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Able Laboratories, Inc.
Attention: 1Iva Klemick

6 Hollywood Court, CN 1013
South Plainfield, NJ 07080-4295

Dear Madam:

This is in reference to your abbreviated new drug application

(ANDA) dated September 26, 2002, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),

for Metronidazole Capsules, 375 mg.

Reference is also made to your amendments dated March 19,
March 28, May 12, May 13, and May 20, 2003.

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 Biocequivalence has
determined your Metronidazole Capsules, 375 mg, to be
bioequivalent and, therefore, therapeutically equivalent to the
listed drug_(Flagyl® 375 Capsules, of G.D. Searle LLC). 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 request 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  final printed
labeling to the Division of Drug Marketing, Advertising, and
Communications (HFD-40). Please do not use Form FDA 2253
(Transmittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for this initial submission.

We call your afEention to 21 CFR 314.81(b) (3) which reguires
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
FDA 2253 at the time of their initial use. ’

Sincerely yours,

77 [t

Gary Buehler
Director Uﬂ3A7§ '

Office of Generic Drugs »
Center for Drug Evaluation and Research
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Final Outsert #10 ‘

Mt fRONIDAZOLE CAPSULES. :
375 mg
Rx Only

WARNING
Metronidazole has been shown fo be carcinogenic in mice and rats. (See PRECAUTIONS).
Unnecessary use of the drug should be avoided. Its use should be reserved for the conditions
described in the INDICATIONS AND USAGE section below.

DESCAIPTION
Metronidazole is an oral synthetic antiprotozoal and antibacterial agent, 2-Methyl-5-nitroimidazole-1-
ethanol, which has the following structural formula:

CH,CH,0H

OaN NY
CgHgN303 LlN MW.=171.15

Metronidazole capsules, for oral administration, 375 mg of idazole USP. Inactive
ingredients include: corn starch, and magnesium stearate. In addition. the capsule contains: aleohol,
black iron oxide, D&C Red # 33. D&C Yellow # 10, FD&C Blue # 1, FD&C Blue # 2, FD&C Red # 40,
gelatin, pharmaceutical glaze, propylene glycol and titanium dioxide.

CLINICAL PHARMACOLOGY
Disposition of metronidazele in the body is similar for both oral and intravenous dosage forms, with
an average elimination half-life in healthy humans of 8 hours.

The maijor route of elimination of metronidazole and its metabolites is via the urine (60% to B0% of
the dose), with fecal excretion accounting for 6% to 15% of the dose. The metabolites that appear in
the urine result primarily from side-chain oxidation {1-(f-hydroxyethy!}-2-hydroxymethyl-5-nitroim-
idazole and 2-methyl-5-nitroimidazole-1-yl-acetic acid] and glucuronide conjugation, with unchanged
metronidazoie accounting for approxlmately 20% of the total. Renal clearance of metronidazole is
approximately 10 mL/min/1.73 m2.

Metronidazole is the major component appearing in the plasma, with lesser quantities of the 2-hydroxy-
methyl metabolite also being present. Less than 20% of the circulating metronidazole is bound to
plasma proteins. Both the parent compound and the metabolite possess in vitro bactericidal activity
against most strains of anaerobic bacteria and /n vitro trichomonacidal activity.

Metronidazole appears in cerebrospinal fluid, saliva, and human milk in concentrations similar to
those found in plasma. Bactericidal concentrations of metronidazole have also been detected in pus
from hepatic abscesses.

Metronidazole capsules. 375 mg have been shown to have a rate and extent of absorption similar to
metronidazole tablets and were bioequivalent at an equal single dose of 750 mg. In a study conducted
with 23 adult, healthy, female’volunteers, oral administration of two 375-mg metronidazole capsules
under fasted conditions produced a mean (= 1 SD) peak plasma concentration (Cmay) of 21.4 (£ 2.8}
mcg/mL with a mean Tnay of 1.6 (£ 0.7) hours and a mean area under the plasma concentration-time
curve (AUC) of 223 {+ 44) mcgehr/mL. In the same study. three 250-mg metronidazole tablets
produced 2 mean Cmayx 0f 20.4 (« 3.8) mcg/mL with 2 mean Tmay of 1.4 (0.4} hours and a mean
AUC of 218 (+ 50) megehr/mL.

Administration of metronidazole capsules, 379 mg with food does not affect the extent of absorption
of metronidazole; however, the presence of food results in a fower Crnax and a delayed Timax compared
to fasted conditions. !n a study of 14 healthy, adult, female volunteers, administration of metronidazole
capsules, 375 mg under fasting conditions produced a mean Cmay 0f 10.9 (+ 1.5) mcg/mL, a mean
Tmax 0f 1.5 (£ 1.4) hours. and a mean AUC of 110 {& 34) megehr/mL compared to a mean Cpyax 0f 8.6
(£ 1.6) mcg/mt, a mean Tmax of 4.2 (£ 1.7} hours, and a mean AUC of 99 (+ 14) mcg-hr/mL under fed
conditions.

Decieased ignal funchon Goas not alter the singie-dose pharmacuikinetics of metronitazeie. rowever,
plasma clearance of metronidazole is decreased in patients with decreased liver function.

Microbiology:

Metronidazole exerts antimicrobial effects in an anaerobic environment by the following possible
mechanism: Once metronidazole enters the organism, the drug is reduced by intracellular electron
transport proteins. Because of this alteration to the metronidazole molecule, a concentration gradient
is maintained which promotes the drug’s i rt. Pi y. free radicals are formed
which, in tum, react with cellular components reselting in death of the mlcroorgamsm

Metronidazole has been shown to be active against most strains of the following microorganisms both
in vitro and in clinical infections as described in the INDICATIONS AND USAGE section.

Gram-positive anaerohes:
Clostridium species
Eubacterium species
Peplococcus niger
Peptostreptococcus species

Gram-negative anaerobes:
Bacteroides fragifis group (8. fragilis, B.
Fusobacterium species

Protozoal parasiles:
Entamoeba histolytica
Trichomonas vaginalis

The following in vitro data are available, but their clinical signifi
Metronidazole exhibits in vitro minimal inhibitory concenlrauons (MIC s) ot 8 mcg/mL or less against
mast {2 90%) strains of the ing microorgani , the safety and effectiveness of
metronidazole in treating clinical infections due to these mlcroorgamsms have not been established in
adequate and well-controlled clinical trials.

Gram-negative anaerobes:
Bacteroides fragilis group (8. caccae, 8. uniformis)
Prevotella species (P, bivia, P, buccae, P. disiens)

Metronidazole is active against most obligate anaerobes, but does not possess any clinically relevant
activity against facultative anaerobes or obligate aerobes.

Susceplibility Tests:

Difution lechniques:

Quantitative methods that are used to determine minimum inhibitory concentrations provide repro-
ducible estimates of the susceptibility of bacteria to antimicrobial compounds. For anaerobic bacteria,
the susceptibility to metronidazole can be determined by the reference agar dilution method or by
alternate standardized test methods!. The MIC values obtained should be interpreted according to the
following criteria:

is, B. avatus, B. i icron, B. )
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Mic (mcg/mL) Interpretation
Susceptible (S)
16 Intermediate (1)
232 Resistant (R)
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far protozoal parasites: Standardized tests do not exist for use in clinical microbiology laboratories.

A repon of “Susceptible” indicates that the pathogen is likely to be inhibited by usually achievable con-
[ of the antimicrobial d in the blood. A report of “Intermediate” indicates that the
resuit should be considered equivocal. ang, if the micrcarganism is not fully susceptible to altemnative,
clinically feasible drugs, the test shoutd be repeated. This category implies possibfe clinical applicability
in body sites where the drug is physiologically concentrated or in situations where high dosage of
drug can be used. This category also provides a buffer zone which prevents smail uncontrolled technical
factors from causing major discrepancies in interpretation. A report of “Resistant” indicates that
usually achievable concentrations of the antimicrobial compound in the blood are uniikely to be
inhibitory and other therapy should be selected.

Standardized susceptibility test procedures require the use of laboratory control microorganisms that
are used to control the technical aspects of the laboratory procedures. Standard metronidazole
powder should provide the foliowing MIC values:

Microorganism MIC {(mcg/mL)
Bacteroides Tragilis

ATCC 25285 02510
Bacteroides thelaiplaomicron

ATGC 29741 0.5-2.0
INDICATIONS AND USAGE

Tr is. Metronidazoie capsules. 375 mg are indicated for the treatment of
symplomanc trichomoniasis in females and males when the presence of the trichomonad has been

confirmed by appropriate faboratory procedures (wet smears and/or cultures).

