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INDAPAMIDE TABLETS USP
DESCRIPTION
Indapamide is an oral antihypertensiveidiuretic. Its molecul

containg both a polar sultamoyi chlorobenzamide moiety and a
lipid-soluble methylindoline moiety. it differs chemically from
the thiazides in that it does not possess the thiazide ring system
and contains only one sulfonamide group. The chemical name
ol lndapmmdo is 4-Chloro-N-(2- molhyl 1-indolinyl)-3-

and its mok is 365.84. The
cmmmhamakludpl(. 8.8, and is soluble in aqueous
solutions of strong bases. It is a white to yellow-white crystalline
(tetragonal) powder.
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Each tablet, for oral administration, containg indapamide 1.25
mg or 2.5 mg. In addition, each tablet contains the following
inactive ingredients: FD&CVeﬂowNo S(lzsmo) hydroxy
propyl methyt cofuk y 0
stearate, maize starch. ysialine cetulose, polyethyl
plycol, povvdomtndﬂlanlwndloxlde

CLINICAL PHARMACOLOGY

Indapamide is the lirst of a new class of
antihypertensive/diuretics, the indolines. The oral
admnsvmmd25mlmo125mhblﬂs)ohrﬂwwﬂo

although each was differentiated from placebo and 1.25 mg
Indapamide. At dally doses of 1.25 mg. 5 mg and 10 mg, &
mean o of serum p of 0.28, 0.61 and 0.76

mEqQL respeciively, was observed m’ uric ackd Ineroau by
about 0.69mg/100 mL.

with the 1.25 mg dosage (see PRECAUTIONS). Thus,
patients should be staried at the 1.25 mg dose and maimained
atthe lowest possible dose. (See Dosage and Administration).

occurs commonly with diuretics (see ADVERSE

dmmnuosmosmemn reapeaciively, was
observed and uric ackd increased by about 1 mg/100mL.

At these doses, the effects of indapamide on blood pressure
NM”WMDMMW
i doses of other antihype idiuretics.

In hypertensive patients. dally doses of 1.25, 2.5 and 5 mg of
cardiac

with Mile or no elfect on candiac output, rate of riwthm. Ohluic
administration of indapemide 10 hypertensive pationts has ittle
or no effect on glomarular Miration rate or renal plasma flow.

Indapamide had en antihypertensive effect in patients with

indapamice |s indicated lor the ireatment of hypertension,
alone or in combination with other anihyperiensive drugs.

Mhmwuuwummm

retention associated with congestive heart fallure.
Usage in Pregnancy: The routine use of diurslics in an
otherwise healthy woman is inappropriate and exposes mother
and fetus 1o unnecessary hazard (see PRECAUTIONS below).
Diuretics do not prevent development of toxemia of pregnancy,
and there is no salistaciory evidence that they are useful in the
treatment of developed toxemia.

mmemmMm
or fom the physiologic and mechanical consequences of
. Indapemide

male subjects produced peak

115nolmLo1mamJghb|oodmmhoms Thoorll
mmmﬂdsm(mzsmwus)otmmw
hoalMy male subjects prod peak i of
approximately 260 ng/mL. of the drug in the blood within two
hours. A minimum of 70% of a single oral dose is efiminated by
the kidneys and an additiohal 23% by the gastrointestinal tract,
probably influding the biliary route. The hatf-kle of Indapamide
hmuoodiswoxmldyuhmn

nd: ”i‘ ntially and ibly taken up by the
erythrocytes in the peripheral bidod. The whole
valioisappro:ivmldysulmmdpoakwmmﬁonw
docreases, 10 3.5:1 at eight hours. From 71 10 79% of the
lndapanﬁdohplmalsrwsﬂﬂybwmmplamwoﬁs
Indapamidd is vl b g. with only about

mammmmmsmad wcovoudhﬂnwknn
unchanged drug during the. first 48 hours after administration.
The urinary elmination of '‘C-labeled Indapamide and
malabotites is biphasic with a terminal hal-ite of excretion of
fotal radioactivity of 26 hours.

