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MIDAMORS (Amdionde KO}

hypokalermus has been documented and only weh caretul
ttration of the dose and close momtoring of serum
eloctrolytes.

MIDAMOR® (Amitoride HCI}
H!EAU\'W

Gener
Elvamlyn Imbsisnce and BUN incresses .
and may occur when
MIDAMOR 13 usad mh other duretics and increaees in BUN
levele have besn reported Thuss increases usually have
accomparned vigorous flud ekmination, especially when
divretrc therapy was used in seriously dl pauents, sudh as
those who had hapatic cirhoms with ascites and mesabokc
slksioms. o those with remstant sdems. Therefors, when
MIDAMOR s grven with other diwrstics o such patients,
careil marstoring of serum electrolytes and BUN levels 13

CONTRAINDICATIONS
€ MERCK8.00,INC. Hyporkalemis

Whitehouss Station, NJ 08889, USA MIDAMOR should not be used i the pressnce of slevated

- - serum lovels igreater than 5 5 mEq per iiter)

TABLETS Am:knlmmnc Therspy o¢ Potsssium Supplementation
® MIDAMOR should not be given to patients receiving other
MIDAMOR potaasum-conserving agents. such as spironoladions or
{AMILORIDE HC) Potsssium s m the !on:'ot
DESCRIPTION potassium-nch dik should not be used wath MmMOR
HO, an kal " agert, is a XWX in severe andior refraciory cases Wh .1

" . d with rapi

pyradne<scbonyi-guanidine that 18 unrelated cherrucally to
other known antkaburstic o diuretic agents. k i the sak of a

Such concomitant therapy can be

in pationts with pwmumgv covere hv-r diseass,

hepatic
and coma, snd incresesd jaundice, hwt bm reported in
with diuretics, Induding smwloride HO

in  serum levels.
is used. careful Mmonitoning ol the serum

modwl(iy wonp hnl le 87 kis
23,5 Dyrazine-
and has a8
molecular weight of 302.12. Its empirical formuta s
CHICINGOHCI2H,0 and its structural formula ie:

o] NH,

a C—=N=C-=NH, + HC + 2HO
|

RN NH,

MIDAMOR® (Ardoride HCI) ia avaiable for oral use se
tablets contaning 5 mg of anhydrous amionde HCl. Each

potassium fevel is necessary.
impaired Rensl Function

Anuns, scute or dironic renal insufficiency, and svidence of
diabetic nephrapatty arw contreindications (o the use of
MIDAMOR. Patients with evidence of renal functional
impawment (biood urea nitrogen IBUN levels over 30 mg per
100 mL or serum creatiniine levels over 1.5 mg per 100 ml} or
disbetes mellitus should nat receivethe dmo without carelul,

of serum

Drug

When amiloride HC is administersd concomitantly with an

angotenem-conventing enzyme inhwbitos, cycosparine or
the risk of may be

Therstore, if concomitant use of thess -omu is indicated

becauee of demoneaaced hypokalemis, they should be used

with caution and with frequent momitoring of serum

patsswum. (See WARNINGS )

Lithium generalty should not be given with diuretics
bacsuse they reduce its renat clearance and add & high nsk of
Kthiumn todcity. Read circulars for ithium prepsrations betore
use of such ther)

froquent and
creatinine, snd BUN levels. Potassium retantion
wath the use of an antikaliuretic agent % accentuasted in the
presance of renal imparment may result in the rapid
development of hyperkalerms.
Hypersensitiity

IDAMOR is contraindicated In patients wha are hyper-
sensitive to this product.

WARNINGY
Hyparksismia

tablet contsin the following inactive ealciym
phosphate, D&C Yellow 10. iron oxide, lactoss, magnessm
#aarate and starch.

CLINICAL PHARMACOLOGY

Like ther potassium-coneerving sgents, amilonde may
cause hyperksiemia (serum pau-un l-nl- oreater than

Y.

In sorme patients, the admimistration of a non-stercidal anti-
nlmatoly s9ent can reduce the diretic, natriurstic, and
sive effects of 100p, polasmum-sparing and
lhumh diuretics. Therefore, when MIDAMOR snd non-
#woids) anti-inflammatory agents are used concormwanty,
the patient shaukd ba observed closely to determne if the
desired offuct of the diuratic i obtained. Since indomethacin
and pou-umw-m\o diuretics, nduding MIDAMOR, may
serum rvels,
the potential sffacts on pot-un fanetics and renal lunction
should be considersd when these agents are administered
concurrently.

o

of Fertilty

5.5 mEq per liter) wiwch. o taal
Hyperkalemia occurs commonly ubou 10%) when

MIDAMOR is # drug
that possessss wesk {compared with thiazide dwretics)
natriurstic, diurstic, and antihypertensive sctivity. These

s have been pantisily additive to the sfecta of thiazide
dmmleo in some dinicat studies. When with 2

used without a katiuretic diuretic. This

incidence is Qremer in petients with renal i

disbetes maellitus {with or without recognized ronal

ineufficiency). and in the ddedy. When MIDAMOR is used
VA ‘without

thiazde or loop divretic. MIDAMOR has been shown 1o

recetving kaliretic-diursac sgents
MIDAMOR is not an sldosterone nnonnu and its eNects
llwmlnﬂ-mdddol
HDAMOR sxerts its potsesium lolnno d’vd through the
of sodwsm
tubule. conical collecting vubule md duct; this

ith a (tluldu diuretic in petients

thess the ri w reduced o
about 1-2 percent. Ilmmmmnlwmlu-mm
potassium levels carefully in any patient v.uvmo
armuloride, mwladv when it is first introduced, at the
and during any ilness.

dossge
that could aflect rena} hinction

There was no evidence of a tumorigenic eiect when
amiloride HO was administersd for 92 weeks to mice at
dosss Up to 10 '!Wdlv (25 bmu the maximum daily
human does). Amiloride HQ 50 beer administered for
de'dnomﬂ'mdhmllouu at doses up to 6 and
8 mo/giday {15 and 20 limes the maamum daily doss for
humans, respectively) and showed no ewvidencs of
cartinogenicty.

