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€ach tablet contains:

Spironolactone, USP.... 50 mg NDC 0378-0243-05

MYLAN®

SPIRCNOLACTCONE
TABLETS, USP
50 mg

500 TABLETS

Dispense in a tight, light-resistant container
as defined in the USP using a child-resistant
closure.

Keap container tightly closed.

Keep this and all medication out of

the reach of children.

STORE AT CONTROLLED ROOM
TEMPERATURE 15° 70 30°C (59° YO 86°F).
PROTECT FROM LIGHT.

Usual Dosage: See accompanying
prescribing information.

This is a bulk container and not intended for
dispensing for household use.

Mylas Pharmaceuticals Inc.

RM02438

Morgautown, WV 26505

-~ 100 mg NOC 0378-0437-05
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Dispense in a tight, light-resistant container &
# defined in the USP using a child-resistant
closure.
Kesp container tightly closed.
Keep this and alt medication out of
the reach of children.
STORE AT CONTROLLED ROOM
TEMPERATURE 15" TO 30°C (59° TO $6°F).
PROTECT FROM LIGHT.
Usual Desage: See accompanying
prescribing informatios:
This is 2 bulk container and not intended for
dispensing for household use.

Mylaa Pharmacesticals Inc.

Morgantown, WV 26505

NOC 0378-0243-01
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SPIRONOLACTONE
TABLETS, USP
25 mg, 50 mg and 100 mg

WARNING: Spirana(actone has
tbeen shown to be a tumocigen in
chronic taxicsty studies in rats (see
PRECAUTIONS). Spironolactane
should be used only in those condi-
tions described under MDICATIONS
AND USAGE. Unnecessary use of
thus drug shouid be avoided.

DESCRIPTION: Spironolactone oral
tablets contain 25 mg, 50 mg, ar
100 mg of the aldosterone antago-
wist spironatactone, 17-hydraxy-Toc-
mercapta-3-0x0- 17a-pregn-4-ene-
21-carboxylic acid y-lactone ace-
tate, which has the fallowing st uc-
tural formuia, molecular formula,
and molecular weight:

Cry— €O

Coty 08
WW.=416.59

Spironolactone 1S practically in-
sotuble in water, soluble in aicohai,
and treely soluble in benzene and in
chiproform.

Each tabiet for oral administration
contains 25 mg, 50 mg o 100 mg of
spironolactane and the following in-
active ingredients: calcium suifate
dibydrate, colloidal silicon dionide,
crascarmellose sodium, €rospavi-
dane, hydroxypropyl methylceltulose,
1actose monohydrate, magaesium
stearate, peppermint flavor, polydex-
trose, palyethethylene glycal, povi-
done, pregelatinized (corn} starch,
sodiuen (auryl sulfate, ttanium diox-
ide and tnacetin.

ACTIONS/CLINICAL PHARMACOLOGY:
Wechanism of Action: Spiroaolactone
is a specific pharmacolegic antago-
nist of aidosterone, acting primarily
through competitive binding of recep-
tors at the aldosterone-dependent
sodium-potassium exchange site in
the distal convaluted renal tubule.
Spironolactone causes increased a-
mounts of sodium and water to be ex-
creted. while potassium 1S retained.
Spironolactone acts toth as 3 dwretic
and as an antihypertensive drug by
this mechanism. [t may be gwven 2-
\gne or with other diuretic agents
which act more proximally in the
renal tubule.
Aldosierone Antagonist Activity:
Increased levels of the minesalocorti-
coid, aldosterone. are presenl 1 pri-
mary and secondary hyperaldoster-
onism. Edematous states i which
secondary atdosteromsm (s usually
Javolved include congestive heart
farlure, hepatic cIrrhosis. and the
nephratic syndrome. By compeling
with atdosterane for receplor sites.
spironalaclone provides eftective
Yheragv for the edema and ascites in
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\aclose monohydrate magnesium
stearate, peppermint fiavor, patydex-
trase. polyethethylene glycol. povi-
done, pregelatimzed (corni starch,
spdium tauryl sulfate. titanwm giox-
ide and tnacetin.

