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ZOFEF, FPRIAPHE I HED 32 55DV AEIE L, 150 55D WICEETAH LD 5% E, 32 &
SDBVNIERETDHHD 5%LLT., 200 5550 EEIETHH D 10% L FIZREHI T X CT#EA L.
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(TIZ T N ARRL 10% & SLHE K Fnd & OB S LiRER)

BT 15 TIE T N ARBRL 10%2g &/ 10 Sy [ SLBE K 6g LIRfIL, U7
2B A TV AN T FROLE TR L, 2 B KO 4 BE% I
e LT,
RAFSpF 30°C., 60%RH, S
(T S SBREONT IVEZ 7 2 AFIKL 10% D& BICE(LITRD b o Tz,
. TIVE T ARIKIL0%D T il
PREJHI | i HEFEG) | F%)
1| HBEOHKRTH- 72 101.2
0 2 | HEOHMKRTH- - 100.3 100.7
3 | HEDOMARTH /- 100.7
1| HEBOKMEKRTH> 7= 101.1
2HME | 2 | HBAOKHMKTH> 7= 100.5 100.2
3| HEOMARTH 99.9
1| HEBEOMAKTH- = 100.6
4B | 2 | BREOBARTH- - 100.6 100.4
3 | HEOHMKRTH- /- 100.1

(TAET v AR 10% & T 3y 7 Ak & OFCES 2 ER)

ARBRJT1E TINE T kv ARRL 10%0. 58 12T 3 v 7 AHRL 0. 5g ZIRFI L., H 7 A 5iEE
P T BIZAN T FRROSMTHRFE L, 2 B L0 4 EEZICE L2/ L
77
TRAFSRAT: 30°C. 60%RH, Y
i R SBLROT VST | ARIRL 109 D& BIZZARIZER D H e hro 7,
. TIVEIN AR 0% D Rl
PReiR | n i HERRG) | T
1| HEOHIRITH > 7z 102.0
0 2 | HEOMK Th > 7= 102.7 102.3
3 | HEOMK TH-> 7z 102.3
1| HBEOHIKL TH > /= 102.7
21 [ | 2 | HEAOMKITH > 7= 102.8 102.6
3| HEOME TH > /= 102.2
1| HEOHIK TH > 7z 102.3
48[ | 2 | BRI TH > 7= 102.7 102.8
3| HEOMK TH > & 103.4
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9. B
T N A BE 25mg
H R —iakBRis TR HRBRIES 278 (N RWE) ] 12X %,
J7ik ¢ IRlERE 50rpm, FRERIE K
FEEL . RELERSAEIZ BT, WY 45 LIS T0% DL FIRHE L,

10. R - A%
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AL LR

(2) a%
(TAET v AHIRL 10%)
100g ()
(TNE T R ABE 25mg)
100 £ [10 & (PTP) x10]
300 £ [10 & (PTP) x30]
100 £ OfR)
(TIVE T o A BE 50mg)
100 &£ [10 & (PTP) x10]
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OMVERE (5 -~ MHELFE) . BHEZFE. FFHEFE. BREZE. ENHERCHESIFES &
UREK. REXRAMEE
ORFEMTILFRATOVEDZHE X WEKDHE

2. EEXIEHMRBRICEEET 5FE
REEN TV

3. RERUVAE
(1) RERUVAE DR

6. AZERURAE
Zvn /)77 bl LT, @EA 1 B 50~100mg 2y ERE A& 595,
¥, AR, ERIC X0 EEIE D,
722U, TEFEMET LV RAT 1 REOBZEE L OYEROUE | OIFNEmA &5 2 &n
2\,

(2) RERUAEDORERM - 241
LT L

4, AERUVAZSICEET HEE
REEN TV

V. 1BRRICEEd 5 IEA 15



5. ERERAUAE

() BET—2N\vyr—
AL LR

(2) BFREBHR
AR L

(3) ARRISERMR
LR L

(4) IR
1) BRI
KR L

2) REMHER
A% LR

(5) B#E - REERIFER
BRI

(6) AEMEM
1) FRABRERE (—REARERAE. FEEARERE. ERARBLRAT). 2EkTkT—4
AN—RAE. WERFTERBRABRONE
L7 0

2) RBEFHLELTERFEDARIIIERL-HAE - HBOBE
AR

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 H 50~100mg & /3&Iit A5 TH D8, AEFTIE, HGEN
50~400mg,” H DHER & Te,

