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ANDA 75-640

Jav 28 2600

Mylan Pharmaceuticals Inc.
Attention: Frank R. Sisto
781 Chestnut Ridge Road
P.O. Box 4310

Morgantown, WV 26504-4310

Dear Sir:

This is in reference to your abbreviated new drug
application dated May 27, 1999, submitted pursuant to
Section 505(j) of the Federal Food, Drug, and Cosmetic Act
(Act), for Hydrochlorothiazide Capsules, 12.5 mg.

Reference is also made to your amendments dated June 25,
November 16, 1999 (2 submissions), and January 5, 2000.

We have completed the review of this abbreviated
application and have concluded that the drug is safe and
effective for use as recommended in the submitted labeling.
Accordingly, the application is approved. The Division of
Bioequivalence has determined your Hydrochlorothiazide
Capsules, 12.5 mg, to be bioequivalent and, therefore,
therapeutically equivalent to the listed drug (Microzide®
Capsules, 12.5 mg, of Watson Laboratories, Inc.). Your
dissolution testing should be incorporated into the
stability and quality control program using the same method
proposed in your application.

Under section 506A of the Act, certain changes in the
conditions described in this abbreviated application
require an approved supplemental application before the
change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98.
The Office of Generic Drugs should be advised of any change
in the marketing status of this drug.



We regquest that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in
your initial advertising or promotional campaigns. Please
submit all proposed materials in draft or mock-up form, not
final print. Submit both copies together with a copy of
the proposed or final printed labeling to the Division of
Drug Marketing, Advertising, and Communications (HFD-40).
Please do not use Form FD-2253 (Transmittal of
Advertisements and Promotional Labeling for Drugs for Human
Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which
requires that materials for any subsequent advertising or
promotional campaign be submitted to our Division of Drug
Marketing, Advertising, and Communications (HFD-40) with a
completed Form FD-2253 at the time of their initial use.

Validation of the regulatory methods has not been
completed. It is the policy of the Office not to withhold
approval until the validation is complete. We acknowledge
your commitment to satisfactorily resolve any deficiencies
which may be identified.

Sinqirely yours,

<’¢wﬂir§§;;2&(:rtjff(;<\

1

Jangﬁ Woodcock, M.D.
Director
Center for Drug Evaluation and Research
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HYDROCHLOROTHIAZIDE
CAPSULES - .
12.5mg

DESCRIPTION: Hydrochlor-
othiazide is the 3,4-dihydro
derivative of chlorothiazide.
Its chemical name is 6-chloro-
3,4-dihydro-2H-1,2,4-ben-
zothiadiazine-7-sulfonamide
1,1-dioxide. Its molecular for-
mula is C;HgCINg0,S,; its
molecular weight is 297.75;
and its structural formula is:
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it is a white, or practically
white, crystalline powder,
which is slightly soluble in
water, but freely soluble in
sodium hydroxide solution.

Hydrochlorothiazide-cap-
sules, for. oral administration,
are available containing
12.5 mg of hydrochioro-
thiazide, USP. In addition,
each capsule also contains
the following inactive ingredi-
ents: colioidal silicon dioxide,
D&C yeliow No. 10 aluminum
lake, FD&C blue No. 1 alu-
minum lake, FD&C biue No. 2
aluminiim [ake, FD&G red No.
40 atuminum [ake, gelatin,
magnesium stearate, micro-
crystalline cellulose, n-butyl
alcoho!, pharmaceuticat glaze,
pregelatinized {corn) starch,
propylene giycol, SDA-3A
alcoho, silicon dioxide, sodi-
um lauryl sulfate, synthetic
biack iron oxide and titanium
dioxide.
CLINICAL PHARMACOLOGY:
Hydrochlorothiazide blocks
the -reabsorption of sodium
and chloride ions, and’ it
thereby increases the-quantity

. of sodium traversing the distal

tubule and the velume of
water excreted. A portion of
the additional sodium pre-
sented to the distal tubule is
exchanged there for-potassi-
um and hydrogen ions. With
continued use of hydrochloro-
thiazide and depletion of sodi-
um, compensatory mecha-
nisms tend to-increase. this
exchange and may- produce
excessive loss of potassium,
hydrogen and chloride ions.
Hydrochlorothiazide also de-
creases the excretion of calci-
um and uric acid, may in-
crease the excretion of iodide

and may reduce glomerufar
&ltentinn rato Motahnlie toxick-
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the following inactive ingredi-
ents: colloidat silicon dioxide,
D&C yellow No. 10 aluminum
lake, FD&C blue No. 1 aly-
minum lake, FD&C blue No. 2
aluminum lake, FD&C red No.
40 aluminum lake, gelatin,
magnesium stearate, micro-
crystalline celiulose, n-butyl
alcohol, pharmaceutical glaze,
pregelatinized (corn) starch,
propylene glycol, SDA-3A
alcohol, silicon dioxide, sodi-
um lauryl sulfate, synthetic
black iron oxide and titanium
dioxide.

CLINICAL PHARMACOLOGY:
Hydrochlorothiazide blocks
the reabsorption of sodium
and chloride ions, and- it
thereby increases the quantity
of sodium traversing the distal
tubule and the votume of
water excreted. A portion of
the additional sodium pre-
sented to the distal tubule is
exchanged there for potassi-
um and hydrogen ions. With
continued use of hydrochioro-
thiazide and depletion of sodi-
um, compensatory mecha-
nisms tend to increage this
exchange and may produce
excessive loss of potassium,
hydrogen and chioride ions.
Hydrochlorothiazide aiso de-
creases the excretion of calci-
um and uric acid, may in-
crease the excretion of fodide
and may reduce glomerular
filtration rate. Metabofic toxici-
ties associated with excessive
electrolyte changes caused by
hydrochlorothiazide have been
shown to be dose-related.
Pharmacokinetics and Me-
tabolism: Hydrachiorothia-
zide is well absorbed (65% to
75%) following oral adminis-
tration. Absorption of hydro-
chlorothiazide is reduced in
patients with congestive heart
failure.

Peak plasma concentra-
tions are observed within 1 to
5 hours of dosing, and range
from 70 to 490 ng/mL foliow-
ing oral doses of 12.5 to
100 mg. Plasma concentra-
tions are linearly related to the
administered dose: Congen-
trations- of hydrochlorothia-
Zide are 1.6 10 1.8 times high-
erin whole blood than in plas-
ma. Binding to serum proteins
has been reported to be ap-
proximately 40% to 68%. The
plasma elimination half-life
has been reported to be 6 to
15 hours. Hydrochlorothiazide
is-eliminated primarily by
renal pathways. Foliowing oral
doses of 12,5 to 100 mg,
55% 10 77% of the adminis-
tered dose appears in urine
and greater than 95% of the
absorbed dose is excreted in
urine as unchanged drug. In
patients with renal disease,
plasma concentrations of
hydrochlorothiazide are in-
creased and the elimination
half-life is prolonged.

When hydrochlorothiazide
capsules are administered
with food, its bioavailabifity is
reduced by 10%, the maxi-
mum plasma concentration is
reduced by 20%, and the time
to maximum concentration in-
creases from 1.6 to 2.9 hours,
Pharmacodynamics; Acute
antihypertensive effects of thi-
azides are thought to result
from a reduction in blood vol-
ume-and cardiac outpurt, sec-
endary to a natriuretic- effect,
although a direct vasodilatory
mechanism has aiso been
proposed. With chronic ad-
ministration; plasma volume
feturns toward normal, but
peripheral vascular resistance
is decreased. The exact mech-
anism of the antihypertensive
effect of hydrochiorothiazide
is not known,

Thiazides do not affect
normal blood pressure. On-

set nf actian neaes it
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tions are observed within 1 to
5 hours of dosing, and range
from 70 to 490 ng/mt foltow-
ing oral doses of 12.510
100 mg. Plasma concentra-
tions are linearly related to the
administered dose. Concen-
trations-of hydrochlorothia-
side are 1.6 to 1.8 times high-
er in whole blood than in plas-
ma. Binding to serum proteins
has heen reported to be ap-
proximately 40% 1o 68%. The
plasma elimination half-life
has been reported to be 6 to
15 hours. Hydmchlorothiazide
is eliminated primarily by
renal pathways. Following oral
doses of 12.5 to 100 mg,
55% to 77% of the adminis-
tered dose appears in urine
and greater than 95% of the
absorbed dose is excreted in
uring as unchanged drug. in
patients with renal disease,
plasma concentrations of
hydrochlorothiazide are in-
creased and the elimination
half-ife is protonged.

When hydrochiorothiazide

capsules are administered
with food, its bioavailability is
reduced by 10%, the maxi-
mum plasma concentration is
reduced by 20%, and the time
1o maximum concentration in-
creases from 1.6 to 2.9 hours.
Pharmacodynamics: Acute
antinypertensive effects of thi-
azides are thought to resuit
from a reduction in blood vol-
ume and cardiac output, sec-
ondary to a natriuretic effect,
although a direct vasodilatory
mechanism has aiso been
proposed. With chronic ad-
ministration; plasma volume
returns toward normal, but
peripheral vascular resistance
is decreased. The exact mech-
anism of the antihypertensive
effect of hydrochlorothiazide
is not known.

Thiazides do not affect
normal blood pressure. On-
set of action occurs within 2
hours of dosing, peak effect
is pbserved at about 4 hours,
and activity persists for up to
24 hours.