ACTIONS/CLINICAL PHARMACOLOGY:
Mechanism of Action: Spirorotactone
s a specific gharmacologsc antago-
nist of aldosterone, achiag primarily
through competitive inding of recep-
tors at the aidosterone-dependent
sodiym-potassium exchange site
the distal convaluted renal tubule

Spironolactone causes increased a-
maunts of sodium and water (0 be ex-
creted, while potassium is retaned

Spironolactone acts both as a duretic
and as an antihypertensive drug by
this mechamsm. It may be given a-
lone of with other diurelic agents
which act more proximally the
renal tubule

Aldosterane Aatagonist Activity:
\ncreased levels of the mineraiocorti-
coid, aldosterone, are present in pri-
mary and secondary hyperaldoster-
onism. Edematous states in which
secondary aldasteronism is usually
\nvolved include congestive heart
failyre, hepatic Cirrhosis, and the
qaephratic syndrome. By competing
with aldosterone for receptor sues,
spironalactone provides eftective
therapy for the edema and ascites in
those canditions Spironolactone
counteracts secondary aldosteroisim
mduced by the volume depletion and
associated sodium 105 caused by
actwve diurehic theragy

Spironolactene 15 eftective i low-
enng the systalic and diastolc bload
pressure in patients with pamary hy-
pesaldosteronism 1t 15 also effective
1n most cases of essential hyperten-
sion, despite the tact that aldos-
\erone secretion may be within nor-
mal limits n benign essentiat hyper-
tension

Through 1ts action 1 anlagoniz-
1ng the effect of aidosterone, Spion-
olactane intubits the exchange of
sodium loc potassium 0 the distal
renal tubule and helps o prevent
patassium boss.

Spironalactone has nat been dem-
anstrated to glevate serum ufic acid,
1o precipitate gout, of 10 alter carbo-
hydrate metabolism.
Pharmacokinetics: Spironolactone 1S
rapidly and extensively metabolized.
Sutfur-containing products are the
predominant metabolites and are
thought to be primatity responsitile,
together with spronolactone, for the
therapeutic effects of the drug The
fallowing pharmacokinetic data wete
gbtained from 12 healthy voluntesrs
following the administration of
100 mg of spironolactane (as tablets)
darty for 15 days. On the 15th day,
spironatactone was gven immediate-
1y after a fow-fat treakiast and biood

was drawn thereafter
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The pharmacological activity of
spironalactone metabalites in man is
not kaown. However, in the adrenal-
ectomized rat the antimineralocar-
licoid activities of the metabolites C.
™S, and HTMS relative to 5pirong-
\actone, were 1.1, 1.28, and 0.32,
respectively_ Reiative to spironalac-
tone. their bending affinities to the
aldosterone receptors in rat kidney
stices were 0.19, 0.86. and 0.06, re-
spectively.

i humans the potencies of TMS
and 7-a-thiospirolactone (n revers-
ing the effects of the synthetic min-
eralpconticosd, fludrocortisone, o
aninary electrotyte composition were
(33 and 0.26. respectively, relative
to spironolactone. However, since the
serym concentrations ol these ster-
aids were not determined. thesr in-
complete absarption and/or tirst-
pass metabolism coutd not be ruted
aut as a reason for their reduced 12
vivg activities.

Spironolactong and its metabo-
iites are mare than 30% bound to
plasma proteins The metabolites
are excreted pnmanly in the urine

r——



NPFES TR
M THOT R Tme AGMINSITANGA I
L00 Mg o7 SpIHNOKCIONE 35 TaDIetsi
dauy for 15 gays. In the L3th Jay.
spuconolactone was given immed:ate-
Iy after a low-lat breakfast and blood
was drawn thereafter

$¥30%:
%mi; i
i ozlis ;;
2ge>3 x
gag %q
__ _ [t
s = 2 s

SIZE =:§'l
2:3it %:;E;
2283 %fs -
L S =

The pharmacological activity of
spironolactone metaboiites in man 1S
not knawn. However, in the adrenal-
ectomized rat the antimineraiocar-
ticoid activities of the metabofites C,
TMS, and HTMS relative to spirono-
\actone, were 1.1, 1.28. and 0.32,
respectively. Relative to spironolac-
toae, their binding affinities to the
aldosterone receptors n rat kidney
slices were 0.19, 0.86, and 0.06, re-
spectively.

in humans the potencies of TMS
and 7-c-thiospiralactone in reveys-
ing the effects af the synthetic min-
eralocorticoid, fludrocortisane, on
urinary electrolyte composition were
0.33 and 0.26. respectively, relative
to spironolactone. Hawever, since the
serum concentrations of these stes-
aids were not determined, their in-
complete absorption and/or first-
pass metabolism could nat be ruled
out as a reason for their reduced in
vivo activities.

