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ABSTRACT 

Spironolactone has been a well-known diuretic of choice in treatment of ascites. It has also 
been used in the treatment of edema and hypertension. Recent data supported the evidence of 
aldosterone escape in patients with heart failure after treatment with angiotensin converting enzyme 
inhibitors. This partial escape of renin angiotensin aldosterone blockade leads to the additional 
potential therapeutic effect of spironolactone. As an aldosterone receptor blocker, spironolactone may 
exhibit a therapeutic effect in patients with aldosterone escape phenomenon. Several clinical studies 
have been conducted to explore this new approach in patients with congestive heart failure and other 
cardiovascular diseases/disorders. Preliminary data supported the possible benefit in several groups of 
patients including heart failure, hypertension, acute myocardial infarction. At the present time, these 
data are limited to certain clinical conditions and may not be able to apply in all general clinical 
settings. The available publications are extensively reviewed in this paper. Further clinical efficacy 
evaluation should be conducted to support the use of spironolactone for its new indications. In 
conclusion, spironolactone, as an aldosterone blocker, is being investigated as an adjunctive drug of 
choice in patients with aldosterone escape phenomenon. 
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1 u?Jru~~iiLL)JflULYftimLa ~ L tJ LLVlal :zlti)J~l 

I 1•1"' dd ')1i.J uOUnl')Yli.J myocardial hypertrophy 

~~fl fibrosi s ii~afl~Lafl~&iuv111~ti~ 
QI ~ 20 

baroreflex tlfltJUtl'l 
u 

"" " .J., d 1" )J?J fllJaY1auuattut:Ja~?Jfl'3nl') ~ 

spironolactonr 1 ucJu1ti~1 lv11ti~ fl 

Berdellou et al 1~"rilnl')~ff\flt:Jam').;'m:n 

~tl1ti~1ti spironolactone L tl~tiUL fitiunu 

. .J !11 .J1 ""' !S captopnl 'lMLulJ ACEI YI ~')Ufll')v1nm 

auuui11'lft~t:Ja nl')~fllfl 1'U\J')::LYl~r.J~'3 
. 1 "·. .J"" ., 1 . L~Hf'Yll 'Ur.Ju1timrn11~~1 v1ltJ'lllJ1lJ 

u 

676 ~'U27 LLa~Li'.J'Unl')~fllflLLUUa~ 

amu'U (multicenter trial) ~iinl')~)JLL~ 
!11 .J"" 1 Lu'U open study 'YI).) parallel group ~ti 

L tJ~tJUL fitiUnl') 1 i spironolactone 7 5 

)Jfl.!i''U OU captopril 67.5 )Jfl.li''U WU 

I 1 "•'1 ., 1 d d ti ... 11 lJr.Ju1tJ~1 '11ltJYl)J~1liJ')'ULL'l'3lJflmH 
u • 

tJ1unai'3 Lrlfl 1~-rum-rf-.3 2 ?J'Ulu1iJ')~ti:: 
N1rnam'l.;'nu1 hlii~11t1LLV1n~1'3nu ~'3Wfl 
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a11..fl~i1 spironolactone 1 lf mm1'i-rnm 

nu t.Ytl1u-H1h11u1 u'i::u::~uhl~ au ltJni1 
\J 

captopril uanv1mfum'i1'll' spirono-

lactone tJ'32J'lla~ni1 captopril 1uu~~l1l>J 

~ufa-Hvi L~fl'3v1n captopril lii1l1m1JJ~lJ 
1a-Hviavii;Nvu mv L ll u auvi'i1u 1 u~tl1u-H1 