Amdoride HO was devoid of mutagemnic activity in various
straine of Seimonells typhimurivm with or without a

ver wyetem {Ames test).

Prognancy
Category 8. Tersogenicity studies with

mbndcrbnvmmmc-wvmmmzslmtm
revesled no

The risk of

when
MIDAMOR, are

decresses the net n.uuvc potential of the tubular lumen and
reduces both potsessam and hydrogen secration and their

axaetion. This scoounts i large pant
for the DOtsseium aparing adion of amiloride.

MIDAMOR ususily beging 1o act within 2 hours aRer an oral
doss Hs effect on electrofyte excretion reaches a peak
batween 6 snd 10 hours and lasts sbout 24 hours, Peask
plasma lovels are abisined in 3 10 4 hours and the plasma
h: o vanes from 6 1o 9 hows. Effects on slsarolytes
with single doses of amiloride HCl wp to
approsomately 15 mg

Armlonde HCl is not matabolized by the liver but is excreted
unchanged by the kidneya About 50 percent of 8 20 mg dose
of MIDAMOR is excreted in the urine and 40 percant in the
#tool wathin 72 hours. MIDAMOR has littie effect on
glomerutar fitration rate or renal hlaod flow. Because

may be
9 ”.ﬂl&h

snzyms _iphibitor, cydosporine o (ecrolimus. (Ses
PRECAUTIONS Orug Interactions.) Waeing eigns or
uscular

human dose,
harm (0 the fetus, although studies showed that the drug
amounts. Reproduction

for humans showed no evidence of impsired fortility. At

inclu
weakness, hllwo faccid parslysis of the extremities,
bradycardia, shock. and ECG abnommabities. Monitoring of the
serum potsesium level in  sssentisl because mild
hyperkslemia is not ususlly sssocisted with an abnarmal

ECG.

When , the ECG m hyperksiemia i characterized
orimarily by tall, pnkodT Wwaves or slevations from previous
tracings. There may also be lowering of the R wave and
incrossed depth of the S wlv-. md and even
dwappeerance of the P wave, pri oning of the
QRS complex, prolongation ol the PR intarval, and
ST w

patients uhm wumon the m« Jmtd e discontinued

HA is noat by the tiver, drug
accumuistion is not anticipated in patients with hepatic
dystunction, but accumulation can occur if the hep.
wndrome develops.

INDICATIONS AND USAGE
MIDAMOR is indicated a8 adjunctive treatment wath
thiaride dlu"ltl or other hhumvc-dlurm agents in
heart faikure or
& help restors normal nmm lovels in pasents

UM POL
who develop hypokalemsa on the kaliurstic diuredec.

b.prevent development of hypokalermis in patents who
would be exposed 1o perticular risk if bypoksiemis waere

10 davelop, ». amuhud patients or patisnts with
sagnificant car mise.
The uss of po(u-um CONsMrVIng agents s olm

9 diuretics for
hvpomnuon an such patisnts have 2 normal
au MIDGMOR has ktrte ldﬂlwt dwirstic or antitypertensive
effoct when added 10 » thszide diuretic.

MIDAMOR should rarely be used alone. 1t has wesk
(compared with thiazides) diuretic and antitypertansive
oftocts. Used ss single sgents, potsssium spaning deirwtics,
nduding MIDAMOR, vnul( in an ncressed risk of

10%  with
MIDAMOR shouid be used alone only when persistent

* Ragisterad Mmo!MEIO(ICO nc
ca v:nwroutucuoo Inc. 1906
ghts

65 mEq
por Jiter. nuvo muuno nhodd be uhn lo it. Such
induds the of

sodium

bicarbonate solution or oral or parentersl glucoss with a
rapid-scting ineulin preparstion. H nesded, » caton exchange
rown such a3 sodium polystyrens auifonsts may be given
oralty o by snema. Patients with persistert hwperkslemis
may require distysis.
Disbetes Meliitus

tn disbetic patients, hyperkalemia has been raported with
the use of ) potassium-coneerving diurstics, including
MIDAMOR, even i pationts without evidence of disbetic
nephropathy. Thersfors, MIDAMOR should be svoided, it
possible, in diabetic p-mnu md if it is used, serum

5 or mOre times the expected maximum dady
doss for humane, some toxcity was seen in sdult rats and
rabiuts and & decrease in rat pup growth and wuevival

accurred
There sre. howsver, no adequate and well-controiled
wudies in pregnant wamen. Because animal reproduction
sudies are not siways predictive of human response, thes
drug should be wwed during pregnancy only if clearly needed
Nursing Mothers
Swidies m rats have ghown that amsloride is axcreted in
ik in eomonmuom higher than thoss found 1n blood. but
llonolmown OR  excreted in human nk
Bacaume many dmo- are excreted in human milk and
bacsuse of the patential for serious adverse reactions in
nurwing infants from MIDAMOR, a decision should be made
whether Lo discontinue nursing or 1o discontinue the drug,
taking info sccount the importance of the drug to the mother
Padistric Use
Safety and etiectiveness in pediatric patisnts have not been
sstablished.
Genatric Use
Chinical studies of MIDAMOR did not nclude sufficent
numbers of subjects aged 65 and over to determine whether
they respond differently from younger mubjects. Other
reported clinical experience has not identifed differences in
between: the elderdy and younger patients. in
genersl, dose selection for an eiderly patient should be
cautious. usually starting o the low end of the dosing range,
hepatic, ranal or

slectrolytes and renal
MICAMOR should be uncnm\nd M losst three days
before glucowe tolerance testing.
Metsbokc or Respirstory Acidosis
Antkaliurstic ther 30y should be instiuted only with caution
n seversly il pabierts in whom respirstory or metsbolic
aadosis may occur, much ss patients with cardiopulmonary
disesse or poorly controlled disbetes. |If MIDAMOR is given to
thees patisnts, frequent Monitonng of acid-base balance i
necessary. Shiks in acid-base balan':":m the rano d

acidosis may be ssp0cisted with rapid increzees in nnm
potassium levels.