Spironolactone ang its metabo-
lites are more than 90% bound to
plasma proteins. The metabolites
are excreted primarity in the unne
and secondarily in bite.

The effect of food on spironolac-
tone absorption {two 100 mg spirono-
lactone tablets) was assessed in 2
single dose study of 9 healthy. drug-
free valunteers. Food increased the
broavaitability of uametabolized $pi-
conalactone by almost 100%. The
clinical importance of this findiag ts
not known.

MOICATIONS AND USAGE: Spirona-
lactone tabiets are indicated in the
management of

Primary Wyperaidasteronism for:
Establishing the diagnosis of primary
hyperaldostercaism by therapeutic
tral.

Short-term preoperative treat-
ment of patients with primary hy-
peraldosteronism.

Long-term maintenance therapy
for patients with discrete atdo-
sterone-producing adrenat adeno-
mas wha are judged to be poor oper-
atrve nisks or who decine surgesy.

Long-term maintenance therapy
for patients with bilateral micre- or
macronodular adrenat hyperplasia
(idiopathic hyperatdosteranism),
€damatous Conditions for Patients
with: Congestive Heart Failare: for
the management of edema and sodi-
um retention when the patient is only
partially responsive to, o¢ is intoler-
ant of, other therapeutic measures,
Spironclactone tablets are atso indi-
cated far patients with congestive
heart Jailure taking digitalis when
other therapies are considered inag-

oy Edema and/or Ascites: Aldo-
sterone levels may be exceptionally
high in this condition. Spironolactone
tablets are indicated for maintenance
therapy together with bed rest and
the restriction of fluid and sodium.
The Nophrotic Syndromae: For neph-
rotic patients when treatment of the
underlying disease, restriction of
fluid and sodium intake, and the
use of other ditretics do not provide
an adequate response.

Essentisl Hypertonsion: Usually in
combination with other drugs, spt-
ronglactone tablets are indicated for
patients who cannot be treated ade-
quately with other agents or for
whom other agents are considered
napprapnate.

Rypokaiemia: For the treatment of
patients with hypokaiemia when
ather measures are considered in-
appropriate o tnadequate. Spirono-
\actone tablets are also indicated for
the praphylanss of hypokalemia in
patients taking digitatis when other
measufes are considered inadequate
of inagpropriate.

Usage in Pregnancy: The routine use
of diuretics in an otherwise healthy
woman is nappropnate and expases
4hn mathae 3ad fobue ta annarpscany
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Hypakalemia: For the treatment of
patients with hypakalemia when
other measures are considered in-
approprate or inadequale Spirano-
1actone tablets are also ndicated for
the prophylaxis of hypokalemia in
natients tawing digitalis when other
measures afe considered inadequate
of inappropnate.

Usaga in Pregnancy: The coutine use
of dwretics in an otherwise healthy
woman 15 inappropriate and exposes
the mother and fetus to unnecessary
hazard Diuretics do not prevent de-
velopment of toxemia of pregnancy,
and there (s no satisfactory evidence
that they are useful n the treatment
of developing toxemia,

Edema during pregnancy may a-
nise from pathelogic causes o from
the physiologic and mechamcal coa-
sequences of pregnancy.