In a parafiel design double-biind, placebo controfied trial in
hypertension, daily doses of indapamide between 1.25 mg and
10 mg produced dose-related antihypertensive effects. Doses
ol 5 mg and 10 mg were not distinguishable from each other

-‘--h mm'ﬂwdmm
bynncwm i8 property through slevation of
the lower extremities and use of hose: use of diuretics

0 lower intravascular volume in this case is iogical and
unnacessary. There is hypervolemia during normal pregnancy
which is not harmhul 10 either the fetus or the mother (in the
absence of cardiovascular disease), but which is associsted
with edema, Mwmwmmmmoﬂ
pregnant women. Il this edemap

recumbency will often provide reliel. In rare instances, this
edema may cause extreme discomiort which is not relieved by
rest. In these cases, lﬂnﬂmro'mmtyprm
rellef and may be appropriate.

CONTRAINDICATIONS

in general, diuretics shouid not be given concomitantly with
lthium bacause they reduce its renal clsarance and add a high
risk of ithium toxicity. Read prescribing inlormation for lthium
preparations before use of such concomitant therapy.

addition, palients should be observed for clinical signs of Noid
or electrolyte Imbllanco. such as hyponatremis,
or hypohslemia, signs

hypochioremic
Wmmmmwm
drowsiness, restiessness, muscle pains or cramps,

cirthosis), and in pasients on a salt-restricied dist.
The risk of hypokalemia secondary 10 diuresis and neiriuresis is

Thiazide-ike

excretion of magnesium; this may result in hypomagnesemia.
2. Hyperuricemia and Gout: Serum concenirations of uric acid
increased by an average of 0.69 mg/100 mL in patients trested
with indapemide 1.25 mg, and by an average of 1 mg/100 ml. in
mmmmzsmmsomwm
gout may be precipitaled in cerain patients receiving
irw (see ADVERSE REACTIONS below). Serum
concentrations of uric acid should therelore, be monitored
periodically during treatment.

3. .Renal Iindapamide, ke the thiazides,
uuﬁﬁmuﬂmhmﬂlﬁm disease,
reduced plasma may exacerbate precipitale
azolemia. If progr. renal impairment is observed in a
withhoiding or discontinuing

patiet receiving indapamide,

diuretic therapy should be considered. Renal function tesis
should be periormed periodically during treatment with
indapamide.

4. impaired Hepatic Function: indapamide, ke the thiazides,

WARNINGS mmwmmmmmmmﬁ:
S cases of hy P d of progr h lvotdum mmmmd
have been reported with recommended doses of indapamide. fiuid and ek yle b may precip hepatic

This occurred primarily in eiderly females. This appears 10 be
dose related. Also, a large case-controlled
pharmacoepidemiology study indicates that there is an
mmmumummwmmzsmms

slodﬂcm(d?SmeL)!mrmmmmmmm

5. Gtmorolamu Luuudmﬂuymmm

8. Calcium Excrefion: Caicium excretion is decreased by
dluretics rolated o indapemide. Atier six 10
eight weeks of indapa- “38 1.25 mg Weatment anc* in long-term
studies of hypcnomivu patieunts with higher doses of
ations of calch

. Prolonged treatment
with drugs pharmacologically related to indapamice may in rare
inst be lated with hypercalcemia and
hypophosphatemia secondary 10 physiclogic changes in the
parsthyroid giand; however, the common complications of
hyperparathyroidiam, such as renal lthiasis, bone
and pepiic uicer, have not been seen. Tmmu
discontinued before tests for parathyrold tunclion are

performed. Like the thiazides, may
serum PBI levels without signs of thyroid
7. inferaction With Systemic Lupus Erythemetosus: Thiazides

systemic srythematosus
mmmmumrmmn
wel.

DRAUG INTERACTIONS

1. Giher Anthyperiensives: meha

mnmummm
conrolled Wisls thet compered the eflect of indapamide

associated with the combined therapy.
2. Lishium: See WARNINGS.

3. Post-Sympatheciomy Patient: The sntilypertensive eflect
of the drugy may be enhanced in the poat-sympatheciomized
patient.

preasor agent for therapeulic use.
CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF
FERTIUTY: Both mouse and rat liletime

Prmu'onm Etiects: Pregnancy Category B.
Reproduction studies have been performad in rats, mice and

WMBW.WWW.W.
.mmmmmmmmmm
adult,

Nursing Mothers: Rt is not known whether this drug is excreted
In human milkk. Because mos! drugs are excreted in human
milk, i U8 of this drug is deemed essential, the patient should
40p nursing.