Mown’gm frequency of
cardine function, and of concomitant disesse or other drug

Y'n drug ia known to be eubetantally excreted by the
kidney, and the risk of toxic reactons to this drug msy be
Qrester in patients with impaired renal function. Because
dderty patients are more (kely (0 have decressed renal
lmanm, care should be taken 1 doss selection, and it may
be usehul to monitor rensi function. (Ses CONTRAINDICA-
TIONS. impawed Rensl Function |
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MIDAMORS (Amiloride HCI)

ADVERSE REACTIONS

MIDAMOR 18 usually well tolersted and, except for hyper-
kalerrus (serum potasmum levels greater than 55 mEq per
— s W, ) sigrificant sdvarse effects have been
reported mirequently. Minor adverse reactions were reporn -
ed relalively frequently (about 20%) but the relanonship of
many of the reports to armitonde HCl 16 uncertsn and the

MIDAMOR® (Amiaride HCTH

OVERDOSAGE

No data are available in regard to overdosage n humans

The oral LDg, of amulonde hydrochionde (calculated as the
bace) s 58 mg/kg 1 rece and 3610 85 Mgk in rats, depend-
Ing on the stran.

1t 16 not known whether the drug 1e dialyzable

The moet hikely s1gns 3nd symptoms to be expected with

and eloctrotyte mbatance These

overall was simlac in hy; trested

roups pain, nd
muld skin rash have been reporiad and probably are related 1o
armlonde. Other adverss expsriences that have been
reported with amulonde are generally those known to be
associated with divresis, or with the underlying dresase being

treated.
The adverse reactions for MIDAMOR listed in the following
table have been arranged nto two groups: (1) incsdence

greater than one percent, and (2} nadence one percent or
loss The incidence for group {1) was datermined from chical
studres conducted in the United States (837 patients treal-
ad with MIDAMOR). The adverse effects listed 1n group 2}
include reports rom the same dmical studies and voluntary
reports since markeing The probability of a causal
relabonship exists betwesn MIDAMOR and these adverse
reactions, some of which have been reporned only rarely.

Inidence >1% Incidence 1%
Body as 3 Whole
Hesdache"* Back pain
Weskness Chest pan
Faugabiity Neck/shoulder ache

Pain, exrremives

Cardiovasculer
None Angina pectoris
Orthostatc hypotension

Arrhythens
Paiprtation
Oigestive
Nausea/anorexis™ Jaundece
aTheat” Gl bleeding
Vomiting** Abdominal fullness
Abdorminal pan Gt diswurbance
Gas pain Thirst
Appetw changes Heartbum
Constipayon Fiatuience
2
Metabolic
Elevated serum None
potassum levels
=55 mEq per liter)* >
Skin
None Skin rash
lching
Orynem of mouth
Prunws
Alopecia
Musculoskeietsl
Muscle coramps Jont pain
Leg ache
Nenvous
Dizzrineas Paresthesis
Encephalopathy Tramors
Vertigo
Psychistrc
None Narvousness
Maenul contusion
Insommia
Decreased hbido
Dcpnwon
Somnolence
Resprratory
Cough Shornese of breath
Oyspnea
Spacial Senses
None Visust disturbances
Nasal congesbon
Tinnius
Intreased invaocular pressure
Urogenital
imootence Polyuns
ia
Unnary frequency
Bladder spasms
Gynecomasha

TTReacbons 6courAng 1h % 10 8% Of pETeNTS (rested with MIDAMOR
{Those reacbons 0Ccuming i Wss then 3% of the patents sre

unmarked |
*¢*See WARNINGS
Caussl Reistionship Unknown
Other reacuons have been reported but ocasred under
circumnstances whaere 2 causal relationship could not be
astabished However, in thess rarely reported svenia that
poswbulty cannot be excluded. Therefore, these observations
are hisied 10 serve as alevting information 10 physicians.
Achivaion of probable pre-sximting peptic ulcer

Abnormal liver function

aro
can be ireated by estsblished procedures Tharapy with
MIDAMOR should be discontinued and the patent abserved
cosely There 15 no specific antidote Emesis should be
nduced or gastnc lavage performed Treatment 15 symp-
tomane and wmppedive It hyperkalemia occurs. achive
mMessures should be taken to reduce the serum potassmm
lavels.

DOSAGE AND ADMINISTRATION

MIDAMOR should be adminestered with food

MIDAMOR. one 5 mg tablet daily, should be added to the
usual antiwpenensive or diuretic dosage of 3 kaluretc
dwretic The dosage may be increased 10 10 mg per day. if
necessary More than two 5 mg tablets of MIDAMOR daiy
usually are not needed. and thers e Lnfe controiied
experience with such dowes If perwstent hypokalemis is
documented with 10 Mg, the doss can be increased to 15 mg,
then 20 mg. with carehsl monstarng of electrolytes.