PR 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 A M i
JFFEM T L R AT 1 U SE DB M OYEIR O

V. 1BRRICEEd 5 IEA 17



VI. EHEEICREI HEB

1. EEZMICEEHHLEYRITLEYE
BEFERIRA (1 U 0 DOREFHERIIRAIE)
FER O S (LG OIREL OHREIL, BHOBRNIELEZRTH L,

2. EBE{ER

(1) ¥EREML - FERBEF
2w /)T 7 bk, BE L TEMBMEDT IV RAT 0 AREWNT R U 75— U 7 LASHE
PLlZiZ &, 7V RATa UHBHERICEY, T MY D AROKOHEZRE L, BV 7 A0
a5, Vo2
H-T v RAT 1 o &fhG SE OSBRI Moz, Avnr 77 NUoaEHSES
L AETB G MART A R AT e LI LT, Y
TNRATR 2 LERIBERET v b2 AWEERT, 7y hOB EEMBEOBKIZB VLT A
v'a 57 N OB LRV AT a AER (R Na /K 21518 23380 bivt-,
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,
—F, MIREL~LT, T RAT Ry ERRICEST 5 EBE S T OFESIMBEF IR S,
ZOTI)VRATa URERERS IR LTH, AR 77 bEBGEIEREZE T 09
WMELDHD, YV ZOERAFATHHTHD EEZ LN, BAEEAOKEEICE L Cid, RIZIEMIZ
15535 TV,

(2) EIMEEM I+ HHBRAM
T AT e AERD
2vnm )77 ho, BIRMEREMTICEW T, BIERENOHWMEND TV RAT s KT
AAFANF A AT 0 EOPE AT AL FEIEEOT R U 7 A~ 5 ) 7 BSHESROK
SRR T 5,

@) IR
BT v MCT IV RAT e MG L Z2A, T R AR E B ) T AP Z
V. BRFNa,/KIHMEF LTz, IRWTIAUCAE R ) 57 Mo RT3, 7L RATR
NCEBRFP Na/ K DR FIZRESIL, TIVRAT oy ofbEaEZ0F NI UAIFE, 1Y D
LYEIERNCHS T 2 2w 2 527 oo bR L oMICE—EDBRRRD bz,

VI. HhHH B9 2 IE B 18



EIEHEE S Y FMIBH37IRRTOVORDEREIZRIFTHEICHT S
2O/ 35 FoOEEER

. = . - . SEEIE Cot i)
Avw /o7 hokbGaE | Bl % o R 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 by (BHANTEFEWE D SC-8109) A X (T v b) ([Z¥Eh, BIEERmLT
DTNV REATaVyERFEICEE LN S, A 57 FURT IV RAT T O
BAHELR2NWZ 2 RTHEOTH S, WV

- B ERTT VIZBWT, AR /) T2 hBNHIT IV RATa AER 2695 2 & AR
Tz,
a. BEMEEIMEZR
BEEMEFZRICAE R ) F 7 b 200mg,/ P,/ HEMHAN IO T 6 HF#EE L=
LA, WREEBIMEITFREL, IZEALCEFMEE TR T Lz, RF K BRI
W L, Na PElE & JREITHEM UZ, £/, M KMEOEAZ B L ifiE Na fEOEE O
PRB ST, P

b. X7 u—¥J v |
F7u—¥Ty MIAYT /T2 b 2.6mg,/ BE 4 AEEE Liz & 2 AEKEDRD &5k
7= L. B LW K A 2522 mE S8, N K E BIZIFERICEE Lz, W

c. MEAKA X
JEAKA RIZAE T )T FokEE LIE 2 A, FlRERY Na, /K OB RARD bz, P

VI. HhHH B9 2 IE B 19



o:
A¥B /G bk MORABE LI 24, TA RAT U 2 B0EaLFaA RIZk b
PR Na,/ K [l O 406 L7, 191D

cEERFM N IEERICEE a LT a  FEHFH L TWA T VY UIRBEIC, iEaLrFaA
F%ﬁz?_xtn/77ﬁ/%%5bf%\F*%ﬁgﬂﬁ®/C%%iﬁb%h@ﬂoto