Clinical Studies: In an 87 pa-

tient 4-week double-blind,

placebo controlted, parallel
group triaf, patients who re-
ceived hydroctilorothiazide
c¥psules had reductions in
seated systolic and diastolic
blood pressure that were sig-
nificantly greater than those
seen in patients who received
placebo. In published place-
bo-controlled trials compar-
ing 12.5 mg of hydrochioro-
thiazide to.25 mg, the
12.5 mg dose preserved
most of the placebe-correct-
ed blood pressure reduction
seen with 25 mg.
INDICATIONS AND USAGE:
Hydrochiorothiazide capsules
are indicated in the -manage-
ment of hypertension either as
_the sole therapeutic. agent, or
in combination with other an-
tihypertensives. Unlike potas-
sium sparing combination
diuretic products, hydrochior-
othiazide may be used in
those patients in whom the
development of hyperkalemia
cannot be risked, including
patients faking ACE inhibitors.
Usage in Pregnancy: The
routine-use of diuretics in an
atherwise heaithy woman is
inappropriate and exposes
mother and-fetus to unnec-
essary hazard. Diuretics do
not prevent development of
toxemia of pregnancy, and
there is no satisfactory evi-
dence that they are useful in
the treatment of developed
toxemia
Edema during pregnancy
may arise from pathological
causes or from the physiolog-
ic.and mechanica! conse-
quences of pregnancy. Diur-

atine ara indinatad in nrnannn




cannot be risked, including
patients taking ACE inhibitors.
Usage in Pregnancy: The
routine use of diuretics in an
otherwise healthy weman is
inappropriate and exposes
mother and fetus to unnec-
essary hazard. Diuretics do
not prevent development of
toxemia of pregnancy, and
there is no satisfactory evi-
dence that they are useful in
the treatment of developed
toxemia.

Edema during pregnancy
may arise from pathological
causes or from the physiolog-
ic and mechanical conse-
quences of pregnancy. Diur-
etics are indicated in pregnan-
cy when edema is due to
pathologic causes, just as
they are in the absence of
pregnancy. Dependent edema
in pregnancy resulting from
restriction of venous retum by
the expanded uterus is prop-
erly treated through elevation
of the lower extremities and
use of support hose; use of
diuretics to lower intravascu-
{ar volume In this case is illog-
ical and unnecessary. There is
hypervolemia during normal
pregnancy which is harmful to
neither the fetus nor the
mother (in the absence of car-
digvascular disease), but
which is associated with
edema, including generalized
edema in the majority of preg-
nant women. If this edema
produces discomfort, in-
creased recumbency will
often provide relief. In rare in-
stances this edema may
cause extreme discomfort
which is not relieved by rest.
In these cases a short course
of diuretics may provide relief
and may be appropriate.
CONTRAINDICATIONS: Hy-
drochlorothiazide is contra-
indicated in patients with
anuria. Hypersensitivity to
this product or other sulfon-
amide derived drugs is also
contraindicated.
WARNINGS: Diabetes and
Hypoglycemia: Latent dia-
betes mellitus may become
manifest and diabetic pa-
tients given thiazides may
require adjustment of their
insulin dose.

Renal Disease: Cumulative
effects of the thiazides may
develop in patients with im-
paired renal function. In such
patients, thiazides may pre-
cipitate azotemia.
PRECAUTIONS: Electrolyte
and Fluid Balance Status: In
published studies; clinically
significant hypokalemia has
been consistently less com-
mon in patients who received
12.5 mg of hydrochiorothia-
Zide than in patients who -re-
ceived higher doses. Never-
theless, periodic determina-
tion of serum-electrolytes
should be performed in pa-
tients who may be at risk for
the development of hypo-
kalemia. Patients should be
observed for signs of fluid or
electrolyte disturbances, ie.,
hyponatremia, hypochlore-
mic alkaosis, and hypoka-
lemia and hypomagnesemia.

Warning signs or symp-
toms of fluid and -electrolyte
imbatance include dryness of
mouth, thirst, weakness,
lethargy, drowsiness, rest-
lessness, muscle pains or
cramps, muscular fatigue,
hypotension, ofiguria, tachy-
cardia, and gastrointestinal
disturbances such as nausea
and vomiting.

Hypokalemia may develop,
especially with brisk diuresis
when severe cirrhosis is pre-
sent, during concomitant use
of corticosteroid or adreno-
corticotropic hormone (ACTH)
or after prolonged therapy. -

Intorfacanna with adnmaata
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of diuretics may provide renef
and may be appropriate.
CONTRAINDICATIONS: Hy-
drochlorothiazide is contra-
indicated in patients with
anuria. Hypersensitivity to
this product or other sulfon-
amide derived drugs is also
contraindicated.
WARNINGS: Diabetes and
Hypoglycemia: Latent dia-
betes mellitus may become
manifest and diabetic pa-
tients given thiazides may
require adjustment of their
insulin dose.

Renal Disease: Cumulative
effects of the thiazides may
develop in patients with im-
paired renal function. ln such
patients, thiazides may pre-
cipitate azotemia.
PRECAUTIONS: Electrolyte
and Fluid Balance Status: In
published studies, clinically
significant hypokalemia has
been consistently less com-
mon in patients who received
12.5 mg of hydrochlorothia-
zide than in patients who re-
ceived higher doses. Never-
theless, periodic- determina-
tion: of serum electrolytes
should be performed in pa-
tients who may be at risk for
the development of fiypo-
kalemia. Patients should be
observed for signs of fluid or
electrolyte disturbances, i..,
hyponatremia, hypochlore-
mic alkalosis, and hypoka-
lemia and hypomagnesemia.

Warning signs of symp-
toms of fluid and electrolyte
imbalance include dryness of
mouth, thirst, weakness,
lethargy, drowsiness, rest-
lessness, muscle pains or
cramps, muscular fatigue,
hypotension, oliguria, tachy-
cardia, and gastrointestinal.
disturbances such as nausea
and vomiting.

Hypokalemia may develop,
especially with brisk diuresis
when severe cirrhosis is pre-
sent, during concomitant use
of corticosteroid or adreno-
corticotropic hormone (AGTH)
or after prolonged therapy.
Interference with adequate
oral electrolyte intake will also
contribute to hypokaiemia.
Hypokalemia and hypomag-
fnesemia can provoke ventric-
ular arrhythmias or sensitize
or exaggerate the response of
the heart to the toxic effects of
digitalis. Hypokalemia may be
avoided or treated by potassi-
um supplementation or in-
creased intake of potassium
rich foods.

Dilutional hyponatremia is
life-threatening and may oc-
cur in edematous patients in
hot weather; appropriate
therapy is water restriction
rather thap salt administra-
tion, exceptin raré instances
when the hyponatremia is
life-threatening: In actual sait
depletion, appropriate re-
placement is the therapy of
choice. C :
Hyperuricemia: Hyperuri-
cemia or acute gout may be
precipitated in certain pa-
tients receiving thiazide
diuretics:
impaired Hepatic Function:
Thiazides should be used
with caution in patients with
impaired hepatic function.
They can precipitate hepatic
coma in patients with-severe
liver disease.

Parathyroid Disease: Calci-
um excretion is decreased by
thiazides, and pathologic
changes in the parathyroid
glands, with hypercalcemia
and hypophosphatemia, have




been observed in a few pa-
tients on prolonged thiazide
therapy. .

Drug Interactions: When
given concurrently the fol-
lowing drugs may interact
with thiazide diuretics:
Alcohol, Barbiturates, gr
Narcatics: Potentiation of
orthostatic hypotension may
oceur. :
Antidiabetic Drugs: (Oral
agents and insulin) dosage
adjustment of the antidiabet-
ic drug may be required.
Other Antihypertensive
Drugs: Additive effect or
potentiation.
Chalestyramine and Coles-
tipol Resins: Cholestyramine
and colestipol tesins bind the
hydrochlorothiazide and re-
duce its absorption from the
gastrointestinal tract by up to
85 and 43 percent, respec-
tively.