I reating patients wikh congestve heart fmlure aker an
initial diuresis has besn achieved. potasuum loss may aleo
decrease and the need for MIDAMOR should be re-evaluated.
Dosage adiustment may be necessary. Mamntenance therapy
may be on an intermattent basis.

i# 1t 16 necessary 1o use MIDAMOR alone (see INDICA-
TIONS ), the staring dosage should be one 5 mg tablat daily.
This dosage may be increased to 10 mg per day, if necessary
More than two § mg tablets ususily are nol nesded. and there
16 little controlled experiance with such doses If persistent
hypokalemia 1s documented wath 10 mg, the dose can be
ncreasad to 15 mg. then 20 mg, with caretul monitoring of
electrolytes.

HOW SUPPLIED

No. 3381 —Tablets MIDAMOR, 5 mg, sliow, diamond-
shaped. compressed tablets, coded MSD 92 on one side and
MIDAMOR on the other. They are supphed as follows

NDC 0008-0092-68 bottles ot 100
Srorage

Protect from moisture, freezing and excesmve heat

€ MERCK 400, INC, Whitebouse Station, N.J 09889, USA
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TABLETS

MODURETIC® {Amstoride HCI-Hydrodworothiazide)

stool within 72 hours. Amioride HCl has (tle effect on
glomerular fiitration rate or renaf bicod flow Because
amiloride HCl is Nt matabdiized by the liver. drug accu-
mulation is not anticipsted in patients with hepatic
dysfunction. but accumulation can occwr if the hepatorenal
syndroma develops.
Hydrochicrothiande

Th of thect of tuazides 18
unknown. Thisades do not usually sftect normal blood

MODURETIC® (Amitoride NCI-Hydrochior othiazide)

musculsr
weakness. m-gu' flaccid paulw. of the extremuties,
bradycardia, shock, and ECG sbnormaktiss. Momstonng of the
worum potassumn level is sssential because mild hyper-
kalemia is not usually assodated with an abnormal ECG.
When sbnormal, the ECG in hyperkslamua is characterized
primarily by 1al), peaked Y waves or slevations from previous
traongs. There may alsa be lowering of the R wave and
incressed depth of the S wave, widening and even disap-
pesrance of the P wave. progressive widening of the QRS

“n pressure
ODU RE I ICO Hydrochiorathiazide m a diurstic and It complex, of the PR m-wd and ST d.ou“or:'
i occurs 1
{AMILORIDE HCI-HYOROCHLOROTHIAZIDE} ~ *Mcts the distal rensl 1ubular of secroive psvams iy MODURENC. m, o s
DESCRIFTION sodium and chioride In appraximately equivalent smounts  Tinuad If the ser level exceeds
MODURETIC? (A HQ-Hy may be by some lows of 65 mEQ per kter. acive Meamures uhould be taken to reduce
e the potasum-consering aion of amilarids MG wlh and bicarbonate. it Such Messures INchude the Nitravenous admunistrabon of
the action of ARer orsl use diuresie begine within two hours, pesks in  sodium bicarbonate solution or oral or parenterat glucose
Arrul, HO o 3 3,5dismuno-8.  ADout four hours and t.n about 81012 houv- with 8 repud-scting inein preparstion if needed, a catron
o e o T e o
i he kidn: been v ly or enama { wil st -
hydrochiorsde, dibydrate and ha waght of ;-u ly by the ki w Whm plasms lwdu have et ey raaoo tratvas

302.12. Its empwnical formuls 18 C,N,CN,O-NO-)H,O md ds
structural formula 1s;

'
ol C—N=C—NH, + HO - 240

H,N NH,

y a3 8-chloro.
3,4 dmydm 2H-1.2.4-] bomo«hudunnoJ wulfonamide 1.1
dioxide. Its empiricsl formuls is CHyGN;0S; and if
structurs) formula

N H

It 18 2 white, or practically white, crystaliine powder with 2
molewslar weight of 29774, which s slightly soluble in water,
dr

ollowed for at lesst 24 hours, the plsama half-lile has been

cbesrved 10 vary betwesn 56 and 148 hourn At lesst
61 pevcant of the oral dose is shmunated unchanged wrhin
24 hours. Hydrochlorothiaride crosses the placentsl but not
the blood brain berrier and 1s excreted in breast milk.

INDICATIONS AND USAGE

MODURETIC s indicated in those patiants with hyper-
tenmon or with congestive heart faifre who davelop
hypokalemia when thiazides or ather kaliuretic diuretics are
used alone, or i whom maintenance of normal serum
potassim jevels 18 conmdered 1o be dinicaly important, 8.g.,
dignalized patients, or patients wath sigrihcant cardiac ar-
rinthmeass.

The use of potassium-consenving agents is cRen Lnneces-
My in patients receiving dwretics for uncomplicated e6-
senxial hypertenman when such Datients have a normal diet

MODURETIC may ba used alone or aa sn sdiunct 10 other

druge. such as or bata biockers.
Sm« MO'JJRETIC enhances the action of thess sgents,
dosage adjustments May be nNeceseary Lo avaid an axcessive
fall mn blood pressure and other unwanted side sffects.

theragy of acleme of hypertension except in incivideale in
whom the developrent of Wﬂﬂhmﬁ
CONTRAINDICATIONS

Hyperksiesmis

MODURETIC shoukd not be used in the presence of sevat-
od sarLM POtASSHIM lovals (graater than 5.5 MEQ per Mer).

