cardiovascular events, primarily strokes and myocardial
infarctions

« The management of edema in adult patients who are cirrhotic when
edema is not responsive to fluid and sodium restrictions and in the
setting of nephrotic syndrome when treatment of the underlying
disease, restriction of fluid and sodium intake, and the use of
other diuretics produce an inadequate respons

* Treatment of primary hyperaldosternism for:

(OShort—term preoperative treatment
OLong-term maintenance for patients with discrete aldosterone—
producing adrenal adenomas who are not candidates for surgery and

patients with bilateral micro or macronodular adrenal hyperplasia

HiEAOCHE * Heart Failure: Initiate treatment at 25 mg once daily

« Hypertension: Initiate treatment at 25 to 100 mg daily in either
single or divided doses.

* Edema: Initiate therapy in a hospital setting and titrate slowly.
The recommended initial daily dose is 100 mg in single or divided
doses.

* Primary hyperaldosteronism: Initiate treatment at 100 to 400 mg in

preparation for surgery. In patients unsuitable for surgery use the

lowest effective dosage determined for the individual patient

(202349 )
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OMERIE (5 > MEDLAL). BHEZFE. FEZRE. BHREZE. BEESICHES FES L UEK.
FEXFMZE

ORFEMTILFRATOVEDZHE X WEKDHE

[RiEkOHE]

A¥w /T b LT, @A L H 50~100mg &0 ERR D& 515,

RE. AR, ERIC XV EERET D,

72720, TRFEMET LV RAT u JEOZES LOMEROSE] OIFE»EMuAl L T2 2 g,
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L R A
8.1 Pregnancy
Risk Summary

Based on mechanism of action and findings in animal studies,

spironolactone may affect sex differentiation of the male
during embryogenesis (see Data). Rat embryofetal studies report
feminization of male fetuses and endocrine dysfunction in
females exposed to spironolactone in utero. Limited available
data from published case reports and case series did not
demonstrate an association of major malformations or other
adverse pregnancy outcomes with spironolactone. There are risks
to the mother and fetus associated with heart failure,
cirrhosis and poorly controlled hypertension during pregnhancy
(see Clinical Considerations). Because of the potential risk

to the male fetus due to anti—androgenic properties of

KE DTS SCE
(202349 A)

spironolactone and animal data, avoid spironolactone in
pregnant women or advise a preghant woman of the potential risk

to a male fetus

The estimated background risk of major birth defects and
miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss or
other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2%—4% and
15%-20%, respectively

Clinical Considerations

Disease—Associated Maternal and/or Embryo/Fetal Risk

Pregnant women with congestive heart failure are at increased
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risk for preterm birth. Stroke volume and heart rate increase
during pregnancy, increasing cardiac output, especially during
the first trimester. Clinical classification of heart disease
may worsen with pregnancy and lead to maternal death. Closely
monitor pregnant patients for destabilization of their heart

failure

Pregnant women with symptomatic cirrhosis generally have poor
outcomes including hepatic failure, variceal hemorrhage,
preterm delivery, fetal growth restriction and maternal death.
Outcomes are worse with coexisting esophageal varices. Pregnant
women with cirrhosis of the liver should be carefully monitored
and managed accordingly

Hypertension in pregnancy increases the maternal risk for pre-
eclampsia, gestational diabetes, premature delivery, and
delivery complications (e.g., need for cesarean section, and
post—partum hemorrhage). Hypertension increases the fetal risk

for intrauterine growth restriction and intrauterine death.

Data

Animal Data

Teratology studies with ALDACTONE have been carried out in mice
and rabbits at doses of up to 20 mg/kg/day. On a body surface
area basis, this dose in the mouse is substantially below the
maximum recommended human dose and, in the rabbit, approximates
the maximum recommended human dose. No teratogenic or other
embryotoxic effects were observed in mice, but the 20 mg/kg
dose caused an increased rate of resorption and a lower number
of live fetuses in rabbits. Because of its antiandrogenic
activity and the requirement of testosterone for male
morphogenesis, ALDACTONE may have the potential for adversely
affecting sex differentiation of the male during embryogenesis

When administered to rats at 200 mg/kg/day between gestation
days 13 and 21 (late embryogenesis and fetal development),
feminization of male fetuses was observed. Offspring exposed
during late pregnancy to 50 and 100 mg/kg/day doses of ALDACTONE
exhibited changes in the reproductive tract including dose—
dependent decreases in weights of the ventral prostate and
seminal vesicle in males, ovaries and uteri that were enlarged
in females, and other indications of endocrine dysfunction,
that persisted into adulthood. ALDACTONE has known endocrine
effects in animals including progestational and antiandrogenic
effects.
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8.2 Lactation

Risk Summary

Spironolactone is not present in breastmilk; however, limited
data from a lactating woman at 17 days postpartum reports the
presence of the active metabolite, canrenone, in human breast
milk in low amounts that are expected to be clinically
inconsequential. In this case, there were no adverse effects
reported for the breastfed infant after short term exposure to
spironolactone; however, long term effects on a breastfed
infant are unknown. There are no data on spironolactone effects
on milk production. Consider the developmental and health
benefits of breastfeeding along with the mother’s clinical need
for spironolactone and any potential adverse effects on the
breastfed child from spironolactone or from the underlying

maternal condition.

5738
F—A +Z7 VT D43
(The Australian categorisation system B3 (202543 H)
for prescribing medicines in pregnancy)

<ZE  EOME>

A=A T VT DHHE :

(An Australian categorisation 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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. Pediatric Use
KE DA S . . o .
Safety and effectiveness in pediatric patients have not been
(202349 H) .
established.
Paediatric population
Initial daily dosage should provide 1-3 mg of spironolactone
SO SPC per ki.logram body Weig}.lt given in divided doses. Dosage should
(2025 4 1 A) be adjusted on the basis of response and tolerance.
Children should only be treated under guidance of a paediatric
specialist. There is limited paediatric data available.
7¥) Aldactone Film—Coated Tablets
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