TN RATa U ERMEE SN TS T VY URBREICAY R T2 hrERnkbG LD
%, Na BROVKOFIR, MiEK O LH. RA7 L RAT 7 okt Lz,

2H )50 N ART A RATF AR U CHESFIC IR & X . Z OFE IR T2
< %E%E%T%é LEZ 5B, 13) . 18) | 19)

s TIVRATa U BWNMET L TWAEEICAEY e )57 borab545 L, b3 07 Na FlJR
MZHND, O Na AR LTV RAT 0 AERE T, TV AT 8 3R D700 T,

2w /77 hy (1,200mg,/ H) ZREERGLTHLHT IV RAT o AERITRD Seno
Too AHZ Na BEHIR FO7 /v AT v AEEEICAYRr 2 7 2 (200~300mg, H) Z 4%
HBLl-E A, ERRRT N RAT o AEANBD bz, 2

SPEFRBBRZICA YR 2 77 h (100mg X4 B H) ZEMERAKLS LZEZ A Na D
PR IPHEI B OBIANE A B AL, TV RAT 1 2 ORI I E E 22T b e h
ST, TOZ L, ERABEF L LT Na ROKOFRERIET LD TN L 2R LT
Do W i L ARHEME I EE RS xtm/7ﬁk/(MMW¢Uén4Hﬁ$ﬁ&5
L& 2 A, RIBHART IV RZAT a L OGN A Sz, 2

S ERIECHK 2 A OF LTCATHZE RS 5 fllic e n /77 by (400mg,/ H) ZiER&EGLcs 2
5. 4 BITCEB e Na R OVKOFIR, K PEttanb], IR pd o ERRZ BTz,

b bETICAYE ) I MR BRELIZE DA, MIEEALFES LTIV RAT a0 ofe
REAWICIRE L (in vitro) . TV RAT o WY @%f%mw6&ﬁ®74~}A/
TSI, AR ) T ATV AT e UAERERT, !

) A THERBINTOWAIHELVTHEZL TOLEBY TH D,
20 /T bl LT, @EARA L H 50~100mg #5E 0% 545, 2B, Fin, ERIC LV E TR
Do 12120, THEFBEWT L RAT 0 JEOBZKE L OYEROKE] OIZEMF & EHT 5 2 & n%uy,

VI. HhHH B9 2 IE B 20



(B EAERD

.@J%igﬁ 12) | 13)

Grollman YEIZ X o TIER U 72 2BRAYBHE A UEZ RS, IGHEBTMLEAY 100mnHg LA E & 72 > 72 Kf
JATC, NaCl 10mEq/ kg HZHAMTHE L BT, Aw /T 7 2 200mg,/ P/ H% 6 HREHA
NI ARG Lz, EWIEFZRICITAE R ) Z 27 b2 200mg,/ B,/ H%Z 6 HEREAKRS L,
AHNOBHAZ XV | @I ERECIEmRE & b MmEI T GRAHREBICTRL, EFMEE TETL
77o EHIE 3~4 HBIZIX, —BEFLTCOWZMEAFHOR LR LD, 5 B BIZiE 100mmHg LA
Bzt otz BEHAMR, R K BRI 3RE IA U, Na P& & R BT L7z, /2, M
15 KEOER A F5F-L Mg Na [HOEBEOIK TN bz,

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

(&%)
JRFEME R O FEPET L RAT v AHERE 17T fllcAew ) F 27 25 Lz & & ORI

ML 3~8 Bk, 2 BEHEEMIT 48~T2 KFfil T - 7=, 27

(3) {EMSBTM - FHE
LR L

VI. HhHH B9 2 IE B 21



EYERE(CRE T 5IER

1. MREDHR

(1) AR R
LR L

(2) BRRFBTHRSIN-OTEREE
1)%@&5%
ORI T HiE
e AN BE 10 BTV E 7 Mo ABE25mg 488 (A1 /527 b 100mg) % Z2fERC
B O E L= RBED I v ) v OSSR EE OB 2 L FIoRd, @