Corticosteroid, ACTH: Inten-
sified electrolyte depletion,
Particularly hypokaiemia,
Pressor Amines (e.g., Nor-
epinephrine): Possible de-
creased response to pressor
amines but not sufficient to
preciude their use. '
Skeletal Muscle Refaxants,
Nandepnlarizing (e.g., Tu-
bocurarine): Possible in-
creased responsiveness to
the muscle relaxant,
Lithium: Generally should
not be given with diuretics.
Diuretic. agents reduce the
renal clearance of lithium
and greatly increase the risk
of lithium toxicity. Refer to
the package insert for fithium
preparations before use of
such preparations with hy-
drochlorothiazide, -
Non-steraidal Anti-infiam-
malory Drugs: In some pa-
tients, the administration of a
non-steroidal anti-inflamma-
tory agent can reduce the
diuretic, natriuretic, and antj-
hypertensive effects of loop,
potassium-sparing and thi-
azide diuretics. When hydro-
chlorothiazide and non-
steroidal anti-inflammatory
agents are used concomi-
fantly, the patients should be
observed closely to deter-
mine if the.desired effect of
the diuretic is obtained.
Drug/Laboratory Test Inter-
actions: Thiazides should be
discontinued before carrying
out tests for parathyroid func-
tion (see PRECAUTIONS:
Parathyroid Disease).
Carcinogenesis, Mutagen- |
esis, Impairment of Fertility:
Two-year feeding studies in
mice and rats conducted
under the auspices.of the
National Toxicology Program
(NTP) uncovered no evidence
of a carcinogenic potential of
hydrochlorothiazide in. female
mice (at doses of up to ap-
proximately 600 mg/kg/day)
or in male and female rats {at
doses of approximately
100 mg/kg/day). The NTP,
however, found equivocal evi-
dence for hepatocarcinogenic-
ity in male mice. Hydrachloro-
thiazide was not genotoxic in
vitro in the Ames mutagenici-
ty assay of Salmonefla ty-
Phimurium strains TA 98, TA
100, TA 1535, TA 1537, and
TA 1538 and in the Chinese
Hamster Qvary (CHO) test for
chromosomal aberrations, or
invivein assays using mouse
germinal cell chromosomes,
Chinese hamster hone mar-
fow chromosomes, and the
Drosophila sex-linked reces-
sive lethal trait gene. Positive
test results were obtained
only in the in vitro GHO Sister
Chromatid Exchange (clasto-




out tests for parathyroid func-
tion (see PRECAUTIONS:
Parathyroid Disease).
Carcinogenesis, Mutagen-
esis, Impairment of Fertility:
Two-year feeding studies in
mice and rats conducted
under the auspices of the
National Toxicology Program
(NTP) uncovered no evidence
of a carcinogenic potential of
hydrochlorothiazide in female
mice (at doses of up to ap-
proximately 600 mg/kg/day)
or in male and female rats (at
doses of approximately
100 mg/kg/day). The NTP,
however, found equivocal evi-
dence for hepatocarcinogenic-
ity in male mice. Hydrochloro-
thiazide was not genotoxic in
vitro in the Ames mutagenici-
ty assay of Salmonelia ly-
phimurium strains TA 98, TA
100, TA 1535, TA 1537, and
TA 1538 and in the Chinese
Hamster Ovary (CHO) test for
chromosomal aberrations, or
in vivo in assays using mouse
germinal cell chromosomes,
Chinese hamster bone mar-
row chromosomes, and the
Drosophila sex-linked reces-
sive lethal trait gene. Positive
test results were obtained
only in the in vitro CHO Sister
Chromatid Exchange (clasto-
genicity) and in the Mouse
tymphoma Cell {mutagenici-
ty) assays, using concentra-
tions of hydrochlorothiazide
from 43 to 1300 pg/mL, and
in the Aspergillus nidulans
non-disjunction assay at an
unspecified concendration.

Hydrochtorothiazide had
no adverse effects on the fer-
tility of mice and rats of
either sex in studies wherein
these species were exposed,
via their diet, to doses of up
to 100 and 4 mg/kg, respec-
tively, prior to conception
and throughout gestation.
Pregnancy: Teratogenic Ef-
fects. Pregnancy Category
B: Studies in which hydro-
chiorothiazide was orally ad-
ministered to pregnant mice
and rats during their respec-
tive periods of major organo-
genesis at doses up to 3000
and 1000 mg hydrochlorothi-
azide/kg, respectively, provid-
ed no evidence of harm to the
fetus.

There are, however, 10 ad-
equate and well-controlied
studies in pregnant women.
Because animal reproduction
studies are not always pre-
dictive of human response,
this drug should be used
during pregnancy only if
clearly needed.
Nonteratogenic Effects: Thia-
zides cross the placental bar-
rier and appear in cord blood.
There is a risk of fetal or neo-
natai-jaundice, thrombocyto-
penia, and possibly other.ad-
verse reactions that have oc-
curred in adults. C
Nursing Mothers: Thiazides
are excreted in breast milk.
Because of the potential for
serious -adverse reactions in
nursing infants, a decision
should be made whether to
discontinue nursing or to dis-
continue hydrochiorothiazide,
taking into account the im-
portance of the drug-to the
mother.

Pediatric Use: Safety and-ef-
fectiveness in pediatric pa-
tients have not been-estab-
lished.

Eldetly Use: A greater blood
pressure reduction and an
increase in side effects. may
be observed in the elderly
(i.e., >65 years) with hydro-
chlorothiazide. Starting treat-
ment when the lowest avail-
able dose of hydrochlorothia-
zide (12.5 mg) is therefore
secommended. If further titra-
tion is required, 12.5 mg in-




should be made whether to
discontinue nursing or to dis-
continue hydrochlorothiazide,
taking into account the im-
portance of the drug to the
mother.

Pediatric Use: Safety and ef-
fectiveness in pediatric pa-
tients have not been estab-
lished.

Elderly Use: A greater blood
pressure reduction and an
increase in side effects may
be observed in the elderly
(i.e., >65 years) with hydro-
chlorothiazide. Starting treat-
ment when the lowest avail-
able dose of hydrochlorothia-
zide (12.5 mg) is therefore
sacommended. If further titra-
tion is required, 12.5 mg in-
crements should be utilized.
ADVERSE RERCTIONS: The
adverse reactions associated
with hydrochtorothiazide-have
been shown to be dose relat-
ed. In controfleq clinical trials,
tné adverse events reported
with doses of 12.5 mg hydro-
chlorothiazide once daily were
comparable to placebo. The
following adverse- reactions
have been reported for doses
of hydrochlorothiazide 25 mg
and greater and, within each
category, are listed in the
order of decreasing severity.
Bedy as a Whole: Weakness.
Cardiovascular: Hypotension
including orthostatic hypo-
tension {may-be aggravated
by atcohol, barbiturates, nar-
cotics or antihypertensive
drugs). :
Digestive: Pancreatitis, jaun-
dice (intrahepatic cholestatic
fatindice), diarrhea, vomiting,
sialadenitis, cramping, con-
stipation, gastric irritation,
nausea, anorexia.
Hematologic: Aplastic ane-
mia, agranulocytosis, leuko-
penia, hemotytic anemia,
thrombocytopenia. ’
Hypersensitivity: Anaphy-
lactic reactions, necrotizing
angiitis (vasculitis and cuta-
neous vasculitis), respiratory
distress including pneumoni-
tis and pulmonary edema,
photosensitivity, fever, urti-
caria, rash, purpura.
Metahbolic: Electrolyte imbal-
ance (see PRECAUTIONS),
hyperglycemia, glycosuria,
hyperuricermia.
Musculaoskeletal: Muscle
spasem. :
Nervous System/Psychiatric:
Vertigo, paresthesia, -dizzi-
ness, headache, restiessness.
Renal: Renal failure, renal
dysfunction, interstitial neph-
ritis-(See WARNINGS.)
Skin: Erythema multiforme
including Stevens-Johnson
syndrome, exfoliative der-
matitis including’ toxic epi-
dermal necrolysis, alopecia.
Special Senses:. Transient
blurred vision, xanthopsia.
Uragenitat: Impotence.

Whenever adverse reac-

tions are moderate or severe,
thiazide dosage should be
reduced or therapy with-
drawn.
OVERDOSAGE: The most
common signs and symp-
toms observed are those
caused by electrolyte deple-
tion {hypokalemia, hypo-
chloremia, hyponatremia) and
dehydration resulting from
excessive diuresis. f digitalis
has also been administered,
hypokalemia may accentuate
cardiac arrhythmias.

In the event of overdosage,
symptomatic and supportive
measures should be em-
ployed. Emesis should be in-
duced or gastric lavage per-
formed. Correct dehydration,
electrolyte imbalance, hepatic
coma and hypotension by
established procedures. If fe-
avired. oive -oxvaen or artifi-
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Urogenital: Impotence.

Whenever adverse reac-

tions are moderate or severe,
thiazide dosage should be
reduced or therapy with-
drawn.
OVERDOSAGE: The most
comman signs and symp-
toms observed are those
caused by electrolyte deple-
tion (hypokalemia, hypo-
chloremia, hyponatremia) and
dehydration resulting from
excessive diuresis. If digitalis
has also been administered,
hypokalemia may accentuate
cardiac arrhythmias.

In the event of overdosage,
symptomatic and supportive
measures should be em-
ployed. Emesis should be in-
duced or gastric lavage per-
formed. Correct dehydration,
electrolyte imbalance, hepatic
coma and hypotension by
established procedures. If re-
quired, give oxygen of artifi-
cial respiration for respiratory
impairment. The degree. 10
which hydrochlorothiazide is
removed by hemodialysis has
not been established.

The oral LDgq of hydro-
chlorothiazide is greater than
10 g/kg in the mouse and rat.
DOSAGE AND ADMINISTRA-
TION: For Control of Hyper-
tension: The adult initial dose
of hydrochlorothiazide cap-
sufes is one capsule given
once daily whether given
alone or in combination with
other antihypertensives. Total
daily doses greater than
50 mg are not recommended.
HOW SUPPLIED: Hydrochlor-
othiazide CajRles, 12.5 mg
have a white opaque cap and
a white opague body that are
axially ‘printed with MYLAN
over 810 in black ink on both
the cap and body. They are
available as follows:

NOC 0378-0810-01
bottles of 100 capsules
NDC 0378-0810-05
bottles of 500 capsules
STORE AT ROOM

) TEMPERATURE -
15° TO 30°C (59° T0.86°F).

PROTECT FROM LIGHT,

MOISTURE AND FREEZING.