A ic Trich iasis. Metronidazole capsules, 375 mg are indicated in the treatment of
asymptomahc females when the organism is associated with endocervicitis. cervicitis, or cervicat
erosion. Since there is evidence that presence of the trichomonad can interfere with accurate
assessment of abnormal cytological smears, additional smears should be performed after eradication
of the parasite.

Treatment of Asymptomatic Consorts. T vaginalis infection is a venereal disease. Therefore, asymp-
tomatic sexual partners of treated patients should be treated simuitaneously if the organism has been
found to be present. in order to prevent reinfection of the partner. The decision as to whether to treat
an asymptomatic male partner who has a neQative culture or one for whom no culture has been
attempted is an individual ane. In making this decision, it shouid be noted that there is evidence that a
woman may become reinfected if her consort is not treated. Also, since there can be considerable dif-
ficulty in isolating the organism from the asymptomatic male carrier, negative smears and cultures
cannot be relied upon in this regard. In any event, the consort should be treated with metronidazole in
cases of reinfection.

Amebiasis. Metronidazole capsules, 375 mg are indicated in the treatment of acute intestinal amebiasis
(amebic dysentery) and amebic liver abscess.

In amebic fiver abscess, metronidazole therapy does not obviate the need for aspiration or drainage of
pus.

Anaerobic Bacterial Infections. Metronidazole capsules, 375 mg are indicated in the treatment of
serious infections caused by susceptible anaerobic bacteria. indicated surgical procedures shouid be
performed in conjunction with metronidazole therapy. In a mixed aerobic and anaerobic infection,
antimicrobials appropriate for the treatment of the aerobic infection should be used in addition to
metronidazole capsules, 375 mg.

In the treatment of most serious anaerobic infections. intravenous metronidazole is usually administered
initially. This may be followed by oral therapy with metronidazole capsule, 375 mg at the discretion of
the physician.

INTRA-ABDOMINAL INFECTIONS, including peritonitis, intra-abdominal abscess. and liver abscess,
Cause; Bacleroides species including the B. fragilis group (B. fragilis, B. distasonis, 8. ovatus, B.
thet. icren, B. vulga!us), Clostridium <pecies, Eubacterium species, Peptococcus niger, or
Pe ogtreplococcus species.

D SKIN STRUCTURE INFECTIONS caused by Bacteroides species mcludnng the B. Iraglhs
Clostndmm species, Pep niger, Peptostr species, or fi fum
s :

NECOLOGIC INFECTIONS, including endometritis, endomyometritis, tubo-ovarian abscess, and

ngstsurgical vaginal cuff infection, caused by Bacleroides species including the 8. fragilis group,

tostridium species, Pep niger; of Pep Species.

BACTERIAL SEPTIGEMIA caused by Bacteroiges species ihcluding the B. fragifis group or Clostridium
species.

BONE AND JOINT INFECTIONS (as adjunctive therapy) caused by Bacteroides species including the 8.
fragilis group.

CENTRAL NERVOUS SYSTEM (CNS) INFECTIONS, including meningitis and brain abscess, caused by
Bacteroides species including the 8. fragilis group.

LOWER RESPIRATORY TRACT INFECTIONS, including pneumonia, empyema, and tung abscess,
caused by Bacteroides species including the B. fragilis group.

ENDOCARDITIS caused by Bacteroides species including the B. fragilis group.

CONTRAINDICATIONS
Metronidazole capsules, 375 mg are contraindicated in patients with a prior history of hypersensitivity
to metronidazole or other nitroimidazole derivatives.

In patients with trichomeniasis. metronidazole capsules, 375 mg are contraindicated during the first
trimester of pregnancy (see PRECAUTIONS).

WARNINGS

Convulsive seizures and peripheral neuropathy: Convulsive seizures and peripheral neuropathy, the

latter characterized mainly by numbness or paresthesia of an extremity, have been reported in patients
treated with metronidazole. The appearance of abnormal neurologic signs demands the prompt dis-
continuation of metronidazole therapy. Metronidazole should be administered with caution to patients
with central nervous system diseases.

PRECAUTIONS

General: Patients with severe hepatic disease metabolize metronidazole slowly, with resultant
accumufation of metronidazole and its metabolites in the plasma. Accordingly, for such patients, doses
below those usually recommended shouid be administered cautiously. Known or previously unrec-
ognized candidiasis may present more prominent symptoms during therapy with metronidazole and
requires treatment with a candidacidal agent.

tnformation for Patients: Alcoholic beverages should be avoided while taking metronidazole cap-
sules, 375 mg and for at feast three days afterward (see Drug Interactions).

Latoratory Tests: Metronidazole is a nitroimidazole and should be used with caution in patients with
evidence of or history of blood dyscrasia. A mild teuky as been observed during its adminis-
tration; however, no persistent hematologic abnormgifie; hutable to metronidazole have been
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observed in clinical studies. Total and differential leukocyte counts are recommended before and ater
therapy for trichomoniasis and amebiasis, especially if a second course of therapy is necessary, and
before and after therapy for anaerobic infections.

Drug Interactions: Metronidazole has been reported to poikntiate the anticoagulant effect of warfarin
and other oral coumarin anticoagulants, resulting in a prolongation of prothrombin time. This possible
drug interaction should be considered when metronidazole is prescribed for patients on this type of
anticoagulant therapy.

The simultaneous administration of drugs that induce microsomal liver enzymes, such as phenytoin or
phenobarbital, may accelerate the elimination of metronidazole, resulting in reduced plasma levels;
impaired clearance of phenytoin has also been reposted.

The simultaneous administration of drugs that decrease microsomal fiver enzyme activity, such as
cimetidine, may prolong the half-life and decrease plasma clearance of metronidazole. In patients sta-
bilized on relatively high doses of lithium, shert-term metronidazofe therapy has been associated with
elevation of serum fithium and, in a few cases, signs of fithium toxicity. Serum lithium and serum crea-
tinine levels should be obtained several days alter beginning metronidazole to detect any increase that
may precede clinical symp of lithium intoxication.

Alcoholic beverages should not be consumed during metronidazole therapy and for at least three days
afterward because abdominal cramps, nausea, vomiting, headaches and flushing may occur.

Psychotic reactions have been reported in alcoholic patients who are using metronidazole and disulfi-
ram concurrently. Metronidazole should not be given to patients who have taken disulfiram within the
last 2 weeks.

Brug/Laboratory Tesl Interaclions: Metronidazole may interfere with certain types of determinations
of serum chemistry values, such as aspartate aminolransferase {AST, SGOT), alanine aminotrans-
ferase (ALT, SGPT), lactate dehydrogenase {LDH), triglycerides, and hexokinase glucose. Values of
zero may be observed. All of the assays in which interference has been reported involve enzymatic
coupling of the assay to oxidation-reduction of nicotinamide adenine dinucleotide (NAD* &2 NADH).
Interference is due to the similarity in absorbance peaks of NADH (340 nm) and metronidazole (322
nm) at pH 7.

Carcinagenesis, Mulagenesis, Impairment of Fertility: Metronidazole has shown evidence of car-
cinogenic activity in a number of studies invelving chronic, oral administration in mice and rats, but
similar studies in the hamster gave negative results.

Prominent among the effects in the mouse was the pr ion of pulmonary t igenesis. This has
been observed in all six reported studies in that species, including one study in which the animals
were dosed on an intermittent schedule (administration during every fourth week only). At very high
dose levels (approximately 1500 mg/m2 which is approximately 3 times the mest frequently recom-
mended dose for a 50 kg adult based on mg/m?) there was a statistically significant increase in the
incidence of malignant liver tumors in males. Also. the published results of one of the mouse studies
indicate an increase in thg incidence of malignant fymphomas as well as pulmonary neoplasms asso-
ciated with lifetime feeding of the drug. All these effects are statistically significant.

Several long-term, oral-dosing studies in the rat have been completed. There were statistically signifi-
cant increases in the incidence of various neoplasms, particularly in mammary and hepatic tumors,
among female rats administered metronidazole over those noted in the concurrent female control
groups.

Two lifetime tumorigenicity studies in hamsters have been performed and reported to be negative.

Metronidazole has shown mutagenic activity in a number of in vitro assay systems. /n vivo studies
have failed to demonstrate a potential for genetic damage.

heddaci’e, anorexia, and occq;ionally vomiting; diarrhea; epigastric gistress: ahd abdominal cramping.
Constipation has also been reported. .