600
500

% 400 -

1

b

|23

(ng/mL)

300

200

100 7

0 1 2 4 6 8 24
Kif#] (hr)
Thax Crax GESR AUCy4
afl ;1.8 W
8 .
2. 8 IRffH 461ng,/mL BHH 5 11, 6 W] 5, 309ng-hr,/mL

M OWIE T HMEE R LT,
) AFIOEBEN-HAEIT 11 H 50~100mg 0Bk O%E] Thd,

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

H) A TERINTNARIRE ISR, AEROCHBIZLTO LB TH S,
HRESUTZN D S EAE (REEME, BYES) | DRI (9 - MR 4) . BVEFRIE, AFMEFRAE, RRrErhE,
SRR RE D RIERS OB K, SRFERFAMETRIE, JFIEMET L R AT v UEO B X OVER
0)5&%
JHER B> AR ) 27 b LT, BHEA 1 B 50~100mg 2058 0#% 595, 728, i, EiRIC
K VEEREET D, =20, TFEREET L RRT 0 AEOZKR X OIEROSE] DI T
FEGRAT D2 EnZ,
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5000

10_ T T T T
0 6 12 24 32 48 72

R (hr)
Avm 77 b OREED T V) ORI,
T,,=4.42%1. 07Thr (&5 2. 5~12 I¢fl#% : o fH)
T,,=16.8%2. 75hr (&5 12~72 B§f##% : BHH) TH D,

(%) SMEANT—F

EEERR AR 4 LI BEEZEAY T ) T 27 b 200mg Z HEREOKG LAY ) 57 hoo
EHERBF I L ) VR Ta-FFAF LA T ) 57 OGP AUC . 1. FHFN
3,107ng-hr,/mL. 3,880ng-hr,/mL T -7,

AEQ/ S5 FURVEEKEYOEYEE/NS A —4

AER) T TaFAAFANAC6-E FOXSTaFAA)
7 kv = 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

S R R 7
5 AR |52 S & 1L Do T, T T T st 24,

) AHTHEBINTWDIEIINE, HELAUHEIZLLTO LY Th 5,

HRESUIZD D B EAE (ARREME, BYES) | DRI (9 o Mk OR4) . BYETRIE, AFIERIE, R rErshE,
MR O RIER L OWEAK, S SRR, RV T L R AT 1 U EOZEE X OYEIR
DYE

HEEOCHAE> AR ) T2 Frrb LT, @HERA 1 B 50~100mg 205 &% 545, 723, Ef, EiRki
LV BEEREE TS, 220, BT L RAT o JEOBZKE L OYER DU OIF)N I
FEPAT D Z L%,

VII.
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2) ALK
(%) SEANT—X
R A B 23 A e/ F 7 b2 (200mg,” H KON 50mg X4 [6],H) Z22fEHRHC 15 HFR%
D85 LB RBIEY h > L v O e % LU R oRd, ®

o1 1[E[#% 5
Tie=19.2+ 6.57HF

2000 -
g% 10003
5 5007
\/ ] [
% 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+3.39HF[H]

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

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

4) B=S - ftAXDOER
(%) SNEANT—
R AT Z2fE e & B2 1A e 2 57 kv 26mgxd SED MBI EREOF| TR LT, B% IR
BT NEERIO T L e L TOMPEEREWETLHENH S,

) A THEBE SN TWDEE IR, HELXOHEIIUTOLEEY TH 5,

HREUTZN R E i EAE (RREME, BPES) | DRI (9 o bR 4y) . BPEFEIE, FFVEEE, RrsshshE,
FEPE ISR RE D PRI & OME K, SR ARFAMETRIE, JF3PET L R AT v U EDOBME L OVER
Dk