\J 

1 1 ., .J ., Q J\l I 1 ".'( v11U VI '2Mfl1n1'i'll1'3 LAU'3U JJWU UNu1U 
\J 

~1~-Su spironolactone m'ii~t11u'i::u::oi'lJ 
1\' 1 JI ., 

~:: 'li spironolactone lJ'lllJ1VlYWlflU'lll'3U'3 

1viumn~:: ati1u'i::'Hil'3 100-120 >Jn.1 
\J 

iu ati1'3hn~l una1Qi am 1~21m'itJ-ru 

'lllJ1Vl~LL u::tl11 'HL'lil u~ tl1u-H1 h11U'llfl'3 
\J 

"" .... spironolactone a'3maa 25 J.Jn.nu Vll>J 

Na'3lUn1'iAni:11i~U'llfl'3 RALES
28 uan 

'11rnfut1'3LLlJ::tl11'H'li' ACE! ~1>.Jnu 
. J 1 ., .... ,,,.r 'i 

sp1ronolactone LWfl 'HN'1nl'i'in'\:t1Vl'lJU LVIU 

21 a1 n1 'ii1'3 L~ u'3 tl' au a-32 9
-

3 0 ni'il i 
spironolactone lJ a n~1nv::i1 ~rn~oi am1:: 

-H1 l~11rma15'321 Na~1 mL~ m'iLolU'llu'3-H'1 

h vmi1l1rn~JJ~1~-ru spironolactone 21 

premature ventricular contraction avia'3 
~· _'1 ,,,J ·1""' ua ::nuH::LuuNaV1Y1'l::Y11 'H avi'i1vi1u 

avial'
30 

1 """'A .., J,,, .., 
um 'i1v ll '11 'H'ium1::Y1 "A11 >JVllJ 

1a-Hviu'3wui1 spironolactone al>Jl'iOaVI 

Ynl>J~U La'HVll~LLoiolu'31'lf'll'lJ1Vlef'3 ( 100-
" 

.... 'i J 1 ""' "" 31 150 J.Jn. nu) LVlf.ILUW1::L2Jfl 'liVl1LVlfl1 

u a n'l1n~::avim1JJ~u fai'.1GJLLa1 spirono-
Q.I d dd 1 I • 

lactone U'3>JNaviau 1 'lJLL'3'llfl'3nl'iYl1'31U 

'llu'3-H'1 h ua::m'iLnvi-H11'> LVl'H~a fibrosis 

a1'H-ru 1 iJmru~~i'.hu21-H11'llia'3a1'3n1'31u 
\J 

~vitJ'in&l'h.lLLa1nwui1 m'illi spirono­

lactone a12Jl'imu1l'll1111::~'3na11 lvi'1u~ 

tl 1 u A11 >J ~ u la i'.1 VI a'31 lJ 'i:: u:: LL 'i n
22

' 
29

'
30 

\J 
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LVIU spironolactone 'J::'li1u~'31 ULL~ m'i 

li1'31U'lJ fl'3li1 loJlf fl'3al'3, aV1n1'iLflV1-H'1 loJ 
., ... .... ~· J .... LVllJ NVlv'3'H1:: ( L uU~JaL Ufl'3'1lnnl'i'in'lil 

~ dd . QI 

aJJviau'llf!'3LLJJnuLWUJJ'i1>Jnuavin1'i • 
m::~uv1n cathecholamine) Lrn::u'3'li1uavi 

., J ... . 
fl1 nl'iLL Yl'inW fllJYI LnVl'lln myocardial 

fibrosis
2 2 

uan'l1mf um'i~nlfl 1 uaGJ1 

Y1V1af!'3tJ'3WUilm'i 1 lf spironolactone 1u 

'HU~iJ A11>J~U Lai'.1Vlef'3 tJ'3'lf1UU fl-3 nu nl'i 
\J \J 

LnVI aortic fibrosis 1~8n~1u23 
LLa::i:.Jam'i 

ila'3nud~ni1m'lll1 ACEI Lwu'3ati1'3 

"" LVlfl1 

~rnm'i~mfl~ L llu~ rll-3~'3>.Jln1 u 
J .... "'1 L 'ifl'3'lJfl'3 spironolactone nU.tn1::'H1 'l11U 