A sharp, unpleasant metallic taste is not unusual. Furry tongue, glossitis, and stomatitis have
occurred; these may be associated with a sudden overgrowth of Candida which may occur during
therapy. Rare cases of pancreatitis, which generally abated on withdrawal of the drug, have been
teported. .

Hematopoietic: Reversible neutropenia (leukopenia); rarely, reversible thrombocytopenia,
Cardiovascular: Flattening of the T-wave may be seen in electrocardiographic tracings.

Hy itivity: Urticaria, eryth rash, flushing, nasal congestion, dryness of the mouth (or
vagina or vuiva), and fever.

Renal: Dysuria, cystitis, polyuria, incontinence, and a sense of pefvic pressure. Instances of darkened
urine have been reported by approximately one patient in 100,000. Although the pigment which is
probably responsible for this phenomenon has not been positively identified, it is almost certainly a
metaboiite of metronidazole and seems to have no clinical significance.

Other: Proliferation of Candida in the vagina, dyspareunia, decrease of libido, proctitis. and fleeting
joint pains i f ing “serum sickness.” if patients receiving metronidazole drink alcohotic
beverages, they may experience abdominal distress, nausea, vomiting, flushing, or headache. A modi-
fication of the taste of alcoholic beverages has also been reported.

Patients with Grohn's disease are known to have an increased incidence of gastrointestinal and certain
extraintestinal cancers. There have been some reports in the medical literature of breast and colon
cancer in Crohn's disease patients who have been treated with metronidazole at high doses for extend-
ed periods of time. A cause and effect refationship has not been established. Grohn's disease is not an
approved indication for metronidazole capsuies. 375 mg.

OVERDOSAGE
Single oral doses of metronidazole, up to 15 g, have been reported in suicide attempts and acciden-
tal overdoses. Symptoms reported include nausea, vomiting, and ataxia.

Oral metronidazole has been studied as a radiation sensitizer in the treatment of malignant tumors.
Neurotoxic effects, inciuding seizures and peripheral neuropathy, have been reported after 5 to 7 days
of doses of 6 to 10.4 g every other day.

Treatment: There is no specific antidote for melronidazole overdose: therelore, management of the
patient should consist of symptomatic and supportive therapy.

DOSAGE AND ADMINISTRATION
In elderly patients, the pharmacokinetics of metronidazole may be altered, and, therefore, monitoring
of serum levels may be necessary to adjust the metronidazole dosage accordingly. .

Trichemoniasis:
In the Female;
Seven-day course of treatment — 375 mg two times daily for seven consecutive days.

A seven-day course of treatment may minimize reinfection by protecting the patient long enough for
the sexual contacts to obtain treatment. Pregnant patients should not be treated during the first
trimester (see CONTRAINDICATIONS and PRECAUTIONS).

When repeat courses of the drug are required, it is reccommended that an interval of four to six weeks
elapse between courses and that the presence of the trichomonad be reconfirmed by appropriate labo-
ratory measures. Total and differential leukocyte counts should be made before and after re-treat-
ments.

in the Male: Treatment should be individualized as for the female.

Amebi

Fertility studies have been performed in mice at doses up to six times the i ec led
fiuman dose based on mg/m2 and have revealed no evidence of impaired fertility.

Pregnancy: . !

Teratogenic Effecis: Pregnancy Category 5. idazol2 crosses the pi tal barcier and enters ihe

fetal circufation rapidly. Reproduction studies have been performed in rats at doses up to five times
the human dose and have revealed no evidence of impaired fertility or harm to the fetus due to
metronidazole. No fetotoxicity was observed when metronidazole was administered orally to pregnant
mice at 60 mg/me/day. which is approximately 10% of the human dose when expressed as mg/mz2,
However, in a single small study where the drug was administered intraperitoneally, some intrauterine
deaths were observed. The relationship of these findings to the drug is unknown. There are, however,
no adequate and well-controtied studies in pregnant women. Because animal reproduction studies are
not always predictive of human response, and because metronidazole is a carcinogen in rodents, this
drug should be used during pregnancy only if clearly needed (see CONTRAINDICATIONS).

Metronidazole use in the second and third trimesters of pregnancy should be restricted to those
patients in whom alternative treatment has been inadequate. Use of metronidazole in the first
trimester should be carefully evaluated because metronidazole crosses the placental barrier and its
effects on human fetal organogenesis are not known (see above).

Nursing Mothers: Because of the potential for tumorigenicity shown for metronidazole in mouse and
rat studies, a decision should be made whether to discontinue nursing or to discontinue the drug,
taking inte account the importance of the drug to the mother. Metronidazole is secreted in human
milk in concentrations similar Lo those found in plasma.

Geriatric Use: No overall differences have been reported in safety and effectiveness between
youngers and older individuals, but greater sensitivity of some older individuals cannot be ruled out.
Systemic exposure to the active metabolite, 2-hydroxymethyl metronidazole, is higher in the elderly.

Metronidazole is known to be substantially excreted by the kidney, and the risk of toxic reactions to
this drug may be greater in patients with impaired renat function. Aithough decreased renal func-
tion does not alter the single dose pharmacokinetics of metronidazole, because efderly patients are
more likely to have decreased renal function, care should be taken in dose selection, and it may be
useful to monitor renal function.

Plasma clearance of metfonidazole is decreased in patients with decreased liver function.
Therefore, in elderly patients_ monitaring of serum levels may be necessary to adjust the metronida-
20le dose accordingly.

Pediatric Use: Safety and effectiveness in pediatric patients have not been estéblished, except in the
treatment of amebiasis.

ADVERSE REACTIONS
The following reactions have also been reported during treatment with metronidazole.

Central Nervous System: Two serious adverse reactions reported in patients treated with metroni-
dazole have been convulsive seizures and peripheral neuropathy, the latter characterized mainly by
numbness or paresthesia of an extremity. Since persistent peripheral neuropathy has been reported in
some patients receiving p ged administration of metronidazole, patients should be specifically
warned about these reactions and should be told to stop the drug and report immediately to their
physicians if any neurologic symptoms occur. In addition, patients have reported dizziness, vertigo,
incoordination, ataxia, confusion, irritability, depression, and insomnia (See WARNINGS).

Gastrointestinal: The most common adverse reactions reported have been referable to the gastro-
intestinal tract. particularly nausea reported by about 12% of patients, sometimes accompanied by

Adults:
For acute intestinal amebiasis (acute amebic dysentery): 750 mg orally three times daily for 5 to 10
days.

For amebic liver abscess: 750 mg orally three times daily for 5 to 10 days.
Pedialric Patients: 35 to 50 mg/kg/24 hours, divided into three doses, orally for 10 days.

A ic Bacteriat It the treatment of most serious anaerobic infections. intravenous
metronidazole is usually administered initially.

The usual adult oral dosage is 7.5 mg/kg every 6 hours. A maximum of 4 g should not be exceeded
during a 24-hour period.

The usual duration of therapy is 7 to 10 days; however, infections of the bone and joint, lower respira-
tory tract, and endocardium may require fonger treatment.

Patients with severe hepatic diséase metabolize metronidazole slowly, with resultant accumulation of
metronidazole and its metabolites in the plasma. Accordingly, for such patients, doses below those
usually recommended should be administered cautiously. Close monitoring of plasma metronidazole
levels2 and toxicity is recommended.

The dose of metronidazole shoutd not be specifically reduced in anuric patients because accumulated
metabolites may be rapidly removed by dialysis.
HOW SUPPLIED

Metronidazole capsules, 375 mg are supplied as: 375 mg capsules. off white to light yellow powder
filled in #1 capsules. opaque vellow cap imprinted “A™ and opaque grey body imprinted “353" in black

.ink and are available as the following:

Bottles of 30

Bottles of 50

Bottles of 100

Bottles of 500

Bottles of 1000

Stare at controtled room temperature 15° - 30°C (59° - 86°F). {See USP].
Protect from light.

Dispense in a tight, well-closed, Iighl-reéislant container as defined in the USP, with a child-resistant
closure {as required).

REFERENCES

1. National Committee for Clinical Laboratory Standards, Methods for Antimicrobial Susceptibility
Testing of Anaerobic Bacteria — Third Edition. Approved Standard NCCLS Document M11-A3, Vol. 13,
No. 26, NCCLS, Villanova; PA, December, 1993.