ERCHE> AR Z7 o LT BHERA L H 50~100mg Z0ER 0% 5325, 8, 4, ERIC
K VEEEET D, =20, TFEEET L RRT 0 AEOZKER X OIEROSE] DI T
FEGRAT D ENZ,

VII. #E@EhreicBlJ 2 IHE 24



2. BYMEERP/NS A —4

(1) BHi A%
B L

(2) RULEEESH ®
0.834hr* (fEEERR A B 64, ZEERFHEERAOKS L V)

(3) HEEEEH®
at8 : 0.563hr!
BAH : 0.057hr™ (HEFERRANBME6 44, ZHERFHERRO&E G 1L V)

@ HUFF TR
BB L

(5) NHEHE
(%) NEANT—H
R A B8 Al A ) T 7 b b0mgx2 A,/ H%a 8 AR AKE Lzt 24, =D E AR
PFEMI T DTV ) v DAL 364. 0L ThH o 72, *

(6) Tt
AR L

3. B&H ((REaL—>3av) @

(1) B
AR L

(2) 135 A— 4 EHER
AR L

) AHTHEBIN TV AT, HIELAUHEIZLLTOEBY Th 5,

HRESUTZN D S EAE (REEME, BYES) | DEIZEE (9 - MO R 4) . BVEFRIE, FFMEFRAE, RrErehE,
TP IR I RE D VIR UMK, SRR, JFIEPET L R A7 v UE OB X OYER
DE

AEEOCHAE> AR ) T2 hrrb LT, @A 1 B 50~100mg 205 A& 545, 723, Ff, EiRki
L O BEEBEE T %, 270, BTV RAT 0 U JEOZKE X OYEROUE] OIF)N T
FEPAT D Z L%,
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4.

5.

IR AR

L

SNAFTRATEY T 4

(BE) HMEANT—X

TEFERR AN B 5 oA 257 Fy (200mg+200 4 Ci) ZZEfERHCHEROHG L 2 A, N
AFT_A TV T 1 (Kt EWFRRIHR) 1X70% ThoTz, ¥

Bir16plicar v /77 o 400mg 7 ZEHERHCHREIRE OG- LI ZA, 1B TAA AT/ T8
VT 4 (RS FRORIAER) 25 60% Th o7, 202

vl
(1) % — RBEFY @ad e

(BE) A XZBFHT—% EHAA VI BAIY L)

A XU E M H-H o L 2B U v AT L, IS RER I OB Lok . JEVIR P o B
IEVEIZMSE P O HEMED 30~40% TH Y . D 12%I1THh L v, 28%I1T vV A 4T
bolo, B 24 BHBOMEETRH L WIXEEY &, R & ORBEEMED X, ZhEi 27,
36 Thoiz, 7

(2) iM%k —RaEERAFT @B

i 2 w5 TR B D, W

(3) HA~DBIT

(%) SNEANT—F

s (28 5%) I[CAE R T2 by 26mgx4 B/ AEKRAKG LIz ZA, A¥r /T hoDOFER
RBEHTHL IV o OMFETREICHT 2 PREOKIZ, A n ) T 7 b &bk 2k
T 0. 72 (MAEP R 144ng,/mL. LIt 9 #EEE 104ng,/mL) | 14.5 BFREI# T 0. 51 (ML #2EE 92ng
J/mL, FLIF IR 4Tng /ml) ThHotz,

4) BER~DBATHE

(BE) A XBFDT—% EHHAZ VI EBEIY T L)
A XTlX, BEULAY H-h v B ) v AEE 24 BRI OBER T & g o UTETE O i
#0.6 Thot,

) A THEBE SN TWDEE IR, HELXOHEIIUTOLEEY TH D,

GHREUTZN R E L EAE (RREME, BPES) | DRI (9 o bR 4y) . BPEFRIE, FFVEFEE, RrsshhE,
FEPE ISR RE D PRI & OME K, SR ARFAMETRIE, JF3PET L R AT v U EDOBME L OVER
DBE

ERCHE> AR Z7 o LT, BEKRA L H 50~100mg Z0ER 0% 5325, 8B, 4, ERIC
L OBEEEEET 5, 7270, [FEHRET L R2T a U EOZEE X OYEROUE] OIF)N 3
FEGRAT D ENZ,