Spironofactone tablets are indi-

cated in gregnancy when edema 15
due to pathologic causes just as it1s
in the absence of pregnancy (howev-
er, see PRECAUTIONS: Pregnancy).
Dependent edema in pregnancy, re-
sulting from restriction of venous re-
turn by the expanded ulerus, is prop-
erly treated through elevation of the
lowes extremities and use of support
hose; use of diuretics to lower intra-
vascular volume 1n this case 1s un-
supported and unnecessary. There is
typervosemia during normal pregnan-
¢y which is nat harmlul to either the
fetus or the mother (in the absence of
cardiovascutar disease), out which is
associated with edema, including
generalized edema, in the majority of
pregnant women. If this edema pro-
duces discomfort, increased recum-
bency will aften provide relied. In rare
nstances, this edema may cause
extreme discomfort which is not re-
tieved by rest. in these cases, a short
course of diuretics may provide relief
and may be appropriate.
CONTRAINDICATIONS: Spironalactone
tablets are contraindicated for pa-
tients with anuna, acute renal insuf-
ficiency, significant impawrment of
renal exceatory functian, of hyper-
kalemia.
WARNINGS: Potassium supplementa-
tion, either 1 the form of medication
of as a diet rich in potassium, shoutd
not ordinarily be given in association
with spironolactone therapy. Exces-
sive potassium intake may cause
hyperkaiemia 1n patients receiving
spironalactone (see PRECAUTIONS:
Genesat). Spironolactone should ot
be administered concurrently with
other potassium-sparing diuretics.
Spironolactone, when used with ACE
inhubitors or indomethacin, even in
the presence of a diuretic, has been
associated with severe hyperkalemia
Extreme caution should be exercised
when spironolactone 1S given con-
comitantly with these drugs.

Spironotactane shouid be used
with caution in patients with im-
paired hepatic function because
minor alterations of fluid and
electrolyte balance may precipitate
hepatic coma.

Lithium generally should not ba
given with diuretics (see PRECAU-
TIONS: Drug Interactions).
PRECAUTIONS: Geanrak: All patients
receiving diuretic therapy should be
observed for avidence of fluid or elec-
trotyte imbatance, e.g., Nypomag-
nesemia, hyponatremia, hypochior-
emic alkalosis, and hyperkalemia.

Serum and ucine eiectrolyte de-
terminations are particularly impor-
tant when the patient is vomding ex-
cessively o receiving parental fluids.
Warning signs o symptoms of fluid
and efectrolyte imbalance, srrespec-
tive of cause, include dryness of tha
mouth, thirst, weakness, lethargy,
drowsiness, restlessness, muscle
pains or cramps. muscular fatigue,
hypotensioa, oliguria, tachycardia,
and gastrointestinat disturbances
such as nausea and vomiting. Hyper-
kalemia may occur in patients with
impaired renal function or excessive
potassium intake and can cause car-
diac irregularities, which may be
tatal. Consequently, no potassium
supplement shauid ordinarily be
grven with sprronolactone.

Concomitant administration of
potassium-sparing dwcetics and
ACE intubitors ar nonsterotdal anti-
inlammatory drugs (NSAIDs), e.g.,
indomethacin. has been associated
with severe fyperkalemia.

H hyperkaiem:a 15 suspected
{warming signs include paresthesia,
muscle weakness, fatigue, tlaccid
paratysis of the extremities, bradycar-
dia and shock} an electrocardiogram
(ECG) should be obtained. However. it
15 important to moaitor serum pofas-
stum levels because mid hyper-
katemia may nat be associated with
£CG changes.

" bunaealamig i aracnnt <ni
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xalemta may 0CCur 1 patients mith
;mpaired renal function or excessive
petassium ntake and can cause car-
drac wregutanties, which may be
fatal. Consequently, a0 potassium
supplement should crdinanly be
given with spsronglactone.

Concomitant administration of
potassium-sparing diuretics and
ACE whibitors of nansteroidal antt-
nHammatory drugs (NSAIDS}. e.g.,
ndomethacin. has been associated
with severe hyperkalemia

If hypeckalemia 15 suspected
(warning signs nclude paresthesia.
muscle weakness. latigue, Hlaccid
paralysis of the extremiies, Sadycar-
dia and shock) an electrocasdiogram
(ECG) shoutd be abtained. However, it
15 important to monitor serum potas-
sium levels because mild hyper-
kalemia may not be associated with
ECG changes.

H hyperkalemia ts present, spi-
ronolactane should be discontinued
immediately. With severe hyperkai-
emia, the clinicai situation dictates
the grocedures to be empioyed
These include the intravenous ad-
ministration of calcium chloride
solution. sodium bicarbonate solu-
tion and/or the oral or parenteral
adminsstration of glucose with a
rapid-acting insulin preparation
These are temporary measures to be
repeated as required. Cationic ex-
change resins such as’sodium poly-
styrene suifonate may be orally or
rectally administered. Persistent
hyperkalemia may require diatysis.

Reversible hyperchioremic met-
abotic acidasis. usually in asseci-
ation with hyperkaiemia, has been
Jeparted to occur in some patients
wath decompensated hepatic cirsho-
sis, even in the gresence of normal
cenal function.