Disbetes Meliitua

In disbetic patients, hyperkalernia has b-n uponod with
the use of ait
ariloride HC, even m patients wkhou w-d-m:o of disbetic
nephropsthy. Theretors, MODURETIC should be avoided, if
pomsible. (n disbetic patients and, if it 1s used, serum elec-
trolyies and renal function must be moniored frequently

MOOURETIC should be dmcontinued at least three days

before giucoss tolerance testing.
Moetabolic or Respirstory Acidosis

Antikaliuretic therapy should be nstiruced only with caution
in seversly il patients in whom respwatory of metabolic
acidosis May occwr, such as patients with cardopulmonary
chsssse o poorly controlted diabretes. 1f MODURETIC is given
10 thees patients, Frequent monttoring of acid-base baisnce 18
necesssry Shiks n acid-basse balance alter the rauo o:
0
acidosis may be sesccsted with ragid incresses in serum
polassmum jevela

PRECAUTIONS
Genersl
and BUN i
D of serum 10 detect possible
shoukd be &t appropriste

Plnvn should be abuw.d for chnical wgns of fluid or
slkalosis, and hvpohlln-u Serun and unne slectrolyte

iuretic Therepy or
MOOURETIC should not be given 1o pstients receiving
other potassum-conarving agents. sch as

HTpartant when the patient is
vomiing -e'uvdy of receiving parenteral luids Warming

or Potswsium in the lorm o'

mgne Or of Muid and
irespective of cause. nclude drymess of mouth, thirst,
&

1actose. magnesism searate snd siarch

CLINICAL PHARMACOLOGY
MODURETIC provides diurstic and antshwDertensive sctivity
dus tothe hy whily

adng through the amionde cOMPONENt 10 prevent the
SXCOREIve polsssiim loss that mav ocour In patients ne.uvmo
» Uwande diwrstic. Due io

potamsium-rich diet should not be uud with MmETIC
excopt in severs sndior refractory cases of In

Such eoneom-url lh.nw can be with rad

lothae
oizures. m-nch pains or cramps, muscular hnouo
oliguna. and

lovels. If

wich n; nausea and vomiting.

wp-
phm.nlmm L) uud careful monitoring of the ssrum potas-
s fevel i necessary.
impeired Renel Funchion

Anuria. acute or dwonic renal insutliciency, and evidence of
diabstic nephwopathy are contraindications 0 the use of
MODURETIC. Patents with evidence of rensl functional

urinary excretion of m.gn.nm is lons with MO(LRETlC

than with 2 thiatide of l00p diure ussd 3lone (eee

PRECAUTIONS). The onset of the diuretic action of
MODURETIC s wathin 1 to 2 hours and thes action appears Lo

be suitained for appraximately 24 hours.

Amnloride HC

lood ures nitrogen {BUN| tevels oves 30 mg per
100 mi. or serum creatinine levels over 1.5 Mg per 100 mi} or
diabetes molum: should not receive the drug without uM\l
fro orum ok

croatmine, -nd BUN lovels. Pou-uurn rnornnn paeociated

an may oceur duning the
ues of thiandes and other diuretcs Any diloride deficit
dunng thiazide therapy is generalty mild and may be
lessened by the amilonde HCY component of MODURETIC.
Hypochloremia usually does not require specific treatment
wxoept under extraordinary circuMetances (as i liver disesse
o renal disease). Dilutionsl hyponawemia may ocow n
edematous patients N1 hot westher; apgropriae therapy is
water restriction, rathar than adrministration of salt. except in
rare instances when the fryponatremia is hfe-threasening. In
actual sakt depletion, appropriate replacement is the ther spy
of choce.
may develop durng thiaride therspy.

with the use of an i the
oresence of renst imparment lnd mav reauit i the uc-d
ot

drug that oocutm M {compared with lhumdo duretics)

. diuretic. and 4aivity. Thess
eoffocts have been nlmnlv additive to the eflects of thiaride
diuretics 1n some clinical studies. Amilonds HO haa
POLIGSILT-CONSINVING STIVRTY IN Datients receiving kaliuretic-

Hypersemitivity

MOOURETIC is contraindicated in patients who are
hypersensitve 1o this product, or 1o other mlfonsmde-
derived druga

awpecially with brisk diiresis, when severe cirhosis 18
present, during concormtant use of carticosteroide or ACTH,
or after Wnlongod lh-upv However, this usually 18

of MODURETIC.

by the
" interference with adequate oral electrolyte intake wil also
o May Ccaus. rdiac
arhythmia and may also sensitile of exaggerale the
responwe of the hean 1o the toxc effects of dignakis (ag.,

direvc aganta. WARNINGS
Armul HCl is not an and ks H increased ventricular irrRabikty).

oftocts are seen even in the sbssnce of aldosterone. ﬂn:ldu have b-m"lhum\ to lzl‘. the unnary m"
Artilarde HC! sxerts its potsseium eparing effect thwough tiom of 1 may re i hypomagresenms.

the inhibition of sodium atthe g-- Uike other g diuretic HO. » of MOOURETIC. has boon

tubule. cortical collecting wbule and collecting duct; this
decreases the net negative potential of the tubular lumen and
recduces bath potsssum md hydrogen wecretion and their

axcretion Thi BCCOUTRS I Jarge pant
for the poLsssium wpenng nuon of amiloride.

Ammiloride HCl usuaily begins to act within 2 hours after sn
oral dowe. ks sHfect on elecirolyte excrenon reaches a peak
betwssn 8 and 10 hours and lassts about 24 hours. Pesk
plaemas isvels are cbtaned in 3 to 4 hours and the plasma
heit-life varies ¥0m 8 to 9 hours. Effects on electroiytes
ncrezse with singls doses of armwonide HQOl up to spprox.
inmately 15 mg.