VII.
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(5) Z DD~ DIEBITHE
(BE) 7y MIBITLHFT—x %10
Fw MZ [22-YC) Avr T FUoROEE LB O T L O M 6 DR
RS DTN 2. 03, FIEF 3.68, B 1.39, L 0.61, SBHL0.37 ThHoT-,
Fo, Ty MIYC-AE v T2 b obmg/ kg HRROEG LTz 24 W14 O HURTE M O R 1 5E
TR/ 29. 0, N 13. 0, I 11.0 Th D,

(6) MIFFEAKERY
(B%E) HNEANT—¥
AR A T 90% 2L |

6. ft#

(1) RHERRL R VBRI
(%) SNEANT—F
Z2vn /)77 hAXEICHBCTRE SN,
t MZBITHAER 77 FOREREIITRO X 5 ICEHMETH S,
2vnm /)77 Mo, £ BT T E R, T ARRENERT S, ZoFEE, E
RN T A — b Lz v v, XiE, TAAF ML LIREY T-F A AFLrAaee ) 77
N EERT S,
Tl METICEBNTT 7 UM L L R OFERREE L L TIET B, Y
B, RPICIERRHO AR ) 527 FogiiEne 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
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£/~ 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 o0
(") OH
AV VI VII: CANRENONE VIII: CANRENOIC ACID
(0] (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) RBICEAS5T 58K CYPF) OnFiE, FE5X

DR L

Q) MEBRBENRDEERVZDEE

U L

(4) KEYDOFEOHERVEEL., FHELE

(B%E) NEANT—¥

fEFERR AN B 4 ZICBEHZAYR 2 T2 hy 200mg ZHEROPEE L2 2 A, MiEPICHEE
aLFaf REEELOREME LTH L VRO T FAAFARET ) 57 N PR S

ni-, ¥

R ABM 12 4I1CAR ) T2 by 50mg HBEREOKRES LZEZ A, BE 2~10 HFE#%OR)
FIAER )7 o LIS LT, Ta-F A AF LAY ) 527 hr0.33 Thotz, ¥

) A THEBE SN TWDEE IR, HELXOHEIIUTOLEEY TH 5,

CHRESUT DR E M ESE (ARAEM:, B | DETRIE (5 - MDA 4y | B VEVREE, PRI, Rk i,
FEPE ISR RE D PRI & OME K, SR ARFAMETRIE, JF3PET L R AT v U EDOBME L OVER
DikE

ERCHE> AR Z7 b LT, BHKRA L H 50~100mg Z0ER 0% 5425, 28, 4, ERIC
L OBEEEEET 5, 7270, [FEHRET L R2T a U EOZEE X OYEROUE] OIF)N 3
FEGRAT D ENZ,

VII.
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1. B
(1) PEAEETAL
PR BBt

(2) Pre
(%) SNEANT—#
TERERR A BPE 3 412 [20-°H) AE'm /77 b (200mg+200 u Ci) % H[EIRE O B G-tk 24 IERHE
AP TS DH) 20% 23 IR I HEME S 7z,
REP OPRMFRITRD 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-. RPBEBEIEHEIIKRO S 7D LBy Thh, P

(%15 5) FOLIk (% % 5-5) radioassay
15 A 40
351
301
10 oV I+ hv )+
z A 1oV S A= 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 B /v, BhuL /) 6B8-0H-A/LT %9 A
K. ZOMOFEWIZ sk

) A TERBENTWAHREUIE., AERCHEIIUFTO LB TH D,

CHRESNINF B EAE (ARREME, S DR (9 o M OARE) | BRI, IR, RS M,
TR RIS LR 5 VRIS D OMEIK, SR GRMEERIE, I T L R AT v UE DR X OVER
DE