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

MYLAN®

Mylan Pharmaceuticals, Inc.
Morgantown, WV 26505

REVISED NOVEMBER 1999
.- HCTZR1




et
NDC 0378-0810-05

MYLAN®

HYDROCHLOROTHIAZIDE
CAPSULES ..
12.5 mg -

500 CAPSULES

455-3378-0810-01

100 CAPSULES
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CHEMISTRY REVIEW NO. 1 (one)

ANDA # 75-640

NAME AND ADDRESS OF APPLICANT

Mylan Pharmaceuticals Inc

Attention: Frank R Sisto

781 Chestnut Ridge Road

P.0. Box 4310, Morgantown, WV 26504-4310

LEGAL BASIS FOR SUBMISSION

The reference listed drug is Microzide™ (hydrochlorothiazide)
capsules, 12.5 mg. :

Pursuant to Section 505(j) (2) (a) (vii) of the Fereal FD&CA, Mylan
certifies that in its opinion and to the best of its knowledge,
according to the patent information published by the FDA in that
document entitled “Approved Drug Products With Therapeutic
Equivalence Evaluations” (19 Edition through Cumulative
Supplement 1), there are no patents that claim the listed drug
referred to in this application. Mylan further certifies that the
referenced product is covered by an exclusivity provision which
expires December 27, 1999.

Mylan will market its Hydrochlorothiazide Capsules, 12.5 mg upon
approval of this application, and expiration of the December 27,
1999 exclusivity.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME ,
Hydrochlorothiazide Capsules, 12.5mg

SUPPLEMENT (s) PROVIDE(S) FOR:
N/A

AMENDMENTS AND OTHER DATES:
Date of submission: May 27, 1999

PHARMACOLOGICAL CATEGORY
Diuretic

Rx or OTC
Rx

RELATED IND/NDA/DMF (s)

DOSAGE FORM
Capsules

POTENCY
12.5 mg

CHEMICAL NAME AND STRUCTURE



le.

17.

18.

19.

cC.

Hydrochlorothiazide. 2H-1,2,4-Benzothiadiazine-7-sulfonamide,
chloro-3,4-dihydro-1,1-dioxide. C;HgClN304S,. 297.75. 58-93-5.
Diuretic.

O 0 O O
\W/ Y/

S s
HoN" j@: “NH
cl N)

H

RECORDS AND REPORTS
N/A

COMMENTS
This application is not approvable.

CONCLUSIONS AND RECOMMENDATIONS
This application is not approvable.

REVIEWER: DATE COMPLETED:
Liang-Lii Huang, Ph.D. October 14, 1999
Endorsed by Paul Schwartz, Ph.D./ 10/14/99

ANDA 75-640
ANDA DUP 75-640

DIV FILE

Field Copy

Endorsements (Draft and Final with Dates):

HFD-627/ Liang-Lii Huang, Ph.D./10/14/99
HFD-627/ Paul Schwartz, Ph.D./ 10/14/99
HFD-617/Joseph Buccine/10/20/99

V:\FIRMSAM\MYLAN\LTRS&REV\75640S00RV1.DOC
October 20, 1999

APPEARS TH!S WAY
ON ORICIMAL
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11.

12.

13.

CHEMISTRY REVIEW NO. 2 (two)

ANDA # 75-640

NAME AND ADDRESS OF APPLICANT

Mylan Pharmaceuticals Inc

Attention: Frank R Sisto

781 Chestnut Ridge Road

P.O. Box 4310, Morgantown, WV 26504-4310

LEGAL BASIS FOR SUBMISSION

The reference listed drug is Microzide™ (hydrochlorothiazide)
capsules, 12.5 mg.

Pursuant to Section 505(j) (2) (a) (vii) of the Federal FD&CA, Mylan
certifies that in its opinion and to the best of its knowledge,
according to the patent information published by the FDA in that
document entitled “Approved Drug Products With Therapeutic
Equivalence Evaluations” (19*® Edition through Cumulative
Supplement 1), there are no patents that claim the listed drug
referred to in this application. Mylan further certifies that the
referenced product is covered by an exclusivity provision which
expires December 27, 1999.

Mylan will market its Hydrochlorothiazide Capsules, 12.5 mg upon
approval of this application, and expiration of the December 27,
1999 exclusivity.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Hydrochlorothiazide Capsules, 12.5mg

SUPPLEMENT (s) PROVIDE (s) FOR:
N/A

AMENDMENTS AND OTHER DATES:

Date of submission: May 27, 1999
Amendment: November 16, 1999
Telephone amendment: January 5, 2000

PHARMACOLOGICAL CATEGORY
Diuretic

Rx or OTC
Rx

RELATED IND/NDA/DMF (s)
DMFH poms

e e e - T T e D lo T TAL el ey

o

DOSAGE FORM
Capsules




14. POTENCY
12.5 mg

15. CHEMICAL NAME AND STRUCTURE
Hydrochlorothiazide.
chloro-3,4-dihydro-1,1-dioxide. C7HgC1lN30,4S;.
Diuretic.

0 o O
\\S// \\S//
HN" II “NH
Cl N/J
H

16. RECORDS AND REPORTS
N/A

17. COMMENTS
This application is approvable.

18. CONCLUSIONS AND RECOMMENDATIONS
This application i1s approvable.

19. REVIEWER: DATE COMPLETED:
Liang-Lii Huang, Ph.D. December 20, 1999
Endorsed by Paul Schwartz, Ph.D./ 12/21/99

cc:

ANDA 75-640
ANDA DUP 75-640
DIV FILE
Field Copy
Endorsements (Draft and Final with Dates):

297.75.

2H-1,2,4-Benzothiadiazine-7-sulfonamide,
58-93-5.

HFD-627/ Liang-Lii Huang, Ph.D./12/2o/99n¥g@ML7j il¢/ 2000
HFD-627/ Paul Schwartz, Ph.D./ 12/21/99 -]

V:\FIRMSAM\MYLAN\LTRS&REV\75640S00RV2.DOC

Date:

January 6,

2000

: JOU
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 75-640 APPLICANT: Mylan Pharmaceuticals Inc.

DRUG PRODUCT: Hydrochlorothiazide 12.5-mg capsules,

The Division of Bioequivalence has completed its review and has no further questions
at this time.

You should incorporate the dissolution testing into your manufacturing controls and
stability program. The dissolution testing should be conducted in 900 mL of 0.01N
Hydrochloric acid at 37°C using USP XXIII apparatus I (basket) at 100 rpm. The
test drug should meet the following specifications:

Not less than = Q) of the labeled amount of the
Drug in the dosage form is dissolved in 30 minutes.

Please note that the bioequivalency comments provided in this communication are
preliminary. These comments are subject to revision after review of the entire
application, upon consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory issues. Please be advised that
these reviews may result in the need for additional bioequivalency information and/or
studies, or may result in a conclusion that the proposed formulation is not
approvable.

Sincerely yours,

N A

Dale P. Conner, Pharm. D.

Director v

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



CC: ANDA #75-640
ANDA DUPLICATE
DIVISION FILE
S.Pradhan

Endorsements: (Final with Dates)
HFD-652/ S Pradhan_<«p,
HFD-650/ Y. Huang Lxt /24 /4
HFD-617/ E. HucS{/ €/41%9 ’
HFD-650/ D. Conner g7 3/‘//??

VAFIRMSAM\ Mylan \ALTRS&REV\7564052D.599

Printed in final on 7/27/99

BIOEQUIVALENCY - Submission date: 5/27/99
1. Fasting Study (STF) e« Strength: 12.5 mg
Outcome: AC
2. Fed Study (STP) i< Strength: 12.5 mg
Outcome: AC
3. Study Amendment (STA) »ic Submission date: 6/25/99
(Attachment 1: Firm's
declaration regarding study data) Outcome: AC

Outcome Decisions: AC - Acceptable

APPEARS THIS WAY
ON ORIGINAL
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Hydrochlorothiazide 12.5 mg Capsules Mylan Pharmaceuticals Inc.

ANDA #75-640 Morgantown, WV
Reviewer: Sikta Pradhan Submission Date:
V:\firmsam\Mylan\t&rev\7564052D.599 May 27, 1999

June 25, 1999

REVIEW OF TWO IN-VIVO BIOEQUIVALENCE
STUDIES AND DISSOLUTION DATA

BACKGROUND:

Hydrochlorothiazide blocks the reabsorption of sodium and chloride ions, and it
thereby increases the quantity of sodium traversing the distal tubule and the volume
of water excreted.

Hydrochlorothiazide is well absorbed (65%-75%) following oral administration of
Microzide™. Absorption of hydrochlorothiazide is reduced in patients with
congestive heart failure. Peak plasma concentrations are observed within 1 to 5 hours
of dosing, and range from 70 to 490 ng/mL following oral doses of 12.5 to 100 mg.
Plasma concentrations of hydrochlorothiazide are 1.6 or 1.8 times higher in whole
blood than in plasma. Binding to serum proteins has been reported to be
approximately 40% to 68%. The plasma elimination half-life has been reported to be
6 to 15 hours.

Hydrochlorothiazide is eliminated primarily by renal pathways. In patients with renal
disease, plasma concentrations of hydrochlorothiazide are increased and the elimination
half-life is prolonged.