Dilutionat hypanatremia, mani-
fested by dryness of the mouth, thirst,
lethargy, and drowsiness, and con-
firmed by a low serum sodium level,
may be caused or aggravated, espe-
cialty when spironolactone ts admin-
istered 1 combination with other di-
uretics, and dilutional hyponatremia
may occur in edemataus patients in
hot weather: appropriate therapy is
water cestriction rather than admin-
istration of sodium, except in rare in-
stances whan the hyponatremia is
life-threatenimg.

Spironolactone therapy may
cause a transient efevation of BUN,
especially in patients with preenist-
ing renal impairment. Spironofac-
tone may cause mild acidosis.

Gynecomastia may deveiop ® as-
sociation with the use of spironolac -
tone; physicians should be atert to its
possibte onset. The deveiopment of
gynecomastia appears to be related
to both dosage tevel and duration of
therapy and is normaily reversible
when spironolactone is discontinued.
in rare instances same breast en-
largement may persist when spirond-
factons is discontinued.

Information fer Patiants: Patients
who recaive spironaiactone should be
advised to avoid patassium supple-
mants and foods containing high lev-
els of potassium including sakt sub-
stitutes.

aboratory Tests: Periodic determin-
ation of serum electroiytes to detect
passible electrodvte imbaiance should
be done at appropriate intervais, par-
ticutarly in the eiderty and those with
significant renal or hepatic impair-
ments.
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Drug intesavtiona. ACE fihibitors:
Concomtant administration of ACE
wiubitars with polassium-spanng
digretics has been associated with
savere hyperkalemia

Alcohod, Barbiturates, or Nascotics:
Potentiation of arthastatic hypoten-
$100 May oCTur

Corticosteraids. ACTH: Intensified
electrolyte depletion particularty hy-
pokalemia, may occur

Prassor Amines (8.8, norepineph-
ring): Spironalactone reduces the
vascular responsiveness 1o forepi-
nephrine. Theretore. caution should
be exercised in the management of
patients subjected to regional of
generat anesthesia while they are
being treated with spironolactone.
Skelatal Muscle Relaxants, Nen-
depolariting (2.4., tubocurarine):
Passible increased responsiveness
t0 the muscle relaxant may fesult.
Lithium: Lithium generalty shauld
not be given with diuretics. Oiuretic
agents reduce the renal ciearance
of lithium and add a high tisk of
{ithiym tonicidy

Noasteroidal Antl-Inflammatory
Drugs (NSAIDs): In some palients.
the administration of an NSAID can
reduce the diurstic, natriuretic, and
antihypertensive effect of loop, po-
tassium-spacing and thiazide diuret-
ics. Combination of NSAIDS, e.g.,
indomethacin, with patassium-spar-
ing diuretics has been associated
with severe hyperkalemia. Thesedore,
when spiraolactone and NSAIDs are
used concamitantly, the patient
should be observed closely to deter-
mine if the desired eifect of the
diuretic is obtained.

Digoxin: Spiranolactone has been
shown ta increase the half-life of
digaxin. This may result in increased
serym digosin levels and subsequent
digitalis toicity. It may be necessary
to reduce the maintenance and digi-
talization dases when spironoiactone
is administered, and the patient
shauld be caretully monitared to
avoid oves- or underdigitalization.
Brug/Laboratory Test interactions:
Several reports of passibie interfer-
ence with digoxin radisimmune-
assays by spironolactone or its
metabolites have appeared in the
literature. Neither the extent nac the
potential clinical significance of its
interference (which may be assay-
specific) has been fully established.
Carcinogenssis, Mutagenesis, im-
pairment of Fertility: Orally adminis-
tered spironalactone has been shown
to be a tumarigen in dietary adminis-
tration studies performed in rats,
with its profiferative effects mani-
fested on endacrine organs and the
liver. In an [B month study using
doses of about 50, 150 and
500 mg/kg/day, there were statisti-
cally significant increases in benign
adenomas of tha thyroid and testes
and, in male rats, a dose-reiated in-
crease in proliferative changes in the
liver {inctuding hepatocylomegaly
and hyperplastic nadules). in a 24
month study in which the same
strain of rat was administered doses
of about 10, 30, 100 and 150 mg spi-
ronolactone/hg/day, the range of pro-
liferative effects included significant
increases in hepatoceltular adeno-
mas and testicular interstitial ceit
tuymors in males, and significant
increases in thyroid follicular cell
adenomas and carcinomas in both
sexes. There was also a statistically
significaat, but not dose-related,
increase in benign uterine endome-
trial stromal polyps in females.