Amlonde HCl is not metabolized try the kver but is sxcreted
unchanged by the kidnevs About 50 percent of 3 20 mg dose
of amvlards HCl i excreted i the unine and 46 percert i the

o?s Segstered trademan of MEACK & CO .
QTYRIGHT © WEACK & CO e, o™
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MODURETIC may cause hyperkalemia (serum potsssium
levels greater Imn 5.5 mEq per kiter). In patients wathout
rensl 'mpairment or diabetes mellitus, the risk of
hyperkaipmia with MODURETIC 1a sbout 1-2 percent This
nisk is higher in patenks with renal impasirment or
diabetes mellitus (wven without vo;oqnmd disbetic
nce d, is
potentially hul 1 18 essenbal to MoNIlor serum
potassium levels carefully 10 any patent receiving
TIC. particularly when it is first introduced, st
the wme of doaage sdive¥ments. and during anry iliness
that could sffect renal function

shown to decrsase the enhanced urinary excretion of
magresium which ocaurs when  thisaade or 100p diuretic is
used slone.

Increases in BUN levels have been reported with amilonde
HCI snd with hydrochiorothiszide. Theee incresses usually
have vigorous flud
when diuretic tharapy waa used n sericusly ill pstients, such
28 those who had hepatic cirhosis with asctes and metabolic
alkalosis, or thoss with reswstart sdema Therefore, when

IC 1 grven (0 such patients, careful moniaring of
serum electrolyte and BUN levels is /mportant In patients
with preexisting severe i u dnum hepatic

omors, nd

The nek of hyperkslemia may be increased when
POLASILITI-CONBBIVING M& meluanq MOOURETIC, are

snzyms _inhibitor, cyci onpoﬂ of tacrolimus. (See
PRECAUTIONS, Orug ineractions.} Warning signs or

by t
coms, and increased jaundice, h-vo besn reported in
Fe30¢8t10n with diuretic therapy induding amdaride HCY and
hydrochiorothiazide.
in patierts with renal dseese, divretics may precipitate
20temia. Cumulstive elfects of the components of
MOOJ?ENC develop in patients with impaired renat
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tunction. If renal impaiement becomes aviderk. MODURE TIC
should be discontinued (m CONTHAINUCATIONS and
WARNINGS).
Orug intersctions

In some paltients, the administration of a non-steroidal anty-
Inflammatory agent can reduce the disrehc. natnuretc, and

MODURETIC® (amuoride HO-Hydrodvoroth azide}

[ wn not 0 viiro in the Ames.
strasng TA 98,
TA 100, TA 155 I'A m‘n and TA 1538 and in the Chinese
Hamgter Ovary (CHO) test for chromasomal aberrations, or
N \ivo 1N assliys USING Mouse germunal cell chromosoms
Chnnan hameter bone marrow chromosomes. and

soxdirked lathal trait gene Positive test

anbhypertenave effects of loop, and
thiszde diuretics. Therefore, when MOU)RQTIC md non-
seroidal antianflammatory agents are used concomitanty.

results were obtained only in the i viro CHO Sister
chromn.a Exchange (clastogenicity) and 1n the Mouse
Celt ) a882YS. USING CONCONI SLIONG.

the patient shouid be cbserved closely to if the
tect of the diurstic 1s obtamad. Since iIndomethacin
paring Quurstics. 1 MODURETIC,

ov hydrochlorothiazide from 43 1o 1300 wg/mL. and in the
Aspergriius miduipns non-disjunction assay at an unspecified

may each be wth sorum
levels. the potental effects on potassium kinetics and renal
tunction should be considered when these agents are
admunistered concurrently
Amilpride HCI

When armloride HC 18 admunistered concomutamly with an
angiotensin-converting enzyme inhitator, cyclosponne or

the risk of may be

Thersfore, 1t concomitant uee of theee agents 15 indicated
because of demonsirsted hypokalemia. they should be used
with cauion and with frequent monnonng of serum
potassium {See WARNINGS }
Hydrochlorothiazide

When given concurrently the following drugs may miteract
with thiaade diuretics

Alcohol, barbiturates, or narcotics — potentiation of ontho-
static hypotension may occur

Antichabenc drugs {oral agents and nsubn} — dosage
adustment of the antidiabetic drug may be required

Other antihypertensive drugs — addilive effect or
potantianon

Cholgstyramine and colestipol resins — Absorption of
hydrochlorothiande 1s wnpared in the presence of smornic
axchange remns Single doses of ether chotestyramne or
colestipol resns tnd the hydrochlorothiazide and reduce its
absorption Wom the gastrointestinal tract by up to 8 and
43 percent. respactively.

C AC

Hydrochiorothuande had no adverse effects on the fertdity
of mice and rats of aither sex in studies wheren these species
were axposed. via ther diet 1o doses of up to 100 and
4 moig pror 1o and
gestation
Pregnency

Pregnancy Category B Terstogenicty studies have been
pertormed with combinations of amdonde HCl and hydro-
chiorothiande m rabbits and mMice at doses up to 25 imes the
axpected masamum dady dose for humang and have revesied
no evidence of harm to the fetus No evidence of impaired
fortility i rats was apparent at dosage levels up to 25 tmes
the expected maximum human daly dose A pennatal and
PosINatal study In rats showed 3 reduction 1n maternal body
wesghl gain dunng and aker gestanon s a dady dose of
25 tumes the expectad maxsmum daily dose for humans The
body weights of sive pups at birth and at weaming were also
reduced a1 thus dosa evel There are no adequ! nd well-
controlled stuches in pregnant women Because antmal
reproduction studies are not always predictive of human
responses, and because of the data histed below with the
wndnidual components. this drug should be used durng
pragnancy only i clearly nesded
Amvionde HCI

Terstogemichy studies with amdonde HCH in rabbats and
muce given 20 and 25 umes the maamum human dose,
. revesled no evidence of harm 10 the fetus,