2. Ralph ED, Kirby WMM. Bioassay of metronidazole with either anaerobic or aerobic incubation. J,
Infect. Dis. 1975; 132(Nov): 587-591 or Gulaid et al. Determination of metronidazole and its major
metabolites in biological fluids by high pressure liquid chromatography. 8r J. Ciin. Pharmacol. 1978;
6:430-432.

Manufactured by:

ABLE LABORATORIES, INC.

6 Hollywood Court, CN 1013 .-
South Plainfield, NJ 07080-4295

Manufacturer's Code 53265
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-505

LABELING REVIEW(S)




-~ REVIEW OF PROFESSIONAL LABELING -
DIVISION OF LABELING AND PROGRAM SUPPORT
' LABELING REVIEW BRANCH

ANDA Number: 76,505
Date of Submission: September 26, 2002 (Original Submission)
Applicant's Name: - ‘Ablé Laboratories, Inc.

Established Name:  Metronidazole Capsules, 375 mg

Labeling Deficiencies:

1. CONTAINER (Bottles of 30, 50, 100, 500 and 1000) - - T TS

We encourage you to add “Protect from light.” to the storage 'statement.‘

2. INSERT ' = RN .
a. DESCRIPTION- "Metronidazole capsules, for oral administration, contains...” [insert comma].
b. CLINICAL PHARMACOLOGY, sixth paragraph, second sentence- “...Ciax Of 8.6 (£1.6)..."

c. PRECAUTIONS, Drug Interactions, second paragraph- "...phenytoin has also been reported.”
d. HOW SUPPLIED-refer to comment 1. ' o '

Please revise your labels and labeling, as instructed above, and submit 12 copies of final printed labels ‘

- and labeling.

Prior to ap’provai, it may be neceséary to revise your Iabéiing subsequen’f to 'apprbved ,ch'ang'e's fépr the o
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily

. or weekly updates of new documents posted on the CDER web site at the following address -

. ’/’? ’

.

hAp://www.fda.q’ov/cder/cdernew/l'istserv.html

To facilitate review of your next'sdbmission,'and in accordance with 21 {CFR'314.94(a)‘(8.)'(i5v)7,"pléasé ".

,_, provide a side-by-side comiparison of your proposed labeling with your last submission with all differences.

"annotated and explained.

‘ A ./%’Q :
Wm. PetefRickman

. vy ' '
Direct rr/
D%- of Labeling and Program S

Office of Generic Drugs .
(‘T,gnter for Drug Evaluation and Research




REVIEW OF PROFESSIONAL LABELING CHECK LIST 3

Established Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured. USP 24 - X

Is this name different than that used in the Orange Book? X

If not USP, has the product name been proposed in the PF?

i3

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds or looks like another . X
name? USAN stem present? Prefix or Suffix present? . )

Has the name been forwarded to the Labeling and Nomenclature Committee? if so, what were the ) X
recommendations? If the name was unacceptable, has the firm been notified?

Packaging .

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a o 1 R S
CRC. K U

Does the package proposed have any safety and/or regulatory concerns? . - N - X

If IV product packaged in syringe, could there be adverse patient outcome if given by direct IV injection? } X

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaglng X
configuration? :

Is the strength and/or concentration of the product unsupported by the insert labeling? X

Is the color of the container {i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect? X

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might X
require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name shoutd be the most prominent information
on the label).

Has applicant failed to clearly differentiate multiple product strengths? X

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines)

Labeling(continued)

Does RLD make special differentiation for this label? (i.e., Pediatnc strength vs Adult; Oral Solution vs Concentrate
Waming Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labelung” Is "Jointly X
Manufactured by...", statement needed? ; . o

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? - X .
Has the firm failed to adequately support compatibility or stability claims which appear in the insert Iabehng? Note: X .

Chemist should confirm the data has been adequately supported.

Sconng: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

x| x| x| x| >| x| x| x};

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)-

USP Issues: (FTR: List USP/NDA/ANDA dispensing/starage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendatlons? If so, are the recommendatlons
supported and is the difference acceptable?

Because of proposed packaging configuration or for. anlx other reason, does this applicant meelTail o meet all of the X
unprotected conditions _of use of referenced by the RLD?

Does USP have labeling recommendations? If any, does ANDA meet them? X




Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? - 1 X

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used. X
However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date

study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY Jbeen modified? If so, briefly detail where/why. X
Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification X

of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.

NOTES/QUESTIONS TO THE CHEMIST:

FOR THE RECORD: **FIRST GENERIC**

1.

2.

MODEL LABELING - Th|s review is based on the labeling of Flagyl® Capsules by Searle (NDA #020334 revused
2/25/95; approved May 3, 1995; AR 9/27/95). NDA 20-334/S-001 that provides for the addition of a
"Geriatric Use" subsection is pending as of March 3, 2003.

Drug substance is USP and Drug product is non-USP.

PATENTS AND EXCLUSIVITIES

Patent Data For NDA 20-334

"Patent No. | Patent Expiration éjos:e ‘ Description How Filed - Labeling Impact
There are no unexpired patents for ' _ 7 )
None - None None | this product in the Orange Book N/A : None
Database.

Exclusivity Data For NDA 20-334

Code/sup

T TUse| Descripton HowFled] e moac
Expiration Code ‘ il

There are no unexplred exclusivities NA | None

The firm's statements are accurate [Vol. B1.1, Pg. 21 & 26]

3.

MANUFACTURING FACILITY (Vol. B1 -2, pg. 3539)
Able Laboratories, inc.,

6 Hollywood Court

CN 1013

South Plainfield, NJ 07080-4295

STORAGE CONDITIONS '
NDA - Store at controlled room temperature 15°C-30°C (59° F 86°F)
ANDA - Store at controlled room temperature - 15°C and 30°C (59° F and 86°F)(see
USP) '
The RLD insert storage statement for the 250 mg and 500 mg has “Protect from light.” 1 will
encourage the firm to add this statement to their container and insert label and labeling.
DISPENSING RECOMMENDATIONS:
NDA - Pharmacist: Dispense in a well closed container with a child-resistant closure
ANDA - Pharmacist: Dispense in a tight, light-resistant container as defined in the USP, with a child-
resistant closure (as required).

PRODUCT LINE: .

The innovator markets its product in bottles of 50 and 100 capsules and Carton of 100 unit dose.
The applicant proposes to market its product in HDPE bottles of 30, 50, 100, 500 and 1000 capsules.

CONTAINER/CLOSURE SYSTEM: (Vol. B1.3; pg. 3778)



Size ‘ Packaging configuration

30 Capsules 45 cc HDPE white bottle, 33 mm ribbed plastic cap, CRC, e Ifner.

50 Capsules - 120 cc HDPE white bottle, 38 mm ribbed smooth plastic cap, CRC.. HiNer e},
100 Capsules 120 cc HDPE white bottle, 38 mm ribbed smooth plastic cap,“~=—=—diner.

500 Capsules - /1 625 cc HDPE white bottle, 53 mm ribbed smooth plastic cap, liner.

1000 Capsules 1250 cc HDPE white bottle, 70 mm ribbed smooth plastic cap, = liner.

9. PRODUCT DESCRIPTION:

The capsule debossmg(s) have been accurately descrlbed in the HOW SUPPLIED section as requ1red by 21
CFR

206,¢et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Flnal Rule, effectlve 9/13/95). The
tablets are described as follows:

off white to light yellow powder filled in #1 capsules, opaque yellow cap |mpr|nted “A” and opaque grey
body imprinted “353” in.black ink [Vol. B1.3, pg 3964] .

10. INACTIVE INGREDIENTS: .
The listing of inactive ingredients in the DESCRIPTION sectlon of the package insert appears to be consxstent

with the listing of inactive ingredients found in the statement of components and composmon appearing on page
3394.B1.2)

11. BIOEQUIVALENCE: pending as of February 21, 2003

Date of Review: March 3,2003 - " Date of Submission: September 26, 2002 (Original Submission)
Primary Reviewer: = Ruby Wu Rj,(m Date: / ﬁ LES

Team Leaeer: John Graceg;% ‘7//? /-’@,V.(Déte: -- 3 / V] / 2Z7 J 5

Cc:ANDAT76:505 /]
) DUP/DIVISION FIVE , :
HFD-613/RWuktGrace (no cc)

. V:\F IRMSAM\ABLE\LTRS&REV\76505 NA1.L.doc
. Review

APPEARS THIS WAY
ON ORIGINAL



“f

REVIEW OF PROFESSIONAL LABELING _
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-505
Date of Submission: March 28, 2003 (FPL)
Applicant's Name: Able Laboratories, Inc.