A dose-related  (above
20 mg/kg/day) ncidence o myelocyt-
ic feukemia was observed in rats fed
daily doses of potassium canrencate
(a compound chemically simiiar to
sqironatactone and whose primary
metabolite, canrenone, is also a
major product of spirsnolactone in
man) for a pesiod of one year. In two
year studies in the rat. oral adminis-
tration of potassium canrencate vwas
associated with myelocytic leukemia
and hepatic, thyroid, testicular and
mammary tumors.

Nesther spironolactone nor patas-
sium canrencate produced muta-
genic efects in tests using bactenia
of yeast. In the absence of metabolic
activation, nerther spironolactone nor
potassium canrenoate has been
shown 1o be mutagenic in mam-
malian tests in vitro. in the presence
of metabolic activation, spironoiac-
tone has been reported to be neg-
ative 1n some mammalian muta-
genicity tests i vitro and inconcly-
sive (but siightly positive) for muta-
genicity in other mammalian tests in
vilro. 1n the presence of metabolic
activation, potassium canrenaate
has been reported to test pasitive for
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assoctated with myelocytic leukemia
and hepalic, thyrod, testicular and
mammary turnors

Nesther spironalactone ner patas-
sium canrenoate produced muta-
genic effects in tests using bactena
of yeast. In the absence of metaboic
activation, neither spironolactone nov
potassiuni canrenoate has been
shawn to be mytagenic in mam-
malian tests i witro In the presence
ol metabolic activation, spirenofac-
tone has been reported to be neg-
ative in some mammalian muta-
genicily tests sn vitro and inconclu-
sive (bul stightly positive) for muta-
gencrty in other mammalian tests m
vitro. tn the presence of metabolic
activation, potassium canrenoate
has been reported to lest positive for
mutagenicity in some mammalian
tests i vitro. inconclusive in athers,
and negative in still athers

In a three-Iitter reproduction
study in which female rats receved
dietary doses of 15 and 50 mg spi-
ronolactone/kg/day, there were ne
effects on mating and fertility, but
there was a small increase 1 nci-
dence of stilibora pups at
50 mg/kg/day. When injected inlo
female rats {100 mg/xg/day for 7
days, 1.p.), spironaiactone was found
to increase the length of the estrous
cycle by protonging diestrus during
treatment and inducing constant
deestrus during a two week post-
treatment observation peried. These
effects wese associated with retard-
ed ovanan follicle development and
a reduction 1 circulating estrogen
fevels. which would be expected to
impan mating, fertiity and fecundi-
ty. Spiranolactone (100 mg/kg/day),
admiaistered i.p. to female mice
during a two week cohabitation peri-
od with untreated males, decreased
the number of mated mice that con-
cerved (effect shown to be caused by
an inhibition of ovulation) and de-
creased the number of impianted
embryos tn those that became preg-
nant {effect shown o be caused by
an wnhibition of implantation), and
at 200 mg/kg, also increased the
latency penod to mating.
Pregnancy: Teratogenic Elfects.
Pregnaacy Category C: Tecatology
studies with spironolactone have
been carried out in mice and rabbits
at doses af up to 20 mg/kg/day. On 2
body surface area basis, this dose in
the mouse is substantially beiow the
maximum recommended human
dose and. in the rabbit, appranmates
the maximum recommended human
dose. No teratogenic or other embry-
otoxic effects wece observed in mice,
but the 20 mg/kg dose caused an in-
creased rate of resorption and a fow-
er number of live fetuses in rabbits.
Because of its anhiandrogenic activi-
ty and the requirement of testot -
terane for male morphogenesis, spr-
ranotactone may have the potential
for adversely affecting sex ditfereati-
ation of the malke during embryogen-
2515. When administered lo rats at
200 mg/kg/day between gestation
days 13 and 21 (fate embryogenesis
and fetal devetopment), feminization
of male fetuses was observed. Off-
spnng exposed dunng late pregnancy
to 50 and 100 mg/kg/day doses of
spironolactone exhibited changes in
the reproductive tract including dose-
dependent decreases in weights of
the ventral prostrate and seminal
vesicie in males. ovaries and uteri
that were eniarged in femaies, and
other indication of endocrine dys-
function, that persisted into adult-
hood. There are no adequate and
well-controfled studies with spirono-
lactone in pregnant women. Sgiran-
olactone has known endocrine effects
in animals including progestational
and antiandrogenic effects. The anti-
androgemc effects can result in ap-
parent estrogenic side effects in hu-
mans, such as gynecomastia. There-
fore, the use of spironofactone in
pregnant women requires that the an-
ticipated benefit be weighed against
the possible hazards to the fetus.