OA-3~:: hjvf u LA'i'3m'ii~t1~L~uml a 1i1 

RALES 'H~fl The Randomized Aldactone 

. 27 g .J' ~· Evaluation Study fil'iv1mflmuum'i 

~n l:ll cardioprotecti ve effect 'lJ fl-3 

spironolactone 1 u~tl1u-H1 h11mhu1u 
\J 

1,663 'i1U 1viu1l1m1u'llinvi~1'31nu 
.c: V ..J CV I Q./ Q.I 

L'iJJVllJYI 12.5 J.Jn.nu 'i1J.Jnum'i'inm 

Vll>J\J'ln~ Nathln!JilqYJ~'lJfl'3 spirono-

1., Q n Ji J I 

lactone 'H~JaVILL>J lJ'lllJlVIYIVllYICfVI flfl1'3 • 
1 'ln~m'lAm:fl o'3aGJ'i1onu1 u'i::u::m11'll'm 

'lllJlVI 25 J.Jn.1iu Lthrnan 
I Q 

v.u11 mrn 

~~ a-H1 l'l LV1U2J cardioprotective effect 
"" ., "" ., 32 LLa::JJ m m'i'll1'3 LA U'31J a umn 

'llmvi~lida1JJ1'io 1l1·b"1 tJnu ACEI l~ 

\J'ln~ ~rnm'iavia01'l1Vllt1'llfl'3~u1£J-H'1 h 
\J 

.J' ... .... .... 
11UlJLCf'i2JnUNan1'iaV1f!Vl'ilVl1U'lJfl'3 

ACEI 
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U'U1't11./Jn1'lL-zf spironolactone 1-uTwi 
111 lo;i11u1 -uilo;io;iu-u , 

LL 'U1l11\lf11'l-rnu1 t ·rnl'.111'1 

11ULL'UUL~fl-r\I (chronic heart failure) LVlf.I 
.. .J .J Q,I o.J''f IV 

mvn:;n'HU'Yl'l'ULL'l\I 'lf\lvVl'Yl1'lllHVlf.lmnrn 
• • u 

L~f.11'if1t)JL~flU 1999 ifu LL'U:ahhi' 

~vT'HUl L'lf spironolactone 'lllJ1Vl~l 2 5 
Q.I 24 I V 1 ".'f .J.. Q.I 

ilf1./1'U 'l1i!Vl1f.I lJr.Ju1f.l'Ylilfllf11'll1'Uf1 
u 

ii1n LLlJv:;liJl~~Vl spironolactone 1i'lu 

n~ii~LLU:tl1 L l1L'lf~1 h.lnGllil ~\lif L~fl\I 
v1n spironolactone avie1~'l1G"11fllur.Yu1f.I 

u 

Q.I ') J' Q.I I QJ 

l11 L'OJ11UL'lffl\lflf.11\l'ifVlL'l'U 

flfi'lh1f1 

o;i1 n'lf m.ia'Y11-nf fl\IU~uG1m 'lLLa: 

C.Jan1'l~nu1'Y11\IAaunaJuauui1 • 
aldosterone LU'U neurohormonal mediator 
.. Q,I .J .J.. • .J " Q,I Q,I o'O.I 

fl f1Gl1l1'U'll'liJft11J Lnm'll fl\ILrn:aiivm 5f1U 

f11'lLn vi t 'lA L 'U'l:uul11 LvLLa:l1aflvi d'lflvi 

" ,}, n11A1uAiin11a11\ILLa:n11l1a..:i • 
Aldosterone mv Lfim'll fl'll11fl1iJLfif.11ifl'I 

LVlf.IG"l'l\IOU'l:Uu renin angiotensin system 

Aldosterone ftlill'lflft{l\l'l1f1mllf.lfllf.11: 

I 1 £ 'U flnv1 n~ fliJl1i11n Gl Lrn:;ftlm'lfl fl fl nq'Yl5 

~'l~lG"1LLa:~1:uul11 lvtrn:l1aflvi La fl vi 1vifl 

I 1 .:$.. £ 1 Gl'l..:.t flf.11\1 'lf1Vlq'Yl5'llfl\I aldosterone 'U 

.J "·'I .. 'f Q,I 'l ... I .n11:mJu1£JiJ L 1Al11 L'lLLa:l1aflVl LaflVlflf.I 
u u 

if u hi L U'UC.Ja~oi flfn'l~lL uu hA'llfl\I N'tl1f.I 
u 

ttifl..:ivlf1 aldosterone 'Yi1l,fLflVlf11'llhmt1 

'llfl\lna1mdfll11lv (myocardium) ua:; 