Established Name:-  Metronidazole Capsules, 375 mg

Labeling Deficiencies:

f1' _CONTAINER (Bottles of 30, 50, 100, 500 and 1000)
Satisfactory in final print.

2./ INSERT _ L . S
A. TITLE, Warning, second sentence: "...reserved for the conditions..."”
.B. CLINICAL PHARMACOLOGY ) : _
i. Fifth paragraph, last sentence: "...(x 0.4)..." [insert space after "+"]
ii. Protozoal parasites, second paragraph: "...(> 90%)..." [insert space after ">"] ’
C. PRECAUTIONS, Geriatric Use- Due to changes in the insert labeling for the reference listed drug,

- (Flagyl® Capsules by Searle NDA 20-334/S-001; revised 5/5/99; approved 4/23/03), please revise.

the Geriatric Use subsection to read as follows:

"No overall differences have been reported in safety and effectiveness between younger and older

individuals, but greater sensitivity of some older individuals cannot be ruled out. Systemlc exposure_

to the active metabolite, 2-hydroxymethyl metronidazole, is higher in the elderly. .

Metronidazole is known to be substantially excreted by the kidney, and the risk of toxrc reactions to '
- this drug may be greater in patients with impaired renal function.. Although decreased renal functlon

does not alter the single dose pharmacokinetics of metronidazole, because elderly patients are -

more likely to have decreased renal function, care should be taken in dose selectron and it maybe

-useful to monitor renal function.

Plasma clearance of metronidazole is decreased in patients with decreased liver function.

Therefore, in elderly patients, monitoring of serum levels may be necessary to adjust the

metronidazole dose accordingly.”

D. REFERENCES, number 2: "...132(Nov): 587-591..." [insert space after “132(Nov)'“]

Please revise your labels and labeling, as instructed above, and submlt 12 copres of final prrnted Iabels
and labeling.

‘Prlor to approval, it may be necessary to revise your Iabelmg subsequent to approved changes for the
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the dally
or weekly updates of new documents posted on the CDER web site at the followrng address -

m.//www.fda.qov/cder/cdernew/hstserv.html

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
_provide a side-by-side comparison of your proposed labeling with your last submission with all differences

annotated and explained.

ffice of Generic Drugs
enter for Drug Evaluation and Research

Attachment: Innovator's insert labeling



APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes

Container Labels: (Bottles of 30, 50, 100, 500 and 1000)
Satisfactory in final print as of the March 28, 2003 submission (Vol. B. 2.1)

Insert Labeling: ‘
Satisfactory in fin[al print as of the March 28, 2003 (Vol. B. 2.1, Rev. 03/03)

‘Revisions needed post-approval: YES. The following are requested insert labeling revisions from my

review of your amendment dated March 28, 2003 for ANDA 76-505 for Metronidazole Capsules, 375 mg. '

The revisions are “POST-APPROVAL?” revisions and may be submltted inan annual repor’t prowded the
changes are described in fuII

BASIS OF APPROVAL

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Flagyl® Capsules

NDA Number: 20-334 '

NDA Drug Name: Flagyl® Capsules

NDA Firm: Searle

Date of Approval of NDA Insert and supplement: NDA #020334/S- 001, revised 5/5/99 approved 4/23/03
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No ,
Basns of Approval for the Container Labels: Side-by-side comparison with innovator labels in Jacket

PATEN'I_'SIEXCLUSIVITIES
Patent Data: NDA 20-334 , e o
Patent No. Patent Expiration Use Code Description How Filed |Labeling Impact
None ~ None None There are no unexpired patents for this N/A None
. L - product in the Orange Book Database. N

Exclusivity Data: NDA 20- 334

Code . - Reference - Expiration | Labeling Impact
None There is no unexpired exclusivity for this product in the Orange Book Database 1 NA None
APPEARS THIS WAY

- ON ORIGINAL




REVIEW OF PROFESSIONAL LABELING CHECK LIST

- Established Name

‘Ye

Different name than on acceptance to file letter?
Is this product a USP item? If so, USP supplement in which verification was assured. USP 24 X
Is this name different than that used in the Orange Book? X

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds or looks like another
name? USAN stem present? Prefix or Suffix present? -

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what were the
recommendations? If the name was unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.

lcs:ﬂgs package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may requnre a X.
R

Does the package proposed have any safety and/or regu!atory concems? X

If IV product packaged in syringe, could there be adverse patient outcome if given by dlrect \"A m]ectuon’?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging X

configuration? )
Is the strength andfor concentration of the product unsupported by the insert labeling? X

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in promunence" (Name should be the most promment information
on the label).

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines)

Labeling(continued)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult Oral Solution vs Concentrate X
Warmning Statements that might be in red for the NDA) : .

Is the Manufactured by/Distributor statement incorrect or falsely mconsnstent between labels and labeling? Is "Jointly X
Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which appear in the msert labeling? - Note: X

Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR -

Is the scoring configuration different than the RLD? -

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the étatement been confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported?

Failure to list the coloring agents if the composition statement fists e.g., Opacode, Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)

x| x| x| x| x| x| x| x|

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations

X
supported and is the difference acceptable?
Because of proposed packaging configuraiion or for anlx other reason, does this applicant meet Tail io meet all of The X
unprotected conditions of use of referenced by the RL|
Does USP have labeling recommendations? If any, does ANDA meet them?
Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X
Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used. X

However, only include solvents appearing in innovator labeling.




- Exclusivity Data For NDA 20-334

Bioequivalence Issues (Compare bicequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date .
study acceptable) ’ :

Insert labeling references a food effect.or a no-effect? If so, was a food study done? ) .
Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. N D G

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification 1%
of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.

NOTES/QUESTIONS TO THE CHEMIST:
o/

FOR THE RECORD: . **FIRST GENERIC**

1. MODEL LABELING - This review is based on the Iabelmg of Flagyl® CapsuIes by Searle (NDA #020334/8 001
revrsed 5/5/99; approved 4/23/03) :

Drug substance is USP and Drug product is non-USP.
2. I_’ATENTS AND EXCLUSIVITIES

Patent Data For NDA 20-334

Use Description How Filed

Patent No. | Patent Expiration Code - - : Labeling Impacf
- : There are no.unexpired patents for : :
None None None | this product in the Orange Book | N/A ‘ None
Database. ' '

Use ' Description "~ |How Filed

Code/sup Expirafion Code Iabelmg Im-pact

There are no unexpired exclusivities NA_ None
The firm's statements are accurate. [Vol. B1.1, Pg. 21 & 26]

‘3. MANUFACTURING FACILITY (Vol. B1.2, pg. 3539)
" Able Laboratories, Inc.,
6 Hollywood Court
CN 1013
South Plainfield, NJ 07080-4295

4. STORAGE CONDITIONS
NDA - Store at controlied room temperature 15°C-30°C (59° F-86°F) . _
ANDA - Store at controlled room temperature. 15°C,and 30°C(59°F and 86°F)(see
. USP). Protect from light. . -
Per chemist Bing Cal s email dated 3/26/03, this product may be considered as "light sensitive"

5. DISPENSING RECOMMENDATIONS o
: NDA - Pharmacist: Dispense in a well closed container with a child-resistant closure

ANDA - Pharmacist: Dispense in a tight, well- closed light-resistant container as defined in the USP, with a
child-resistant closure (as required).