ADVERSE REACTIONS !
Most adverse effects have bsen mild and transient.

The Clinical Adverse Reactions listad in Table 1 represent data
from Phase i1 placebo-controlied studies (306 patients given
indapamide 1.25mg). The Clinical Adverse Reactions listed in
Table 2 represent dats from Phase Il placebo-controled
studies and long-term controlled clinical trials (426 patienis
given indapamide 2.5 mg or 5mg). The reactions are arranged
into two groups: 1) a cumulative incidence equal o or greater
than 5%:; 2) a cumulative incidence less than 5%. Reactions
are counted ragardiess of relation 10 drug.



TABLE 1: Adverse Resctions from Studies of 1.25mg

TABLE 2: A L from 8

incidence » 5% S
DERMATOLOGIC/ g o t
HYPERSENSITIVITY

OTHER

Because most of these dats are from long-lerm studies (up 10
wmumm) it is probabile that many of the adverse

experiences raporied are due 10 Causes other than the drug.
Approximately 10% ol patients given indapemide discontinued
Ahwmmmdmmm

linm_“ ce 5% Incaence < 5%
BODY AS A WHOLE
Headache Asthenia
Infection Flu Syndrome
Pain Abdominal Pain
Back Pain Chest Pain
GASTROINTESTINAL SYSTEM Constipation
Diarrhea
Dyspepsia
i . Nausea
© METABOLIC SYSTEM Periphersl Edema
. CENTRAL NERVOUS' Nervousness
SYSTEM Hyperionia
Dizziness
RESPIRATORY SYSTEM Cough
Rhinitiy [ Pharyngitis
Sinusitis
SPECIAL SENSES "' Conjunctivitis
"OTHER
Al other clinical ach d at an incid of
<1%.
Approximately 4% of patients given hdqumndv 125 mg
compared 10 5% of the patients given placebo d d
treatment in the trials of up 10 sight weeks b of ach
reactions.

1n controlied clinical triale of six 10 eight weeks in duration, 20%

signs or symploms ocwnd in 2% of patients noaMnn
indapamide 1.25mg.
TABLE 2: Adverss Reections trom Studies of 2.5 mg and 5.0mg

or Itmtuu

hydrochiorothiazide
(anouwmtummmm)masnm n
mz.’:mm over 50% of those patierts
J values without
lMsrvomun

Incidence 2 5% Incidence < 5% In clinical trisis of six 10 eight weeks, the mean changes in

CENTRAL NERVOUS - sdouodvahmmummmu_uumbu.

SYSTEMNEUROMUSCULAR Maean Changes from Bessline after 8 Waeks of Trestment - 1.25 mp

Headache Lightheadedness Serum Electrolytes (mEqL) | Serum Lidc Acia | BUN

Dizziness Drowsiness Putassinn Sodium Chioride {(moidl)  |imgiR)

Fatigue, weakness, loss Vertigo U AU RSN S
of enargy. lethargy. Insomnia Indapamide 028 083 260 069 146
thedness, or malalse Depression o3 57)

Muscle cramps or « Blurred Vision e Y O A 008 | 006
:‘p;s'm. o numboess ) {n=263-268)

Nervousness, R Nopﬂomameoﬂlwlvm125‘momm
anxiety, & WMMMWMH
Sokaton r Indapamide had no adverse efiects on lpids.

GASTRO!NTEST'INAL SYSTEM Cbnstipation T o B eyt

Nausea T 2 mgandSomg
[ Diarthea SMIIW(W) Serum Uric Acid | BUN
Gasiric irritation Potsssium Sodwm {mg/dL) (mo/dL)
Abdominal pain or indiemids | 04 06 36 07 o0
cramps 25mg(ne78)
Anorexia s 07 $.1 1.1 14

CARDIOVASCULAR SYSTEM |  Orthostatic hypotenss E0myin-81)

Premature ventricular The following have been repo wmch\bdusago

contractions of indaparnide: atic faundk

irveguiar heart beat , and sbnormal lnr function tests. Thesa reactions

Palpiations were reversible with discontinuance of the drug.