. ACTH — deplation,
Ramicutarly hypokalermua
Pressor amines (99, norepinephrine) — possible

decreased response 1o preasor ammes but not sutficient to

Prociude ther use.
Skelets! muscie relaxants, nondepolsnzing [eg,
ssible to the

muscle relaxsnt

Lithwm — generally shoutd not be given with diuretics.
Divrotsc agenis raduce the ranal dearance of kthium and add
2 tugh nsk of lthium toacty Refer 1o the package insert for
lthium preparations before use of such preparations with
MODURETIC.
Matsboirc and Endocnng Effects

ln diabetic panmg Insulin requirsments may be increased,

due to the

componant Dubuu melktus that has been latert may
become manitest duning sdmenistration of thiazide dwretics

Because calcium extreqion i decreased by Ihaades,
MOOURETIC shouid be drscontinued before carrying oul tests
for parathyroid Runcion. Pathologic changes m the parathy-
roid glands. with hypercalcerrsa and hypophosphatemia
have been observed in a few pattents on prolonged thiazde
therapy. however, the comwnon complications of hyper-
parathyroidism such as renal litiamu, bone resorption, and
peptic Uiceration have not been seen

Hyperuricermia may occur or acute gout may be precipitat-
ed In certain patients recening thiaade therapy.
Other Precaytions

0 patients receiving thiandes, senalivity reactions may
Occur wath or without 2 wstory of a»m;y or bronchial asthrna
The of of systermuc
lupus evythematoeus has been uponod with the use of
thiandes.

Increases n cholederol and molyceride levels may be
assocated with thiande diurstic therapy.
G of Fertihity

Long-term -(uo-n wn aumals have not been performed 1o
evaluate the effacts upon fertibly, mutageniaty or
carcinogemc potential of MODURETIC
Amiloride HCI

There was no evidence of a tumongemc effect when
srvionde HO was admmistered for 92 weeks 10 Mece at
doses up to 10 {25 umes the dmiy
human dosel. Amdonde HC! has also been administerad for
104 weeks to male and fernale rats & doses up to 8 and
8 moAg/day (15 and 20 tames |he maximum dady dose for
humans, respectively} and showed no evidence of
carcnogematy.

Amsionde HCOl was devod of mutagenic actvity in vanous
strans of Saimoneiia typhimurium with or without s
Systern (Amee test).

Hydrochiorothiszide

Two-year teeding studies in mice and rats conducted under
the auspicos of the Nationat Toxicolagy Program (NTP)
uncovered no evidence of 3 caranogemc potential of
hydrochlorothiazide 1 1emale mice (at doses of up 10
appraamately 800 mg/kg/day} of in male and female rats (2t
doses of up to 100 ). The NTP

although studves showed that the drug crossed the placenta
in modest amounts Reproduction studies in rals & 20 hmes
the expected maxunum daly dose for humane showed
no avidence of impared lertdity Al approximately 5 or
more imes the expected maxsmum daly dose for humans,
s0me toxicity was seen in adull rats and rabtats and a
decrease in rat pup growth and sunival occur
Hydrodhlorothiazide

Toratogame Effects Studves 1n whith hydrochiorothrands
was orally admurustered 10 pregnant mice and rats during
thew respectsive penods of Major organogenesis at dosvs up
10 3000 and 1000 mg hydrochlorathiandekg, respectvely.
provded no evidence of harm to the fetus There are,
however. no adequate and well-controlled studies 1n
pregnant women

Nonteratogenx: £fects Thiapdes ctross the placental bar
ner and appear tn cord blood There is a nsk ot tetal or
neonatal jaundice. thrombocytopensa, and possibly other
adverse reactions that have occurred In adults
Nursing Mothers

Studies 1 rats have shown that amilonde is excreted n
milk in concentrations higher than thoke found in bload. but
it (s not known whether amuloride HCl 15 excreted in hurnan
mitk Howaver, thiazides appear in breast muk Because of the
DOtential tor 68nous adverse reactions i rirsing infants, 1
decision should be made whether 1o discontinue nursing or
to discontinue the drug, takmng into account the importance of
the drug to the mother.
Pechatric Use

Satety and stfectivenase in pediatne patients kave not been
establishad
Geriatne Use

Clinical studies of MODURETIC did not mclude sufficient
numbers of subjects aged 65 and over 1o determine whether
they respond diffarently rom younger subrects Other
reported chiical experi has not idenufied differences in
remponses between the elderty and younger patents In
general, dose sefection for an elderly patiemt should bs
cautious, usually starting at the low end of the dosing range,
reflecting the greater frequency of decraased hepatic. tenal or
cardiac tunction, and of concomitant disease or other drug
theragy

This deug 18 known to be substanbially excreted by the
ladney. and the nsk of toc resctions to this drug may be
Qreater in patienta wih 'mpared renal function Because
siderly pauents are mora fikely 10 have decreased renal
funchon, care shouid be taken 1n doss salection. and it may
be usetul to monitor renal function (See CONTRAINDICA-
TIONS, impairod Renai Function )
ADVERSE REACTIONS

MODURETIC is usually well tolerated and ugnificant clinical
adverse effects have been reported infrequently The nsk of
hvperkalernia (Serum potassium levels greater than 55 mEq
per hter) with MODURETIC 1a about 1-2 percent in patients
without renal impawment or disbetes melhtus (see
WARNINGS) Minor adverse resctions to aawionde HCI have
bewn reported relatively frsquently (about 20%) bix the

however, found 3l svidence for

of many of the repons to amilonde HCI s
uncertan and the overal frequency was smwlar m hydro-
chiorothiazide treated groups. Naussa/anarexia, abdomwn sl



MODURETIC® {Amiloride HCI-Hydrodhor othiszide)

pain, flatulence, snd mikd skin rash have been reported and
prabably sre relsted to smiloride. Other adverss expenences
that have besn reparted with MODURETIC are pomrdly
those known ta be asscaated with diuress. thiazide therapy.
or with the undefiying dlun. beng trested. Cinical trisls
have not d that and
hydeodhiceothiazide incresses the risk of adverse rescions
over thoss seen with the indv

7887328 III Illll “

MOODURETIC® (Amiloride HCI-Hydrochiorothiazide)

intrsocular presmre, tinnitus, Urogeniel: Bladder spasms,
polyuria, urinery frequency.