Mothers: Canrenane, 2 ma-

jor {and active) metabolite of spiran-
olactone, appears i human breast
mitk, Because spironolactone has
been found to be tumorigenxc in rats,
a decision should be made whether
to discontinue the drug, taking nto
account the impartance of the drug
to the mother. if use of the drug is
deemed essential. an alternative
method of infant feeding should be
instituted
Pediatric Use: Safety and effective-
ness 1A pediatncs patients have not
been established.
ADVERSE REACTIONS: The foliowing
adverse reactions have been report-
ed and, within each category (body
system). are itsted in order of de-
Creasing sevefity.
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miin. Because spironolactone has
been found to be tumangenic  rats.
a decision should be made whether
to discontinue the drug, taking mto
account the importance of the drug
to the mother I use of the drug 1s
deemed essential. an alternative
method of infant feeding should be
instituted.
Pediatric Use: Safety and effective-
ness in pediatrics patients have not
been established
ADVERSE REACTIONS: The foliowng
adverse reactions have been report-
ed and, within each category (bedy
system), are Listed in order of de-
creasing seventy.
Digestive s astnc bleeding, uicer-
ation, gastntis, diarrhea and cramp-
INg, nausea, vomiting.
Endocrine: Gynecomastia {see PRE-
CAUTIONS). inabuity to achieve of
mainta erection, 1tregular menses
or amenorrhea, pastmenopausal
dieeding. Carinoma of the breast
has been reported in patients taking
spironolactone but a cause and ef-
fect relationship has ot been estab-
lished
Hematologic: Agranutocytosis
Hypersensitivity: Fever, urticana,
maculopapular or erythematous
cutaneoys eruptions, anaphylactic
reactions, vasculitis.

- Mental
confusion, atana, headache, drowsi-
ness, lethargy.

Liver/Bitiary: A very few cases of

mixed cholestatichepatoceilular tox- »

ictty, with one reported fatality, have
been reported with spirenalactone
administration.

Rewnak: Renal dystunction {including
renal farluee).

OVERDUSAGE: The oral LD, of spi-
ronotactane 15 greater than
1,000 mg/kg in mice, 7ats, and rab-
bits.

Acute averdosage of spironolac-

tane may be manifested by drowsi-
ness, mental confusion, maculopag-
ular or erythematous rash, nausea,
vomiting, dizziness, or diarrhea.
Rarely, instances of hypanatremia,
hyperkalemia, o¢ hepatic coma may
occur in patients with severe hver
disease, but these are unlikely due to
acute overdosage. Hyperialemia may
accur, especially in patients with im-
paired renal function.
Treatment: induce vomding of evac-
uate the stomach by lavage. Thera is
no specific antidote. Treatment is
supportive to maintain hydration,
alectrolyte balance. and vital func-
tions,

Patients who have renal impair-
ment may deveiop spironolactone-in-
duced hyperkalemia. In such cases,
spironolactone should be discontin~
ued immediatety. With severe hyper-
Kalemia. the clinical situation dic-
tates the procedures to be employed.
These include the intravenous ad-
ministration of calcium chioride
solution, sodium bicarbonate solu-
ti0n and/or the oral or parenteral ad-
ministration of ghucose with a rapid-
acting insulin preparation. These are
temporary measures to be repeated
as regquired. Cationic exchange resins
such s sodium polystyrene suifonats
may be oratly or rectally adminis-
tered. Persistent hyperkalemia may
require dialysis.

DOSAGE AND ADMHNISTRATION: Pri-
mary Hyperaidosternmism: Spirono-
lactone tablets may be empioyed as
an mitial diagnostic measure to pro-
vide presumptive evidence of primary
hyperaldasteronism whils patients
are on normai diets.