When Microzide™ is administered with food, both its bioavailability and the
maximum plasma concentration are reduced, and the time to maximum
concentration is increased.

Hydrochlorothijazide is indicated in the management of hypertension either as the
sole therapeutic agent, or in combination with other antihypertensives.
Hydrochlorothiazide is contraindicated in the patients with anuria.



The adult initial dose of hydrochlorothiazide is one capsule given once daily whether
given alone or in combination with other antihypertensives. Total daily dose greater
than 50 mg is not recommended.

FASTING IN-VIVO BIOEQUIVALENCE STUDY #: HCTZ-98103

STUDY INVESTIGATORS AND CONTRACT LABORATORY: This bioequivalenc

study was conducted at - - :
- The study medical directors were

pramr

INFORMED CONSENT AND IRB APPROVAL: The clinical portion of this study
was conducted in compliance with the Institutional Review Board regulations.

STUDY OBJECTIVE

The objective of this study is to investigate—the relative bioavailability of Mylan
hydrochlorothiazide capsules to Microzide™ (Watson Laboratories) capsules
following a single, oral 25-mg (2 x 12.5 mg) dose under fasting conditions.

STUDY DESIGN

This study was designed as a randomized, one-enrollment, two-period, two-treatment,
two-sequence crossover study in 24 healthy subjects.

SUBJECT SELECTION CRITERIA

Sufficient healthy, non-smoking, adult, male volunteers were enrolled from the
general population with the intent to complete twenty-four (24) subjects. Subjects
~ who failed to complete the study ("Drop-outs") were not replaced without written
authorization from Mylan. :

Non-smoking, adult male volunteers aged 18-45 years and within 10% of their ideal
body weight were selected for the study after physical examination, laboratory
evaluation. The subjects had no history of significant chronic diseases, hepatitis or
drug/alcohol abuse. Each subject signed a written informed consent.

STUDY SCHEDULE

_Subjects were dosed in one enrollment. Subjects were housed on the evening prior to
dosing until after the 24 hour blood draw. After a supervised overnight fast of at least

2



10 hours, subjects received a single, oral 25-mg (2 x 12.5 mg) dose of Mylan
hydrochlorothiazide 12.5 mg capsules or Watson Microzide™ 12.5 mg capsules with
240 mL of water at ambient temperature.

Water was not permitted for 1 hour before and until 1 hour after dosing, but was
allowed at all other times. Subjects received a standard meal 5 hours post-dose

- followed by an evening meal 10 hours after dosing and snacks at appropriate times
thereafter. Subjects were released after the 24-hour blood draw, but were required to
return to the clinic for the 28-hour blood draw.

Period 1 was dosed on January 17, 1999.
Period 2 was dosed on January 24, 1999.

Washout Period: Seven days

DRUG TREATMENTS

Treatment A = Watson Microzide™ Capsules (12.5 mg); Fasting
Administration 2 x 12.5 mg, Lot #827801, Exp. 8/00
Assay Potency: 101.7%

Treatment B = Mylan Hydrochlorothiazide Capsules (12.5 mg), Fasting
Administration 2 x 12.5 mg, Lot #2EO005N, Exp. Not available
Theoretical Lot Size: — Capsules, Manufacturing Date: 12/2/98,
Assay Potency: 99.9%

- For safety, blood pressure, pulse and respiration rates were measured before dosing
and hourly for the first eight hours after dosing and at 12, 16, 24 and 28 hours after
dosing.

Serial blood samples (1 x 10 mL) were collected at O hour (pre-dose) and at 0.33,
0.67, 1.0, 1.33, 1.67, 2.0, 2.5, 3.0, 4.0, 6.0, 8.0, 12, 16, 24 and 28 hours post-dose.
Plasma was stored in suitably labeled tubes at —=70°C = 15°C until analysis.

ANALYTICAL METHODS

Samples were assayed in the Pharmacokinetics Laboratory of Mylan Pharmaceuticals
Inc. from the period of January 26, 1999 to February 10, 1999.
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Results:

Of the twenty-eight (28) subjects who began the study, twenty-seven subjects

completed both periods of the study. Subject #25 was discontinued from the study

prior to dosing Period 2 due prior to dosing Period 2 due to an elevated blood

pressure reading. A total of 5 post-dose adverse events (3 for reference drug and 2 for

teat drug) were experienced in 5 subjects during the study. All five of the adverse
events were listed as possibly drug related. In addition, there were two pre-dose
adverse events listed for this study. All events were listed mild in intensity.

The mean plasma concentrations of the reference and the test products are presented

in Table 2.

Table 2. MEAN HYDROCHLOROTHIAZIDE PLASMA LEVELS
(27 SUBJECTS)

TIME (HR) | REFERENCE TEST REFERENCE / TEST

TREATMENT A | TREATMENT B

(ng/mL) (ng/mL)

Mean CV% | Mean CV% | A/B
0.00 0.00 - 0.00 T
0.33 0.63 387 1.55 253 0.41
0.67 42.65 71 41.85 65 1.02
1.00 95.40 52 96.75 46 0.99
1.33 119.33 |41 137.27 38 0.87
1.67 131.49 |31 151.93 30 0.86
2.00 13536 |25 149.87 24 0.93
2.50 125.37 |22 133.73 19 0.94
3.00 115.26 |21 118.73 14 0.97
4.00 89.66 23 92.05 16 0.97
6.00 48.97 22 51.15 19 0.96
8.00 31.75 24 33.19 21 0.96
12.00 18.37 25 19.05 24 0.96
16.00 12.94 26 13.18 28 0.98
24.00 8.56 39 8.80 26 0.97
28.00 6.01 57 5.98 56 1.00




The mean plasma concentrations versus time profiles (Table 2) are illustrated
graphically in Figure 1 (attached).

TABLE 3. MEAN (%CV) HYDROCHLOROTHIAIZDE PHARMACOKINETIC
PARAMETERS IN TWENTY-SEVEN S-bjects

Parameter Arithmetic Mean | Arithmetic Mean {| LSMEANS {90% Confidénce
,,,,, ] A=Microzide™ | B=Mylan | Ratio (B/A)* |Interval*™*

[AUCL (ng x hy/mL) 873 (21.0) 919 (17.9) 1.06 101% - 110%
[AUCI (ng x hi/mL) 1018 (22.8) 1053 (18.2) 1.04 100% - 109%
[CPEAK (ng/mL) 148 (25.2) 162 (23.2) 1.09 [102%- 117%
[KEL (hr) T0.0571 (37.7) ] 0.0555 (15.3) — | T
[HALF (hn) 132256 ] 1280170 | — | —
[ TPEAK (hr) 1.96 (25.3) 186(253) |  — | -—

*Ratio (B/A) = e [LSMEAN of LNB - LSMEAN of LNA]

**Used natural Log Transformed Parameter

Mean of test (AUC/AUC, ) =0.873 (range: 0.794 - 0.913)

Mean of Ref. (AUC/AUC,,) =0.861 (range: 0.763 - 0.923)

The pharmacokinetic and statistical analyses (using SAS-GLM procedure for analysis
of variance) were conducted on data obtained from 27 subjects. The mean
pharmacokinetic parameters are shown in Table 3. The test and reference

formulations demonstrated similar mean pharmacokinetic parameters and variability.

The 90% confidence intervals fall within 80-125% for the test to reference ratio for
the natural log transformed parameters: LNAUCL, LNAUCI and LNCPEAK. This

study demonstrates that Mylan’s hydrochlorothiazide 12.5-mg capsules are
bioequivalent to Watson Microzide™ 12.5 mg capsules following a single, oral 25 mg
(2 x 12.5 mg) dose under fasting conditions.



II.

IN-VIVO FOOD EFFECTS STUDY CONDUCTED UNDER FASTING AND
NON FASTING CONDITIONS

PROTOCOL #:HCTZ-98104

A. Study Investigators and Contract Laboratory:

This bioequivalence study was conducted at

< 2 T 2
w2 [ [&]

study medical directors were ==
M.D.

e The

B. Informed Consent and RIB Approval:

The clinical portion of this study was conducted in compliance with the
Institutional Review Board regulations and Informed Consent regulations.

Study Objective:

The objective of this study is to investigate the relative bioavailability of Mylan
hydrochlorothiazide capsules to Microzide™ (Watson Laboratories) capsules
following a single, oral 25-mg (2 x 12.5 mg) dose under fed conditions.

Study Design:

This study was designed as a randomized, one-enrollment, three-period, three-
treatment, six-sequence crossover study in healthy subjects.

Subject Selection Criteria: As mentioned in the fasting study.

Study Schedule:

Period 1 was dosed on January 23, 1999, Period 2 was dosed on January 30, 1999
and Period 3 was dosed on February 6, 1999. The study subjects were healthy
males between the ages of 18 to 44.