The adverss reactions for MOO(HETIC listed in the tollow-
ing tasbie have been aranged into two groupk: (1) incidence
grester than one percent;, and (2} MCIGENCE ONe Percent or

lowa. The incidence for group (1) was rom dhirveal
swdies conducied ¥ the United States (807 patrents reated
with MODURETIC). The adverse effects listed m group (2)
includs reports from the same clinmcal studies and voluntary
reports since marketing The probability of a caussl
relationshwp exists between MODURETIC and these adverse
resctions, some of which have beer reported anly racely.

Incidence >1% incidence s1%
Body as 2 Whole
Headache** Malaise
Wealareas** Cheat pain
Fatigue'tiredness Back pain
Syncope

Cardiovasouisr

— Digesn s, jaundice
jsundice),
gaatric imtation. Hematologic: Aplastic anemis, agranulocy-
1o8is, ic anemia,
A reactions. ngikis
ory distross
and photo-
seneltivity, fever, urticaris, purpurs; M-ubohc Eluxromg
imbalance (see PNR.ECMJT\ONS hypergiycemia, glycosuna,
rvaus System!

Spocul Smu Transient biurred wision, xlmhopln,
nephnitis {see

Wm

No dsta are wvsilsbie in regard to overdosage in hurnane.
The orsi L0, of the combination drug 1s 189 and 422 mokg
for fernale mice and fernale rats, respactively.

It 13 not known whether the drug is dialyzabls.

No specific information is available on the treatment of
overdossge with Moouacnc and no specific amedote is
avaisble. and Therapy
with MODURETIC Md h dscontinued and the patieni
cbesrved closely. Suggested measures include induction of
smesis and/or GasINe avage.

Amiloride HCI: No data ace avaiisbie in regard to overdo-

Arrhytha Tadhwcardia
¢34 in humans.
S e wrsion o oral LDy, of amionide HCI (cakculated 20 the base) is
Angina pacions am-r': n mice and 38 10 86 mgAq in rats, depending on
Digestive Tho most cammm signe and -vnuom- to be expected
Nauses/anorews** Conspation
Disrrhea Gl biesding I' hvp-kd-vn u:euu active momu should be taken 10
pan G reduce the serum potassium levels.
Abdomnal psn Vte changes Hydrochiorothistide: The oral LDy of hydrochiorothiazide
L inal liness is greater than 10.0 ¢/kg m bath rmce and rats.
Hicoups ?h Most common signe and symplorm observed are
Thirt those caused by dveudm degpistion {hypokasiemis, hypo-
Vormiting and rosulting from
Anorexia oxcomive divrosis. If d.onhl hu d.o been admiristered,
Flaulence may
M“.E?":ud Gout DOSAGE »owmsm*mu
) MOOURETIC should be administered with food.
e levels  Defrydration The ususl starting dosage in 1 tabiet s day. The dossge may
5.5 mEg per ter) be § d 10 2 tablets 2 day, 1f neceasary. More than
Musculoskeletal 2 tablets of MOMTIC dady ususlly are not needed and
Leg ache Muscle crampsmssm there is no controlled ecperience with such dosss. Hydro-
Jont pan chiorathiszide can be given st doves 01 12.5 losomvpudlv
Nervous when used alon;*l’llmo uo;-lv do La‘y rnun doses ".od!
o esthe -~ hydrochlorothiazide in excess of 50 mg dai 1on comb
Oizziness ;:w wah tod with other antiwpertensive agents.
Versgo The daily dose is usually given se 3 wngle dose but may be
9 wmmhddMOmmwndm-hnh—«
Psychiatrc achisved, dosage adustrent may be necessary. Maints-
None insomwia nance therspy May be on 3n itermeitent bams.
Norvousness HOW SUPPLIED
Slespwioes No. 3386 — Tabletsa MODURETIC are peach-colored,
Mentst contison diamond-shaped, scored. compressed lablets. coded
MSD 917 on onve wde and M on the other. Each tabiet contama
Recpiratory 5 mg of anhydrous amilonde HQO and 50 mg of twdro-
Oywponea Nonw chiorothiazide. They are suppiied s follows:
Skin NDC 0006-0917 68 in bowies of 100.
Rash** Flyshing Storage
Prurieus Diaphoresm Keop cortaner tghtly closed. Protect from ight. moisture,

Ervn-ma muitiforme ndudm
Stevens-Johneon syn
Exldum d-mn- u\dudnq

hump. -20°C {-€'F} and store at room tempersture, 15-30°C

tonic
Afopecia
Specisl Senses
None Bad aste
Visusl deturbance
Nasal congeation
Urogenital
None Impotence
Nocturia
Oywria
tncontnence
Aensi dysfuncaon including
renal tailure
Gynecomasua

**Resctions oomymng in I% lo §X of petwnts imeled wih
MOBURETIC” (Thoas s sctions ocm e 1 less than 3% of the
I».mmunmm )

**Seu WARNING!

'See nnscnuﬂons

Other sdverse reections that have been reported with the
sach

ndividual components snd within calogory sre lieted in
order of decressing severty

Amiloride — Body % » Mola Painful oxlnmmu

Digestive: Mwum of M pre-existing ch ulcer,
abnormal liver function, jaundice, dvepepsia. heartburn;
Hematoiogx:: Aplsstic anermia, neutropenia; integumentary.
Ncp'eu Wehing, av moah Nervous iyzmwnc

Shortness of bum- mm. Special Senses: Incressed
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