Long Test: Spirorolactons tablets are
administered at a daily dosage of
400 mg for three to four weeks. Cor-
rection of hypokaiemia and of hy-
pertension provides presumptive ev-
dence for the diagnosis of primary
hyperaidosteroaism.

Short Test: Spironalactane tablets
are administered at a daily dosage of
400 mg for four days. If sensm potas-
sium mcreases dunng spiranolactone
labiet administration but drops when
spiranolactone tabiet is discontin-
ued, a presumptive diagnosis of pei-
mary hyperaidosteronism should be
considered.

After the diagnosis of hyperaide-

steronism has been established by
more definitive testing procedures,
spironalactone tablets may be ad-
mimstered in doses of 100 10 400 mg
darly i preparation for surgery. For
patients who are cansidered unsuit-
able for surgevy, spironolactone tab-
lets may be employed tor long-term
mamtenance therapy at the Jowest
effective dosage determined for the
individual patient.
Edema in Mults (Congestive Neart
Failure, Hepatic Cirrhosis or Neph-
rotic Syndrome); Aa initial daily
dosage of 100 mg of spronalactone
tablets administered 1 either single
<¢ 157424 dncac i< racammended
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€dema in Adults (Congestive Heart
Failurs, Hepatic Cirrhosis or Neph-
rotic Syndrome}: An inttial daily
dosage of (00 mg of spironolactone
lablets administered in either single
of divided doses is recommended,
but may range from 25 to 200 mg
daily. When given as the sole agent
for diuresis, spironolactone tablets
shouid be continued for at least five
days at the nrtial dosage level, after
which 1t may be adjusted ta the opti-
mal therapeutic or maintenance level
admimistered 10 aither single or di-
wvided daily doses. I, after five days.
an adequate diuretic respanse to spi-
fonolactone tablets has not occurred,
a secand diaretic which acts more
proximatly in the renal tubule may be
added to the regimen. Because of the
addrtive effect of spironotactone tab-
lets when administered concurrently
with such dwretics, an enhanced di-
uresis usually begins on the first day
of combrned treatment, combined
therapy s indicated when mare rapid
diuresis is desired. The dosage of
spiranciactone tablets should remain
unchanged when other diuretic ther-
apy s added.
Essential Hypertension: for adults,
an iatial daily dosage of 50 to
100 mg of spironoiactone tablets
administered in either single of di-
vided doses ts recommended. Spiro-
nolactone tablets may also be given
with diuretics which act moce peati-
mally i the renal tubuie or with other
antihypertensive agents. Treatment
with spironolactone tablets should be
continued for at least twa weeks,
since the maxmum response may
aot occur before this time. Subse-
Quently, dosage should be adjusted
according to the response of the
patient.
Hypokalemia: Spironalactone tab-
lets i a dosage ranging from 25 to
100 mg daily s useful in treating a
diuretic-induced hypokalemia, when
oral potassium supplements or other
potassium-spanng regimens are
considered inappropriate.
HOW SUPPLIED: Spironolactone Tab-
fets are avarlabie containing 25 mg,
50 mg or 100 mg of spironolactone.
The 25 mg tabiet is a white,
tilm-coated round. unscored, bicon-
vex. beveled edge tablet debassed
with M over 148 on one side of the
tablet and blank on the other side.
They are avaitable as follows:
NOC 0378-2146-01
battles of 100 tablets
NDC 0378-2146-05
botties of 500 tablets
The 50 mg tablet is 2 white,
film-coated round, biconvex, bev-
eled edge tatilet debossed with M
over 243 on one side of the tablet
and scored on the other side. They
are available as follows:
NOC 0378-0243-01
bottles of 100 tablets
NOC 0378-0243-05
bottles of 500 tabiets
The 100 mg tablet is a white,
film-coated round. biconvex, bev-
eled edge tablet debossad with M
over 437 on one side of the tablet
and scored on the other side. They
are availabdle as foliows:
KOC 0378-0437-01
battles of 100 tabiets
HOC 0378-0437-05
botties of 500 tablets
STORE AT CONTROLLED
ROOM TEMPERATURE
15° TO 30°C (59° TO 86°F).
PROTECT FROM LIGHT.
Dispense in a tight, light-resis-
tant container as defined in the USP
using a child-resistant closure.
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