. 7. PRODUCT LINE:
The innovator markets its product in bottles of 50 and Carton of 100 unit dose
The applicant proposes to market its product in HDPE bottles of 30, 50, 100, 500 and 1000 capsules

8. CONTAINER/CLOSURE SYSTEM: (Vol. B1.3, pg. 3778)

Size Packaging configuration

30 Capsules 45 cc HDPE white bottle, 33 mm ribbed plastic cap, CRG, == liner.

—_—

50 Capsules ) 120 cc HDPE white bottle, 38 mm ribbed smooth plastic cap, CRC, ' —— liner




100 Capsules . 120 cc HDPE white bottle, 38 mm ribbed smooth plastic cap, ~——liner.

500 Capsules 625 cc HDPE white bottle, 53 mm ribbed smooth plastic cap, '— liner.

1000 Capsules 1250 cc HDPE white bottle, 70 mm ribbed smooth plastic cap, '~ liner.

9. PRODUCT DESCRIPTION:

The capsule debossing(s) have been accurately described in the HOW SUPPLIED section as required by 21
CFR 206,et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final Rule, effectlve
9/13/95). The capsules are described as follows:

off white to light yellow powder fi Ned in #1 capsules, opaque yellow cap |mpnnted “A" and opaque grey
body imprinted “353” in black ink [Vol. B1.3, pg. 3964] . S

10. INACTIVE INGREDIENTS: ‘
The listing of inactive |ngred|ents in the DESCRIPTION sectlon of the package insert appears to be con5|stent

with the listing of inactive ingredients found in the statement of components and composntlon appeanng on page
3394. B1 2] :

1. BIOEQUIVALENCE pendlng as of Apnl 28, 2003.

Date of Review: April 28, 2003 - ~ Date of Submission: March 28, 2003 '

Primary Reviewer: Ruby Wu M Date: "7‘ /30/5_5 - , _
. Team Leader: John Grace 7 % / . o
- \ oD s S e S

Jyidalive (/& O00S
cc: ANDA76 505 77 A
DUP/DIVISION
HFD-613/RWy/JBrace (no cc
VAFIRMSAMBLE\LTRS&REV\76505.NA2.L.doc
Review
APPEARS THIS WAY

ON ORIGINAL



: APPROVAL SUMMARY v
- REVIEW OF PROFESSIONAL LABELING S
DIVISION OF LABELING AND PROGRAM SUPPORT o
LABELING REVIEW BRANCH i L ’

ANDA Number- 76505

Date of Submission: May 20, 2003 (Amendment-FPL)
.Applicant's Name: - Abie Laboratories, Inc.

Established Name: - Metronldazole Capsules 375 mg » -

- APPROVAL SUMMARY , ,
‘Do you have 12 Frnal Prrnted Labels and Labelrng'? Yes

S'Contarner Labels (Bottles of 30 50 100 500 and 1000)
’ Satrsfactory in final prrnt as of the March 28 2003 submls

Insert Labelrng
Satrsfactory in flnal prrnt as of the May 20, 2003 (Vol A 21 Rev 05/03 Exhrbrt 3)

Revrsron needed post approval YES The followmg is a requested msert Iabellng revrsron from my rewew
_of your amendment dated May 20, 2003 for ANDA 76-505 for Metronrdazole Capsules 375mg. The-
revision is a “POST-APPROVAL” revision and may be submrtted in an annual report provrded the -

change is descrrbed in full Lo :

Carcrnogenelsrs Mutagenesrs lmparrment of Fertllrty, second paragraph third sentence

frequently recommended human dose...’."

BASIS OF APPROVAL ‘

- Was this approval based upon a petrtron'7 No e
What is the RLD on the 356(h) form Flagyl® Capsules
NDA Number: 20- 334
NDA Drug Name: Flagyl® Capsules
NDA Firm: Searle ) e

. Date of Approval of NDA Insert and supplement NDA #020334/8 001 revrsed 5/5/99 v‘approved 4/23/0
Has this been verified by the MIS system for the NDA?: Yes - - e c T e

“Was this approval based upon an OGD labeling guidance? : No - ; T e S

= -Basrs of Approval for the Contarner Labels Side- by-srde comparrson W|th lnnovator labels in Jacket

= PATENTSIEXCLUSIVITIES

" Patent Data: NDA 20-334 _

~ | -Patent No. Patent Expiration Description : i How Filed Labelmg Impact
None None |~ -None @ | Thereafenounexpired paténts for this . |© NA~ | None
. r ‘ product in the Orange Book Database PR R

Exclusivity Data: NDA 20-334 G e e SRR
~Code Reference R Expiration | Labeling Impact
None ' There isno unexpired exclusivity for this product in the Orange Book Database | NA - f L None




- Established Name

Different. name than on acceptance to file Ietter’7 ’

Is thls product a USP item? If so, USP supplement in which verifi catlon was assured USP 24

Is thts name dlfferent than that used in the Orange Book'7 .

If not USP, has the product name been proposed in the PF? : o _‘ T SR -

Error Preventlon Analys:s

Has the firm proposed a proprletary name'7 lf yes, complete thls subsection.-

-

Do you find the name objectionable? List reasonsin FTR; if so. Con5|der Mlsleadrng'7 Sounds or Iooks l|ke another -

| name?.USAN stem present? Pref ix-or Suff iX present?

[ Has the name been forwarded to the Labellng and Nomenclature. Commﬂtee" If so, what were the
. recommendatrons'7 If the name was unacceptable, has the firm, been nofifi ed?

Packagmg

Is this a new packaging configuration,.never been approved by an ANDA or NDA'7 If yes, descnbe in FTR

CRC:

Is this package size mrsmatched wnth the recommend d dosage? If yes, the Potson Preventron Act may requtre a .':

Does the package proposed have any safety and/or regulatory concerns?

If lV product packaged in syringe, could there be adverse patient outcome |f given by dlrect IV tnjectron'7 ’. :

Conﬂlct between the DOSAGE AND ADMINISTRATION and INDICATIONS sect|ons and the packagmg .
confi guratlon7 ’

Is the strength andlor concentratton of the product unsupported by the |nsert Iabelmg?

Is the color of the container (i.e. the t,olor of the cap of a mydriatic ophthaimic) or cap mcorrect” - v

Individual cartons required? Issues for FI'R Innovator individually cartoried? nght sensitive product wh|ch m|ght
require cartoning? Must the package insert accompany the product? :

Are there any other safety concerns?

Labeling

N

Is the name of the drug unclear in pnnt or Iacklng in promtnence'? (Name should be the m tpromlnent |nformat|on -

on the iabel). -

Has appllcant fa|led toclearly d|fferent|ate multtple product strengths?

" Is the corporate logo larger than 1/3 contarner label? (No regulatlon see ASHP guldellnes)

Labeling(continued) .

Does RLD make special drfferentlatlon for this label'7 (r e, Ped|atr|c strength vs Adult Oral Solutlon vs Concentrate
_ Warning Statements that might be in red for the NDA) -. . R

Is the Manufactured by/Distributor statement tncorrect or falsely tnconsxstent between Iabels and Iabellng? ls "Jomtly.»_.

Manufactured by...", statement needed? -

Failure to descnbe solid oral dosage form ldentlfylng markrngs in HOW SUPPLIED?

Has the firm falled to adequately support compatibility or stability claims whlch appear in the msert labellng? Note
Chemist should confirm the data has been adequately supported.. .

Scorlng Describe sconng confi guratuon of RLD and appllcant (page #)i in the Fl'R

Is the scoring configuration different than the RLD'7 -

Has the firm failed to describe the scoring in the HOW SUPPLIED sectuon'7 ST »

. Inacttve Ingredlents (FTR: List) page #in appllcatlon where inactives are Ilsted)

Does the product contain alcohol'7 If so, has the accuracy-of the statement been conﬁrmed?

Do any of the inactives differ in concentration for this route of admtmstratton”

Any adverse effects anhctpated“from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients” been used to protect a trade secret? if so, is claim supported?

Failure to list the coloring agents if the.composition statement lists e.g., Opacode, Opaspray?

Failure to list gelatin, coloring.agents, antimicrobials for capsules in DESCRIPTION?-

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

- Do container recommendatlons fail to meet or exceed USPINDA recommendatlons? If so, are the recommendatlons C

supported and is the difference acceptable?

Sef x| < x| 5 % s <[

Because of proposed packaging configuration or for anly other reason, does this appltcant meéﬁén © meet all of the:

unprotected conditions of use of referenced by the

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant contamet‘?

Failure of DESCRIPTION to meet USP Description and Solubility rnformatton? If so, USP mformatton should be used.-_ e :

However, only include solvents appearing in innovator labeling.




Bloequwalence lssues (Compare b|oequrvalency values rnsert to study List Cmax; Tmax, T 1/2 and date -
study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done? o '_ -
Has CLINICAL PHARMACOLOGY been modified? If s0, briefly detail where/why. -’

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification, . o
of the latest Patent or Exclusivity. List exprratron date for. aIl patents exclusrvrtres etc or if none; please state A S

NGTESIGUESTIONS TO THE Cl-lEMlST:r

| FOR THE RECORD **FIRST GENERIC** | '

o1 MODEL LABELlNG Thls reV|ew is based on the Iabellng“ f Flagyl® Capsules‘ by Searle
S rewsed 5/5/99 approved 4/23/03) .

Drug substance is USP and Drug product is non- USP R
| 2 PATENTS AND EXCLUSIVITIES ‘ E

. Patent Data For NDA 20-334

"P'atent No. | Patent EXpiration cuosdee 7 Description - © o H°‘" F“?q'ﬂk

, : , E There are no unexprred patents for
None » ‘None . . | None . this product in the Orange Book
- : : Database.