Drug Treatments:

Treatment A = Watson Microzide™ Capsules (12.5 mg)
- 2x12.5 mg, Administered with Food
Lot# 827801, Exp. 8/00
Commerical Lot
Assay Potency - 101.7%

Treatment B = Mylan Hydrochlorothiazide Capsules (12.5 mg)
' 2 x 12.5 mg, Administered with Food
Lot# 2EO005N, Exp. TBE
Theoretical Lot Size - ——— Capsules
Manufacturing Date — 12/2/98
Assay Potency - 99.9%

Treatment C = Mylan Hydrochlorothiazide Capsules (12.5 mg)
2 x 12.5 mg, Fasting Administration
Lot #2E005N, Exp. TBE
Theoretical Lot Size - - Capsules
Manufacturing Date - 12/2/98
Assay Potency - 99.9%

Washout Period: Seven days

For safety, blood pressure, pulse and respiration rates were measured before dosing
and for the first eight hours after dosing and at 12, 16, 24 and 28 hours. When the
time of vital signs monitoring coincided with a blood draw, vital signs were taken
approximately 10 minutes before the scheduled blood draw. Serial blood samples (1
x 10 mL) were collected at predose and at 0.33, 0.67, 1.0, 1.33, 1.67, 2.0, 2.5, 3.0,
4.0, 6.0, 8.0, 12, 16, 24 and 28 hours post-dose. Plasma was stored in suitability
labeled tubes at —=70°C + 15°C until analysis. |

ANALYTICAL METHODOLOGY

Samples were assayed in the Pharmacokinetics Laboratory of Mylan
Pharmaceuticals Inc. from the period of February 10, 1999 to February 22, 1999.

Method Validation: The analytical method used for the fed study was same as that
was used in the fasting study. Furthermore, as the fasting and fed study samples
were analyzed at the same time continuously, the assay validation of the fed study
is the same as that of the fasting study.



In brief, the assay was ~ __ and had a limit of
quantification of —= During the course of the study, the between-day
precision of the assay was - or less. Detailed information about stability can be

found in Table 1.

RESULTS OF FOOD BIOEQUIVALENCE STUDY

Of the twenty-four subjects who began this study, twenty-one subjects completed
all periods. Therefore, the statistical and pharmacokinetic analyses were conducted
on plasma data of 21 subjects. Subject #8 failed to report for Period 2 due to
personal reasons that were not study related. Subject #11 failed to report for
Period 2 due to an adverse experience. Subject #20 was discontinued after Period 3
due to an adverse event for which he was given acetaminophen. There were 14
post-dose adverse events in 6 subjects (4 subjects due to test drug and 2 subjects
due to reference drug) reported for this study. Of those, four were listed as possibly
drug related. In addition, there was 1 predose adverse event reported for this study.
Eleven of the events were listed as mild in severity and four were listed as moderate.

The mean plasma concentrations versus time points are presented in Table 4. The
mean concentration profile is illustrated graphically in Figure 2 (attached). Mean
plasma profiles are similar between Mylan hydrochlorothiazide capsules and
Watson Microzide™ capsules under fed conditions. A summary of the
pharmacokinetic parameters is shown in Table 5 below.

KPPEARS THIS
ON ORIGINAL A



TABLE 4. MEAN HYDROCHLOROTHIAZIDE PLASMA CONCENTRATIONS
OF POST-PRANDIAL SINGLE-DOSE IN VIVO BIOEQUIVALENCE STUDY

(21 SUBJECTS)

TIME | REFERENCE TEST RATIO | TEST
(HR) | TREATMENT A | TREATMENT B | (B/A) | TREATMENT C
= Microzide® = Mylan (Fed) = Mylan
(Fed) (ng/mL) (Fasting)
(ng/mL) (ng/mL)
Mean CV% | Mean CV% |BvsA | Mean CV%
0.00 [0.00 - 0.00 I 0.00
033 |0.83 458 [0.76 458 [0.92 6.19 141
0.67 [2.56 244 | 7.38 144 |2.88 63.02 68
1.00 [19.31 103 [26.82 |93 1.39 12588 |45
133 [4040 |68 5187 |57 1.28 144.54 |32
1.67 |67.96 |39 7889 |39 1.16 152.08 |28
200 [93.18 |30 102.87 |28 1.10 14835 |27
250 [11254 |24 112.76 | 24 1.00 134.54 |27
3.00 [124.32 |21 118.11 |20 0.95 121.01 26
400 [113.58 |20 101.21 |18 0.89 92.73 24
6.00 |64.62 |20 61.89 |26 0.96 50.41 24
8.00 [37.43 |22 3627 |24 0.97 32.8 27
1200 [2022 |23 20.16 |24 1.00 19.14 26
1600 |13.78 |35 1394 |26 |10l |13.71 28
24.00 |8.99 36 8.93 30 0.99 8.88 31
28.00 [7.23 38 7.24 36 1.00 7.07 48

Test to reference ratios for the two fed treatments (A and B) are within 0.80 and 1.20
for the natural log transformed parameters LNAUCL, LNAUCI and LNCPEAK. This
study demonstrates that Mylan’s 12.5 mg hydrochlorothiazide capsules are
bioequivalent to Watson Microzide™ 12.5 mg capsules following a single, oral 25 mg
(2 x 12.5 mg) dose under fed conditions.

10



TABLE 5. PHARMACOKINETIC PARAMETERS IN TWENTY-ONE HEALTHY
SUBJECTS FOLLOWING A SINGLE ORAL 25 MG ( 2 X 12.5 MG) DOSE OF
HYDROCHLOROTHIAZIDE CAPSULES IN A FOOD STUDY

Parameter Arithmetic Mean | Arithmetic Mean | Arithmetic Mean |LSMEANS*
A = Microzide® |B = Mylan (Fed) C = Mylan Ratio (B/A)
| . (Fed) ‘ (Fasting) |
{AUCL (ng x 874 (16.8) 859 (16.5) 947 (22.6) 10.97
hyml) . | SR |
{ AUCI (ng x 1031 (19.7) 1014 (19.4) 1093 (25.4) 0.97
{hw/mL) . B _
| CPEAK (ng/mL) . 131 (15.3) - 124(187) | 167 (27.7) 0.89
KEL (hr') 0.0589 (37.7) 0.0533 (23.8) 0.0557 (22.2) |-
| HALF (hr) 13.4 (43.0) 13.8 (26.7) 13.0(21.9) |-
TPEAK (hr) 2.99 (21.8) 2.81 (24.8) 1.72 (34.1) |-

* Ratio (B/A) =e [LSMEAN of LNB -~ LSMEAN of LNA]

PRODUCT FORMULATION:

The formulation of the test product, as supplied by the manufacturer, is given in

Table 6 below.

APPEARS TH)S
A
ON ORIGINAL
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TABLE 6. QUANTITATIVE COMPOSITION HYDROCHLOROTHIAZIDE
CAPSULES, 12.5MG

COMPONENTS | | Amounts
| (mg/capsule)

A. ACTIVE COMPONENT
Hydrochlorothiazide, USP 12.5

B. INACTIVE COMPONENTS

Colloidal Silicon Dioxide, NF gt

o s Dt st S5

Magnesium Stearate/Sodium Lauryl Sulfate [ ===

Microcrystalline Cellulose, NF -
T ot .5 w _'.
Pregelatinized Starch, NF 7 “m=mmwmememosc.
| TOTAL THEORETICAL WEIGHT 11000

EMPTY GELATIN CAPSULE
— White Opaque ; ——. cap/ White Opaque — , body imprinted MYLAN 810
in black ink on cap and body.

Each Empty Gelatin Capsule consists of:

Gelatin, NF . s

- = SRR R TR
& w : [

Rl

'Based upon a capsule weight of 37mg. Capsule weights may vary by + 3mg.

2Sijlicon Dioxide, NF and Sodium Lauryl Sulfate, NF are added as-
M

12



£ ~ - S A

y—— — : sy, SyNthetic Black Iron
Ox1de SDA-SA Alcohol FD&C Blue No. 2 Al'umlﬁum Lakc FD&C Red No. 40
Aluminum Lake, FD&C Blue No. 1 Aluminum Lake, D&C Yellow No. 10 Aluminum
Lake, n-Butyl Alcohol, and propylene glycol. This information was provided by the
suppher Further information regarding the composition of the
may be obtained by referencing DMF =

provided for in this appiiégtlon

Note: The manufacturing process for Hydrochlorothiazide Capsules, 12.5mg utilizes

- . which is manufactured with a separate batch record. The above
quantitative composition includes the quantities of those mgredlents supplied to the
capsules via the = sessssosm o

IN-VITRO DISSOLUTION TESTING RESULTS:

The results of the dissolution testing and the method used are given in
Table 7.

TABLE 7. HYDROCHLOROTHIAZIDE CAPSULES, 12.5MG
DISSOLUTION PROFILE SUMMARY

10 20 30
MINUTES MINUTES MINUTES

| Mylan Lot

1 2E005N

| (12.5mg) : — —_— N

| Mean 94% - 101% 97% - 103% | 98% - 106%
| Range | R— s e

[ RSD

| Microzide™ Lot

| 827801

| (12.5mg) — - e

| Mean | 54%-86% | 93%-102% | 95% - 103%
| Range e T e
| RSD

13



CONDITIONS: (FDA Dissolution method)

Dissolution Medium: 0.01 N Hydrochloric acid, 900mL @ 37°C = 0.5°C

Apparatus: 1 (Basket)
Speed: 100 rpm
Sample Times: @ 10, 20 and 30 minutes

Limits: NLT — (Q) in 30 minutes
Number of capsules tested: 12 :

The dissolution data are acceptable.

N.B. See P.2509 & 2512 in Volume 1.5 for Individual capsule's dissolution data.