AEEOCHAE> AR ) 77 horb LT, @A 1 H 50~100mg Z 0%k 0% 545, 23, 4, EiRIC
L VEEEET S, 72770, TREMT L AT v U E02WE L ONEIRO%E] oI1E) 3
& BT B Z L3,
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(3) Pt
(%) SNEANT—X
fatHERR N B 5 402 [20-°H] AE'm /T 27 b 200mg & ZEfERFICHERE OG- L& 2 A, #
H.4% 24 W DANIZ FGTEE D 19, 2% 23RS S 47z, B 5- 5 HZITITHETEED 31. 6%
DRI, 22, 7% FEPICHE S e,

8. FZVARKR—EF—IZEAT B1ER
PMER R L

9. BHFIZKDBRER
(B%E) SNEANT—% (FEHHL V8B Y T L)
MR E R 70 B BRI AR SRS, MRS 2% TV A BB R2RF IEULEw v
fe71 U o 2 200mg FHEZ OFEIMIE D > LV 7 CPRE (ng/100ml) 1%, & %10 5314 T 76, 76, 96,
£7- 6 HfEI% T 26, 37, 16 ThHoT-, W

10. HEDERERIHESE

(1) HEFEFICHEIT S
(%) SNEANT—F
BYEFFRBRESHICAER /T 7 b 200mg ZHERROBEG LIz 2 A, KEEMTHL I
LU ORI 59, 4hr & 720 | AEFEELAIC IS 1T D OK 3 5 Th o 72,
F7o. G5 24 BMBICB T D L O MEPEEEIL 36. 3ng,/ml. TH o7z, ¥

BUEFERBEEICE TS 200mg ERZORSHOH L/ v OMFEHREE

k ‘ . - TR i B A g B

JEL] No. el i (ht) (ng/dl)
1 'S 71 32 60
2 73 49 40 26
18 1 S R 3 LS 59 54 28
4 S 60 105 31
5 LS 62 66 —
NS 60 59. 4 36.3
. 6 LS 28 18 29
BB 7 LS 26 23 32
) 27 20.5 30.5

) A TERBENTWAHEEUIE., AERCHEIIUFO LB TH S,

CHBESIT DD i ESE (ARREME, BVELE) | DETRIE (5 - MDA 4 | B VEVREE, FIEVRIE, R sk,
TR RIS LR 5 VRIS I OMEIK, SR RGRMEERIE, JRIEPET L R 2T v UE DR X OYER
DE
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1 X (1) 50mg/kg/[Hl. i. v. 1= | |
EBILE Y b (P& | 200mg/kg. i. p. 3H | — (). T ()
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DR L
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HBECHTE B O SHAE AR KO > T-y KRERGREORETIZ, B & D | MR
TIHIFREBEO RN S o To, ENUAOERARZIT 7 < MEFEIRE CRWTN S IE
HHIFHNOFT R CTh - 7=,
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E4 KE

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

(2022 12 A)
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OMERIE (5 ~MEDLAL). BHEZE. FEZE. BREZE. BEESICHES FES L UEK.
FEXFEZE

ORFEMTILFRATOVEDZHE L WEKDHE

[RiEkOAE]

Avnm /T b LT, @A L H 50~100mg &0 ERRO& 515,

7RE. AR, ERIC XV EERET D,

72720, TRFMET LV RAT e AJEOZES L OMEROKE] OIFE»EMiAl L AT 2 2 g,
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HH i LA
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
(2022 12 )

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.

X1, BEEE

61




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.

573
F—A +Z7 VT D43
(The Australian categorisation system B3 (202247 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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Z ]
H LN
. Pediatric Use
KE DA S . . L .
Safety and effectiveness in pediatric patients have not been
(2022 4F 12 A) .
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
(2022 4 2 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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(1) B9
TIVE T N A BE 25mg &Kt 40°CRARCIKEE KON 30°CIRJE 75% B ACIRRE TR L 7=,

—_— el
RIFSR1E HEEH T ] 5
PR ERENDY AP S HEADOAR DR
30°C75%RH e (%) 102. 0% 98. 7% 96. 8%
R A7) [100.0] [96. 8] [94.9]
PR FEDBAR HEDOAR DR
40°C75%RH e (%) 102. 0% 99. 4% 97.2%
R A% ] [100.0] [97.5] [95. 3]
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