* Exclusivity Data For NDA20-334- B

o s Use De'scription.‘i
"’_‘_Expir'atlon ~[Codel " v - e
, There are no unexprred exclusrvrtles
‘The firm's statements are, accurate [Vol B1 1 Pg 21 &26] =

' CodelsUp

3. ~MANUFACTURING FACILlTY (Vol B1 2 pg 3539) i
"Able Laboratories, Inc., R
-6 Hollywood Court -
. .CN1013 e
~ South Plarnf eld, NJ 07080- 4295

v 40 STORAGE CONDlTIONS PR :
~ . - NDA- Store-at controlled room temperature 15° C-30 C (59° F- 86 F)
- ANDA - Store at'controlled room temperature
- USP). -Protect from light: =~ - : S e &
* Will ask firm to revise storage statement to read " Store at 20°-25°C (68° 77°F) excursrons perm|tted to‘ 15°
0°C (59°-86°F)[see USP Controlled Room Temperature]" per Richard Adams emall .
Per chem|st B|ng Cai's email dated 3/26/03 thls product may be con5|dered -as™light sensrtwe"

15°C and 30 C,(59° F and 86"

5. DISPENSlNG RECOMMENDATIONS
o NDA - Pharmacist: Dispensein a well closed contamer wrth a chlld reS|stant closure” .
" ANDA - Pharmacist: Dispense in a tight, well-closed, l|ght-reS|stant contamer as defi ned rn the USP W|th a
_-child- reS|stant closure (as requrred) : . ; o

7. PRODUCT LINE: : ' _
The innovator markets its product in boftles of 50 and Carton of 100 unrt dose : e
The applicant proposes to market |ts product in HDPE bottles of 30 50 100 500 and 1000 capsules

8. CONTAINER/CLOSURE SYSTEM: (Vol. B1 3 pg 3778)

Size . : : Packaging conf gurat|on

30 Capsules. |45 cc HDPE white bottle, 33 mm ribbed plastic cap, CRC, w—— finer. -~




- 10 lNACTIVE INGREDIENTS:

50 Capsules . 120 cc HDPE white bottle, 38 mm ribbed smooth plastic cap,_CRC, cmme finer -

|-100 Capsules 120 cc HDPE white bottle 38 mm ribbed smooth ptastic cap, : -Iiner 4 —_'; TE

500 Capsules : 625 cc HDPE wh|te botﬂe 53 mm ribbed smooth plastlc cap —_— Ilner -

1000 Capsules 1250 cc HDPE whrte bottle 70 mm nbbed smooth plastlc cap,

9. PRODUCT DESCRIPTI/ON

The capsule debossrng(s) have been accurately descnbed in the HOW SUPPLIED sectlon as requrred by 21
- CFR 208,et al. (Imprinting of Solid Oral Dosage- Form Products for Human Use Final Rule, effective:
an 3/95) The capsules are descnbed as follows

off white to I|ght yellow powder ﬂled in. #1 capsules opaqu
body |mpr|nted “353" in black |nk [Vol B1 3 pg 3964] e

The listing of inactive ingredients in the DESCRIPTION sectron of the package |nsert appears to be co S|stent

-~ with the listing of lnactlve mgredlents found in the statement of components and composrt' n appearlng on page
3394B12] : . s

'11 BIOEQUIVALENCE pendrng as of June 11 2003

- Date of Review: June 11,2003 Date of Submlsswn May 20 2003
anary Revrewer' Ruby Wy Ew\/\/ Date b/ H[D'Es

- Team Leader John Grace

o ANDA 76505 /é
DUP/DIVISION ]

~- HFD-613/RWu/JGrace (no cc) P
% \FlRMSAM\ABLE\LTRS&REV\76505 APL doc
Review- -

PPEARS rms‘wrw
L NAL
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_ CHEMISTRY REVIEW

Chemistry Review Data Sheet
Chemistry Review Data Sheet
1. ANDA 76-505
2. REVIEW #: 1
3. REVIEW DATE: November 18, 2002
4. REVIEWER: Benjamin Lim, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date

FDA (DBE) letter . December 11, 2001

Original Submission September 26, 2002 (Acceptable
_ for filing September 27, 2002)

FDA Acknowledgment letter October 30, 2002

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed . Document Date

Original Submission September 26, 2002
Gratuitous Amendment (container/closure testing) November 19, 2002
Gratuitous Amendment (editorial correction) December 20, 2002

7. NAME & ADDRESS OF APPLICANT:

Name: Able Laboratories, Inc.

6 Hollywood Court, CN1013
South Plainfield, NJ 07080-4295

Representative: Shashikant Shah, R.Ph.

Address:

Telephone: (908) 754-2253

Page 3 of 31



" CHEMISTRY REVIEW

Chemistry Review Data Sheet

8. DRUG PRODUCT NAME/CODE/TYPE:

10.

11.

12.
13.

14.

15.

a) Proprietary Name: N/A
b) Non-Proprietary ,Name (USAN): Metronidazole Capsules

LEGAL BASIS FOR SUBMISSION:

a) The basis for Able Laboratories, Inc.’s proposed ANDA for Metronidazole
Capsules, 375 mg is the approved, reference listed drug Flagyl 375
(metronidazole capsules, 375 mg), the subject of NDA #020334, approved
May 3, 1995, held by GD Searle LLC.

b) According to the information published in Electronic Orange Book,
Approved Drug Products with Therapeutic Equivalence Evaluations, there
is no patent or exclusivity listed for this drug product.

PHARMACOL. CATEGORY: Antibacterial Agents

DOSAGE FORM: Capsules

STRENGTH/POTENCY: 375 mg
ROUTE OF ADMINISTRATION: Oral

Rx/OTC DISPENSED: _X_ Rx OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product —~ Form Completed

X __ Not a SPOTS product

Page 4 of 31



' CHEMISTRY REVIEW -

Chemistry Review Data Sheet

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Metronidazole. 1 H-Imidazole-1-ethanol, 2-methyl-5-nitro-. C¢HgN50;. 171.16.

443-48-1.

17. RELATED/SUPPORTING DOCUMENTS:

O.N N

K\
Or

CH3

A. DMFs:
DATE
DI;:IF TYPE | HOLDER REF]EZ’II;IISEBNA CED ‘CODE' | STATUS? REVIEW COMMENTS
' COMPLETED

— 1T —_— 3 A 10/8/2002 Reviewed by

‘ _ K. Woodland
13 III See Item 4
DMFs 26 '

! Action codes for DMF Table:
1 — DMF Reviewed.
Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF
3 — Reviewed previously and no revision since last review
4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available
7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did

not need to be reviewed)

B. Other Documents:

" DOCUMENT

APPLICATION NUMBER

DESCRIPTION

Page 5 of 31




" CHEMISTRY REVIEW .

Chemistry Review Data Sheet

18. STATUS:
CONSULTS/ CMC’
RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS '
Microbiology N/A
EES Pending
Methods Validation N/A
Labeling Pending
Bioequivalence Pending
EA N/A
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of

receipt. _ X __ Yes __No

If no, explain reason(s) below:

SPPEARS THIS WAY

Page 6 of 31




CHEMISTRY REVIEW

Executive Summary Section

The Chemistry Review for ANDA 76-505

The Executive Summary

1. Recommendations

A. Recommendation and Conclusion on Approvability
Not approvable due to minor deficiencies

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

. Not applicable

II.  Summary of Chemistry Assessments
A. Description of the Drug Product(s) and Drug Substance(s)

Able’s proposed drug product, Metronidazole Capsules, 375
mg, is based on the listed reference drug, FLAGYL 375
(metronidazole capsules, 375 mg), of G.D. Searle LLC (NDA
#20-334). Able’'s drug product is off white to light
yellow powder filled in #1 capsules, opaque yellow cap
imprinted “A” and opaque grey body imprinted “353” in
black ink. Able’s Metronidazole Capsules, 375 mg is
packaged in- HDPE bottles of 30, 50, 100, 500 and 1000
capsules.

Metronidazole, USP drug substance is a white to pale
yellow crystals or crystalline powder. The drug
substance used by Able is manufactured by

and the DMF #-—— referenced for the drug substance was
found adequate on 10/08/2002

Metronidazole Capsules, 375 mg is not an USP compendial
item but the proposed assay methods are
exactly same as methods provided in the Able’s ANDA 76~
462 (Metronidazole Extended Release Tablets, 750 mg) for
which the Method Validation Package has already been sent
to the FDA analytical laboratory. The Method Validation
Package will not be sent for this drug product.