COMMENTS:

1. The results of the single-dose bioequivalence studies conducted under fasting
and fed conditions demonstrated that Mylan’s hydrochlorothiazide 12.5-mg
capsules are bioequivalent to Watson Microzide™ 12.5 mg capsules following
a single, oral 25 mg (2 x 12.5 mg) dose.

2. The dissolution data indicate that Mylan’s hydrochlorothiazide 12.5-mg

capsules and Watson Microzide™ 12.5 mg capsules had comparable
dissolution profiles and both met the USP dissolution specifications.

RECOMMENDATIONS:

1. The single dose bioequivalence studies conducted under fasting and fed conditions

~ on the test product, Mylan’s Hydrochlorothiazide 12.5-mg capsules, lot #
2E005N, comparing it to the reference product, Microzide™ 12.5 mg capsules, lot
# 827801 of Watson, have been found acceptable by the Division of
Bioequivalence. These studies demonstrated that Hydrochlorothiazide 12.5-mg
capsules, lot # 2EOO5N manufactured by Mylan are bioequivalent to the
reference listed drug, Microzide™ 12.5 mg capsules.
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2. The in vitro dissolution testing conducted by Mylan Pharmaceuticals Inc. on its
Hydrochlorothiazide 12.5-mg capsules, lot # 2E005N, and Microzide™ 12.5 mg
capsules, lot # 827801 of Watson, using FDA dissolution method, is acceptable.
The dissolution testing should be incorporated into the firm's manufacturing
controls and stability program. The dissolution testing should be conducted in
900 mL of 0.0IN Hydrochloric acid at 37°C using USP XXIII apparatus I
(basket) at 100 rpm. The test drug should meet the following specifications:

Not less than _.— )) of the labeled amount of the
Drug in the dosage form is dissolved in 30 minutes.

ey iy ‘.wyééa/\/\
Sikta Pradhan, Ph.D.

Division of Bioequivalence
Review Branch I

RD INITIALED YCHUANG | S /l " /e
FT INITIALED YCHUANG 1\/\+\ TR /29

ConcW %M Date;-e?Z?;/fii

Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence

s
cc: ANDA # 75-64052D.699 (original, duplicate), HFD-652 (Huang, Pradhan),
HFD-650 (Director), Drug File, Division File

Draft: SP/7-26-99/ V:\firmsam\Mylan\ltrs&rev\7564052D.599

APPEARS THIS WAy
ON ORIGINAL
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Mean Plasma Concenirations (ng/mb)

~ HYDROCHLOROTHIAZIDE (HCTZ—98103)
Total Dose: 25mg (2x12.5mg Capsules), Study Type: Fasting
Mean Hydrochlorothiazide Plasma Concentrations
N=27
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HYDROCHLOROTHIAZIDE (HCTZ—98104)

Total Dose: 25mg (2x12.5mg Capsules), Study Type: Fed
Mean Hydrochlorothiazide Plasma Concentrations
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ANDA APPROVAL SUMMARY
ANDA: 75-640
DRUG PRODUCT: Hydrochlorothiazide Capsules

FIRM: Mylan Pharmaceuticals Inc.

DOSAGE FORM: Capsules STRENGTH: 12.5 mg

CGMP: Statement/EIR Update Status:
EER is acceptable (OC recommendation, 9/02/99)

BIO: The bioequivalence studies was found to be acceptable by the
Division of Bioequivalence. (reviewed by S Pradhan,8/4/99) .

VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):

Method validation has not been completed by the Philadelphia
District Laboratories in Philadelphia, PA.

STABILITY: (Are containers used in study identical to those in

container section?)
The containers used in the stability study are identical to
those described in the container section.

LABELING:

Container, carton and insert labeling have been found
satisfactory (Labeling approval summary 11/24/99, reviewed
by J Barlow)

STERILIZATION VALIDATION (IF APPLICABLE):

Not applicable

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?):

The capsules (equivalent to =——" of the exhibit
batch (bio batch) of the Hydrochlorothiazide Capsules, 12.5
mg (lot#2E005N) were manufactured.

DMF ~ (Hydrochlorothiazide USP drug substance) was found
adequate (7/30/99, reviewed by LCT)

SIZE OF STABILITY BATCHES- (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?):

The exhibit batch (lot#2E005N) was the stability batch.



ANDA APPROVAL SUMMARY:75-640 Page 2

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME?:

The proposed production batch is ~—— ——capsules of the
Hydrochlorothiazide Capsules, 12.5 mg. The manufacturing
process will be the same as was used for the exhibit batch.

CHEMIST: Liang-Lii Huang, Ph.D.LLHusg EArE: January 6, 2000
SUPERVISOR: Paul Schwartz, Ph.D. DATE: January 6, 2000

APPEARS THIS WAY
GN ORIGINAL



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

75-640

CORRESPONDENCE



I\/IYLAN PHARMACEUTICALS INC

,_ . 781 Chestnut Ridge Road e P. O. Box 4310 « Morgantown, West Vlrgmlo 26504 4310 U.S.A. ¢ (304) 599-2595

JAN 5 2003

Office of Generic Drugs, CDER, FDA

Douglas L. Sporn, Director . .
Document Control Room TELEPHONE AMENDMENT
Metro Park North Il (CMC INFORMATION ENCLOSED)
7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: HYDROCHLORCTHIAZIDE CAPSULES, 12.5MG
ANDA #75-640
RESPONSE TO AGENCY TELEPHONE CALL OF JANUARY 5, 2000

Dear Mr. Sporn:

Reference is made to the pending abbreviated new drug application identified above and to a January 5,
2000 telephone conversation with Mr. Robert West of your Office with regard to re-evaluating the need to
include === in the application as a contract " “~———wesrne-

: was referenced in the original application as a potential contract sesescmsseaces
for the elemental analysis of drug substance intended for use as a house standard should the USP
reference standard be unavailable. It should be noted that it has not been necessary to utilize = ==scws
msammmmsesisad 0 support of this application. Therefore, Mylan has re-evaluated the need to include

- = as a contract =e=swowmaees  With this letter, Mylan hereby withdraws ="
s a contract “wsss=m=emanin support of ANDA 75-640.

Pursuant to 21 CFR 314.96(b), we certify that a true copy of this amendment, as submitted to the Office of
Generic Drugs, has been forwarded to the FDA'’s Baltimore District Office.

This correspondence is submitted in duplicate. Should you require additional information or have any
questions regarding this correspondence, please contact the undersigned at (304) 599-2595, ext. 6600 or
via facsimile at (304) 285-6407.
Sincerely,

Frank R. Sisto

Vice President

Regulatory Affairs

FRS/dn

Enclosures

G\PROJECT\ANDA\HCTZ-CAPSULESWITHDRAWAL-010500.D0C

Department—Fax Numbers Information Systems - (304) 285-6404 = = Buchasing (304) 598-5401
Accounting (304) 285-6403 Label Control (800) 848-0463 Quiality Controt (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 Research & Development (304) 285-6409
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing (304) 598-3232

Human Resources (304) 598-5406 Medical Unit (304) 598-5445



I\/IYLAN PHARMACEUTICALS INC

LT LT e TR LI e ST K3

j NOV 16 1999

[N

Office of Generic Drugs, CDER, FDA
Douglas L. Sporn, Director
Document Control Room

Metro Park Nort

7500 Standish Place, Room 150

hil

Rockville, MD 20855-2773

RE:

Dear Mr. Sporn:

Reference is made to the ANDA identified above, which is currently under review, and to the comments
from the Division of Bioequivaience pertaining to this application which were included in the Agency's

© 781 Chestnut Ridge Road ¢ P. O. Box 4310 « Morgantown, West Vlrgrnlo 26504 4310 U S.A.  (304) 599-2595

BIOEQUIVALENCE AMENDMENT

HYDROCHLOROTHIAZIDE CAPSULES, 12.5MG

ANDA #75-640

RESPONSE TO AGENCY CORRESPONDENCE DATED NOVEMBER 1, 1999

facsimile correspondence that was forwarded to Mylan on November 1, 1999. In response to the
November 1° correspondence from the Divisicn of Bioequivalence, '\/Iylan wishes to amend the application

as follows:

1. REGARDING BIOEQUIVALENCE ISSUES:

FDA COMMENT 1.

Department—Fax Numbers

Accounting
Administration
Business Development
Human Resources

questions at this time

You should incorporate the dissolution testing into your manufacturing controls
and stability program. The dissolution testing should be conducted in 900 mL of
0.01 N Hydrochloric acid at 37°C using USP XXIlI apparatus | (basket) at 100

The Division of Bioequivalence has completed its review and has no further

rpm. The test drug should meet the following specifications:

(304) 285-6403
(304) 599-7284
(304) 599-7284
(304) 598-5406

Not less thar — (Q) of the labeled amount of the Drug in the dosage

form is dissolved in 30 minutes.

Information Systems

Label Control

Legal Services
Maintenance & Engineering
Medical Unit

(304) 285-6404
(800) 848-0463
(304) 598-5408
(304) 598-5411
(304) 598-5445

Purchasing = °

Quality Control

Research & Development
Sales & Marketing

(304) 598-5401
(304) 598-5407
(304) 285-6409
(304) 598-3232



Douglas L. Sporn
Page 2 of 2

Please note that the bioequivalency comments provided in this
communication are preliminary. These comments are subject to revision
after review of the entire application, upon consideration of the chemistry,
manufacturing and controls, microbiology, labeling, or other scientific or
regulatory issues. Please be advised that these reviews may result in the
need for additional bioequivalency information and/or studies, or may result
in a conclusion that the proposed formulation is not approvable.