GENITOURINARY SYSTEM Froquoncy ol Wington  Sycirorne, bicus onim apisgireRiupitohoiegie
Nocturis pneumonitis, enaphylactic reactions, agranulocytosis,

Polyuria . thrombocytopenis and aplastic anemia. Other

adverse roaulons reported with antihypertensive/diuretics are

necrolizing angitls, respiratory distress, sialadentis,
xanthopsla.

recommended by emesis and pasiric lavage aller which ths
elactrolyte and fluid balance shouki be evaluated carefully.
DOSAGE AND ADMINISTRATION

Hypeniension: The adul starting indepamide dose for
hypertension is 1.25 mg as a single dally dose taken in the
moming. i the response 1 125 mg is not satisfactory aher four
weoeks, the dally dose may be Ficreased ¥ 2.5 mg taken once
dally. ¥ the response 10 2.5 my is not satistactory afer four
weeks, the dally dose may be increased lo 5.0 mg taken once
dally, but adding another antibypertensive should be
considered.

Edema of congestive heart failure: The adult
staning indepamide doss lor edema of heart failure
is 2.5 mg as a single daily dose taken in the moming. N the
response 10 2.5 mg is not aer oNe week, the
dally dose may be o 50 mg taken once dally.

I the antihyperiensive response 10 indapamide is insufficient,
indapamide mey be combined with other anthyperiensive
drugs, with carelul monioring of blood presswre. R is
recommended that the ususi dose of other agents be reduced
by 50% during initisl combination therapy. As the blood
response becomes evident, further dosage
mebomy
In genersl, doses of 5 mp and larger have not appeared to
provide additional effects on blood pressure or heart faikure, but
are associated with 8 greater-degree of hypokalemia. There is
minimal clinical trial experience in patients with doses greater
than 5 mgonce aday.

HOW SUPPLIED

indapsmide Tablets are availabie as follows:

1.28 mg (Orange film coated, normal convex, round tablet,
debossed ‘s on one side and G on the reverse)

Bottes of 100 NOC 57315-027-01
Bottes of 1000 . NODC 57315-027-02
2.5 mg (White film coated, normal convex, round tablet,
debos=sd £ on one side and G onthe reverse)

Botties of 100 NOC 57315-028-01
Bottles of 1000 NOC 57315-028-02

Caution: Federal (U.S.A.) law prohibits dispensing without
prescription.

Keep dosed. Store at controfled room lemperature,
(59"- 86°F).

Avold excessive heat. Dispense in light containers as defiried
inUSP.

Manufacturedby:  ALPHAPHARMPTY.LTD.
Crw. Garnet 8 Antimony Sts.,
Carola Park, Qid. 4300
Austrakia
4840
Cali 1-000-661-3429 Revised November 1997

.
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INDAPAMIDE .0
T TABLETSUSP

Costion: Fodersl (1U.5.A.) low prohibis
dispensing prescription.

o ppEEESReeem  25mp o mmla
" Olspenss it ight contaners 100tablets mmlwml"'?s"*- A
a8 dofned in USP Carole Park, Q. 4300

’ CoMans:
© Emande25m wmurmm Can1-800-861 429

. See insen for protessional NDC 57315-028-02
 information

v INDAPAMIDE

e ewaren  JABLETS USP
A — 2.5mg
1000 tablets

Caution: Federal (U.S.A.) law prohibits
i *‘u m‘ h B

diepensing whhou! preecripton
wLPHAPHARM

Each tablet contains:
indepamide 2.5 mg

Calt 1-800-881 3429
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. QUARANTINE HOLB

-~ INDAPAMIDE TABLETS USP, 2.5 mg, 3 9o
L NDC 57315-028-03
- LOTNO.: BULK EXP.DATE:
. GROSS WT.: TARE WT.:
 NETWI.: ~ ATW:
NO. OF TABLETS: ' DATE OF MANUFACTURE:
SIGNED BY: DATE:

Each tablet contalns Indapamide USP 2.5 mg
Store at controlled room temperature, 15°to 30 C (5910 86" F).

RS ALPHAPHARM PTY. LTD.

| BRISBANE, AUSTRALIA

1—-800—661 3429

CAUTION: Federal law prohibits dispensing without prescription.
. For further manufacturing, processing or repacking.
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