Lnviw'INvi~1iim 1rnno;i1nif 'Uv\1Lthma 1 i 
tnviA11 ii~u TaiiGla..:i trn:LnamL ~liJaiiviau 

u • 

~..:i1l1 luam1:l11 lvL~'Utlvi'l..l'lnG11~ 
u 

53 

aldosterone escape phenomenon 

L tlu'l..111 n!Jm'lru~f.lflii-runu&rl 'UUv~uui1 
m1l'lf ACEI liJmm1miu#..:i aldosterone 

1~~aflvi 1 u m1uu#..:iq'YIB'llfl'l aldosterone 

~'lil1'J:;iJr.Jamum1-rnu1~rtht1 tvimuvn:; 
u 

L 'Uf1'ltU'll fl..:il11 l'.!11f.I LLa:A11ii~u Tai1G"1S\I 
u 

liJi1rJtl1f.l'l:;l~-rl.J ACEI ~1ilflU~1fll11fl 
u u 

't•: "'"'f1q.,...rL-"1,, N spironolactone uu r1u u ... 

aldosterone antagonist ~\IUlv:;ilu'Yl'Ul'Yl 1 u 

m1fou1 m.h..:i hn~ C.Jam1-rnu1'Y11\I 

Aau n u\l~'U nutlv~fl iln11mf.l'l..l'l:m1 t-du 

" .. fll f11'l'll1\1 Lfl f.l\l'll fl'l f.11 LL a :.f111 :'lJ fl'l 

endogenous aldosterone L 'UNU1mLo)a::fllJ 
u 

.J .J'., 'f O.l'J 
'lf..:i tn'l'l.l'U num1ii11m 'l\ILLa:;m1:: b 'lfll11 L'l • 
'llfl..:.t~rt11fl 

u 

L 'Una' ii ~ti 1u A11ii~111ai1Gla..:i 
• u u 

m11'6 spironolactone U\lliJilml'n~1ui1 

'Yi1 Li elGl'llmf.laVJa\I Lrl fl L nf.IUO'Uf11'l Lim 
QJ .. ~ d 4 'J" QJ~ 
'lJ'Uuftft11::mJ 'll1'lflf)l'j b l1 ACEI Vl\l'UlJ 

~\lliJl~LL'U::111l11"l-6'ntJN't11f.l'Ylm1u 1,J 
u • 

m11iL tl1rn1~1L~f.l1L1Jm1-rnu1irn~ ei'l 1 i-1 
1 u'llmvia..:i~'I illeimmn vim m1'll1..:i L~fl'l 1~ 

u 

mn 1umru~1?f~1iinum~u mo;iiJ~rn~ 
'llnm1uu#..:iq'YIB'llfl\I aldosterone 'Yi1liavi 

".. O.l'f""' .J.J 
m f11'l'll1\I Lfl f.l\l'll fl..:.IA11iJVllJ Lal1Glft\l'Yl Lf) m 

u 

" Q,I 'l.lfl\lf)'U aldosterone 

a111-ru 1 tJn~ >.1'llei\l~ru1f.ll11 h11f.I 
• u 

tJ I ~· I ~ I ,Jq 
fl\l~tl\ILLl.J\lflflmu'U 2 na>J Afl nai.J'Yl>J • • 
fl11ll1u LL 'l\IU fl fl ~\I Ul'U n ai\I m 'l 1 i 
spironolactone Lft~m'l11 'l'l..lv1nm1-rnm~ 
Lifltj 111mLlJLLG"l1i spironolactone L~f.1\1 

~1L~fl1 lun~>.1~mm1 himniJLLu1 hrwh 
1l1'l:l~u1: Lf.l'lfum..:iAaun tviu mvn:eirl1\I 
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