MYLAN RESPONSE: As requested, the dissolution testing for Hydrochlorothiazide Capsules,
12.5mg has already been incorporated into Mylan’s stability and quality
control programs. This testing was proposed in the original ANDA for the
above referenced product which was submitted on May 27, 1999,

It is acknowledged and understood that the bioequivalency comments
expressed in the correspondence dated November 1, 1999 are preliminary
and may be revised after review of the entire application. It is also
understood that the reviews may result in the need for additional
bioequivalency information and/or studies, or may result in a conclusion that
the proposed formulation is not approvable.

For your reference, a copy of the November 1, 1999 Agency correspondence is provided in
Attachment A. Responses to the chemistry comments contained in the November 1°
correspondence along with revised labeling, also requested in the Agency’s correspondence of
November 1, 1999, will be forwarded simultaneously in a separate amendment to this application.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 5699-2595, ext. 6600
or via facsimile at (304) 285-6407.

Sincerely,

Frank R. Sisto
Vice President
Regulatory Affairs

FRS/dn

Enclosures

G:\PROJECT\ANDA\HCTZ-CAPSULES\BIO-AGENCY-LETTER-DATED-110199.D0C



MYLAN PHARMACEUTICALS INC .

781 Chestnut Ridge Road e P. O. Box 4310  Morgantown, West Virginia 26504-4310 US.A. e (304) 599-2595

NOV 16 1999

Office of Generic Drugs, CDER, FDA
Douglas L. Sporn, Director
Document Control Room

Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

FACSIMILE AMENDMENT
(CMC AND LABELING INFORMATION ENCLOSED)

RE: HYDROCHLOROTHIAZIDE CAPSULES, 12.5MG
ANDA #75-640
RESPONSE TO AGENCY CORRESPONDENCE DATED NOVEMBER 1, 1999

Dear Mr. Sporn:

Reference is made to the Abbreviated New Drug Application identified above, which is currently
under review, and to the comments from the Agency pertaining to this application which were
provided to Mylan in a facsimile dated November 1, 1999. In response to the Agency's November 1
comments, Mylan wishes to amend this application as follows.

A. REGARDING CHEMISTRY ISSUES
FDA COMMENT 1. ' ' -
i
) O
MYLAN RESPONSE: [_, S
{
!
|

this component.

It is understood that the computation of the expiration dating period for this
drug product begins at the time the active ingredient is initially biended and
mixed, as currently recommended in the FDA’s stability guidelines.

FDA COMMENT 2. In the exhibit batch of the subject procduct, === of hydrochlorothiazide
(HCTZ) “eememmesmmws Wwas prepared (lot# R&D-1566). Only a small portion 6=,
the HCTZ “ssewsw==m—m\yas used for the manufacture of the HCFZ capsules;
{lot# 2EOOBN). Please reconcile the difference. .

G:\PROJECT\ANDA\HCTZ-CAPSULES\AGENCY-LETTER-DATED-110199.DOC : AR
Department—Fax Numbers Information Systems (304) 285-6404 Purchasing ' (304):598:$401
Accounting (304) 285-6403 Labet Control (800) 848-0463 Quality Control o (304)'—'56_d' 07
Administcation (304) 599-7284 Legal Services (304) 598-5408 Research & Development (304) 288-6409
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sates & Marketing ,-(3021)?;398-3232

Human Resources (304) 598-5406 Medical Unit (304) 598-5445
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Douglas L. Sporn
Page 4 of 5

FDA COMMENT 2.

MYLAN RESPONSE:

FDA COMMENT 3.

MYLAN RESPONSE:

The FDA district office will be performing method validation on the finished
drug product. Please submit samples promptly when so requested.

Method validation samples were requested by FDA on November 4, 1999.
Samples were submitted to the FDA Laboratory, Philadelphia Branch on
November 10, 1999.

Please provide all available long-term stability data.

As requested, provided in Attachment | is the current room temperature
stability data through nine months for Mylan’s Hydrochlorothiazide Capsuies,
12.5mg (lot 2EO05N). The specifications listed on the stability data sheets
have been revised to incorporate the changes within this amendment.

C. REGARDING LABELING ISSUES

MYLAN RESPONSE:

Attachment M contains twelve (12) copies of the following final printed
bottle labels and outsert for Hydrochlorothiazide Capsules, 12.5mg:

BOTTLE LABELS

Code RMO810A - Bottles of 100 Capsules
Code RM0O810B - Bottles of 500 Capsules

OUTSERT
Code HCTZ:R1, Revised November 1999

A copy of the Agency’s November 1, 1999 correspondence is provided in
Attachment J for the reviewer’s convenience.

Although no changes were made to the labeling pursuant to the Agency's
comment, Mylan did make minor editorial changes in the labeling. These
revisions are described in the side-by-side comparison of the bottle Iabeling
in Attachment K and in the side-by-side comparison of the outsert in
Attachment L. It is noted that prior to approval of this application, the
Agency reserves the right to request further changes in the Mylan labeling
based upon the changes in the approved labeling of the listed drug or upon
further review of the application.

G:\PROJECT\ANDA\HCTZ-CAPSULES\AGENCY-LETTER-DATED-110189.DOC



Douglas L. Sporn
Page 5 of 5

Pursuant to 21 CFR 314.96(b), we certify that a true copy of this amendment, as submitted to the
Office of Generic Drugs, has been forwarded to the FDA's Baltimore District Office.

This amendment is submitted in duplicate. Should you require additional information or have any
questions regarding this amendment, please contact the undersigned at (304) 599-2595, ext. 6600

or via facsimile at (304) 285-6407. :
Frank R. Sisto

Regulatory Affairs

Sincerely,

FRS/dn

Enclosures

APPEARS THIS WAY
ON ORIGINAL

G:\PROJECT\ANDA\HCTZ-CAPSULES\AGENCY-LETTER-DATED-110199.DOC



MYLAN PHARMACEUTICALS INC

781' VC-:“hes‘rnu‘r Ridge Road ¢ P. O. Box 4310 Morgantown, West Virginia 26504-4310 U.S.A. e (304) 599-2595

MAY 27 1999

g
ELECTRONIC DATA ENCLOSED s St/
BIOEQUIVALENCE DATA ENCLOSED |
g ;/ 79

Office of Generic Drugs, CDER, FDA
Douglas L. Sporn Director
Document Control Room

Metro Park North Il

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: HYDROCHLOROTHIAZIDE CAPSULES, 12.5MG
Dear Mr. Sporn:

Pursuant to section 505(j) of the Federal Food, Drug and Cosmetic Act and 21 CFR 314.92 and 314.94,
we submit the enclosed abbreviated new drug application for:
Proprietary Name: None
Established Name: Hydrochlorothiazide Capsules
This application consists of a total of 15 volumes.
Archival Copy - 6 volumes.
Review Copy - 7 volumes.
Technical Section For Chemistry - 2 volumes.
Technical Section For Pharmacokinetics - 5 volumes.
Analytical Methods - 2 extra copies; 1 volume each.
NOTE: The Technical Section for Pharmacokinetics of the review copy and the archival copy each
contain a set of data diskettes for the bioequivalence studies conducted in support of this
application. In addition, the diskettes providing the Bioequivalence Electronic Submission ESD
(BA/BE) EVA will be forwarded to the Agency within the 30 day grace period.

This application provides for the manufacture of Hydrochlorothiazide Capsules, 12.5mg. Mylan
Pharmaceuticals Inc., 781 Chestnut Ridge Road, Morgantown, WV 26505-2730, performs all operations in the
manufacture, packaging, and labeling of the drug product.

It should be noted that this Abbreviated New Drug Application has been organized according
Agency’s February 1999 Guidance for Industry - ‘Organization of an ANDA'. Pursuant to $His
Mylan commits to resolve any issues identified in the methods validation process after

% griidanice;

plj p’\/‘ al. SCAN

G:‘\PROJECT\ANDA\HCTZ-CapsuleS\SECTIONS—OlTHRU07.doc

Department—Fax Numbers Information Systems (304) 285-6404 Purchasing
Accounting (304) 285-6403 Label Control (800) 8480463 Quality Control (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 Research & Development (304) 285-6409

Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing (304) 598-3232
Hurnan Resources (304) 598-5400 Medical Unit (304) 598-5445



Douglas L. Sporn
Page 2 of 2

As required by 21 CFR 314.94(d)(5) we certify that a true copy of the technical sections of this application,
as submitted to the Office of Generic Drugs, has been forwarded to the FDA's Baltimore District Office.
The following Table of Contents and Reader's Guide detail the documentation submitted in support of this
application.

All correspondence regarding this application should be directed to the attention of the undersigned at
Mylan Pharmaceuticals Inc., P.O. Box 4310, 781 Chestnut Ridge Road, Morgantown WV, 26504-4310.
Telephone and facsimile inquiries may also be directed to the undersigned at telephone number (304)
599-2595, extension 6600 and/or facsimile number (304) 285-6407.

Sincerely,

Wt bl o]

Frank R. Sisto
Vice President
Regulatory Affairs

FRS/Ir

'5:\PROJECT\ANDA\HCTZ-Capsu|es\SECTIONS-01THRUO7.doc