Page 7 of 31



' CHEMISTRY REVIEW

) Executive Summary Section

B. Description of How the Drug Product is Intended to be Used
Treatment of women with Bacterial Vaginosis (BV).

C. Basis for Approvability or Not-Approval Recommendation

There are CMC deficiencies

II1. Administrative
A. Reviewer’s Signature
B. Endorsement Block

| - 3/4
Benjamin Lim, Ph.D./11/18/2002 @U\ f‘ B/ }

Shing Liu, Ph.D./
Wanda Pamphile, PM/

C. CC Block

APPEARS THIS WAY
"% ORIGINAL

Page 8 of 31




~Redacted oo page(s)
of trade secret and/or
confidential commercial

information from

CHEMUSTRY  EVIEW £/




* ' CHEMISTRY REVIEW -

Chemistry Assessment Section

36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA : 76-505 APPLICANT: Able Laboratories, Inc.
f

DRUG PRODUCT: Metronidazole Capsules, 375 mg

The deficiencies presented below represent MINOR
deficiencies.

A. Deficiencies:
1.
2.
3.
B. In addition to responding to the deficiencies

presented above, please note and acknowledge the
following comments in your response:

1. The bioequivalence portion and the labeling portion
of your submission are under review. Deficiencies,
if any, will be communicated to you under separate
cover.

2. The firms referenced in your application must be in
compliance with cGMP at the time of approval.

3. Please provide any available_drug product room
temperature stability data.

4. The USP method for the drug substance and the drug

product are the regulatory methods and they will
prevail in the event of any dispute.

29 of 31



-~ CHEMISTRY REVIEW

Chemistry Assessment Section

5. Please refrain from submitting testing data that are
not relevant to the application, such as containers
permeability test results for bottles not used for

packaging Metronidazole Capsules, 375 mg.

Sincerely yours,

Pos et <)

Rashmikant ‘M. "Patel, Ph.D.

Director

Division of Chemistry I

Qffice of Generic Drugs ,

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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* CHEMISTRY REVIEW |

Chemistry Assessment Section

cc: ANDA 76-505
ANDA DUP
DIV FILE

Field Copy
/

Endorsements (Draft and Final with Dates): .
L ez
HFD-620 /Benjamin Lim, Ph.D. ‘téz“

HFD-620 /Shing Liu, Ph.D. /. H Liwe 3/3/07
HFD-617 /Wanda Pamphile, PM/ ’
F/T by

V:\FIRMSAM\ABLE\LTRS&REV\76505.CR01.doc

TYPE OF LETTER: NOT APPROVABLE - MINOR

APPEARS THIS WAY
~ ON ORIGINAL
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ANDA 76-505
Metronidazole Capsulés, 375 mg

Able Laboratorie‘s:, Inc.

Benjamin Lim, Ph.D.
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' CHEMISTRY REVIEW.
Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA 76-505

2. REVIEW #: 2

3. REVIEW DATE: September 30, 2003
4. REVIEWER: Benjamin Lim, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
FIRM
Original Submission

(Acceptable for filing September 27, 2002)

September 26, 2002

AGENCY

FDA (DBE) letter

FDA Acknowledgment letter

Original Submission

Gratuitous Amendment (container/closure testing)
Gratuitous Amendment (editorial correction)

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed

Minor Amendment

Labeling Amendment

Telephone Amendment

Telephone Amendment (Addendum)
Labeling Amendment

‘December 11, 2001

October 30, 2002

September 26, 2002
November 19, 2002
December 20, 2002

Document Date
March 19,2003

* March 28, 2003

May 12; 2003
May 13, 2003
May 20, 2003

7. NAME & ADDRESS OF APPLICANT:
Name: Able Laboratories, Inc.

Address: 6 Hollywood Court, CN1013

South Plainfield, NJ 07080-4295

Page 3 of 16



_ CHEMISTRY REVIEW
B Chemistry Review Data Sheet

Representative: Shashikant Shah, R.Ph.
Telephone: (908) 754-2253
7
8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Metronidazole Capsules

9. LEGAL BASIS FOR SUBMISSION:

a. The basis for Able Laboratories, Inc.’s proposed ANDA for Metronidazole Capsules, 375
mg is the approved, reference listed drug Flagyl 375 (metronidazole capsules, 375 mg),
the subject of NDA #20-334, approved May 3, 1995, held by GD Searle LLC.

b. According to the information published in the Electronic Orange Book, Approved Drug
Products with Therapeutic Equivalence Evaluations, there is no patent or exclusivity
listed for this drug product.

10. PHARMACOL. CATEGORY: Antibacterial Agents
11. DOSAGE FORM: Capsules -

12. STRENGTH/POTENCY: 375 mg

13, ROUTE OF ADMINISTRATION: Oral -

14. RJ/OTC DISPENSED: X Rx _ OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Cor‘hpleted

X _ Nota SPOTS product

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Metronidazole. 1H-Imidazole-1-ethanol, 2-methyl-5-nitro-. C¢HoN3O3. 171.16. 443-48-1.

Page 4 0of 16



 CHEMISTRY REVIEW
Chemistry Review Data Sheet

hOH
2 N 3
o) N\&Z/CH

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DATE

Dl;;ﬂ: TYPE | HOLDER REFETRI]EE%CED CODE' | STATUS? REVIEW COMMENTS

COMPLETED
—_ I — _— 3 Adequate 6/26/2003 Rev1fzwed by

, B. Lim

13 il See Item e 4 :
DMFs 26

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 -Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed) '

B. Other Documents:

DOCUMENT APPLICATION NUMBER DESCRIPTION

N/A : —
18. STATUS:
CONSULTS/ CMC

"RELATED RECOMMENDATION DATE REVIEWER

~ REVIEWS
Microbiology N/A
EES Acceptable 6/24/03 S. Adams (HFD-322)
Methods Validation N/A :
Labeling Acceptable 6/12/03 Ruby Wu
Bioequivalence Acceptable 9/26/03 H. Nguyen

Page 5 of 16



 CHEMISTRY REVIEW
Chemistry Review Data Sheet

EA N/A

Radiopharmaceutical | N/A

19. ORDER OF RF7VIEW

' The application submission(s) covered by this review was taken in the date order of
receipt. Yes _ X No  Ifno, explain reason(s) below: Minor Amendment

APPEARS THIS WAY
ON ORIGINAL
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. CHEMISTRY REVIEW.

} Executive Summary Section

The Chemistry Review for ANDA 76-505 |

- The Executive Summary
L Recommendations

A. Recommendation and Conclusion on Approvability

Approvable

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

Not applicable

II.  Summary of Chemistry Assessments
" A. Description of the Drug Product(s) and Drug Substance(s)

Able’s proposed drug product, Metronidazole Capsuleg, 375
mg, is based on the listed reference drug, FLAGYL 375
(metronidazole capsules, 375 mg), of G.D. Searle LLC (NDA
#20-334) . Able’s drug product is off white to light
yellow powder filled in #1 capsules, opague yellow cap
imprinted “A” and opaque grey body imprinted “353” in
black ink. Able’s Metronidazole Capsules, 375 mg is

packaged in HDPE bottles of 30, 50, 100, 500 and 1000
capsules. '

Metronidazole, USP drug substance is a white to pale
yellow crystals or crystalline powder. The drug
substance used by Able is manufactured by
and the DMF #-— referenced for the drug substance was
found adequate by Benjamin Lim on 6/26/2003.

Metronidazole Capsules, 375 mg is not a USP compendial
item but the proposed assay methods are
exactly the same as the methods provided in Able’s ANDA
76-462 (Metronidazole Extended Release Tablets, 750 mg)
“for which the Method Validation Package has already been
sent to the FDA analytical laboratory. The Method

Validation Package will not be sent for this drug
product.
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__ CHEMISTRY REVIEW

3 Executive Summary Section

B. Description of How the Drug Product is Intended to be Used

Treatment of women with Bacterial Vaginosis (BV).

C. Basis for Approvability or Not-Approval Recommendation
Applicant has satisfactorily addressed all the chemistry issues related to the drug
substance, drug product and stability specifications. Bioequivalence, labeling and

establishment are approvable (see Item 18 on page 5).

III. Administrative .
A. Reviewer’s Signature
@@aw" £
B. Endorsement Block‘

_ \é\ /0 /$‘/ 3
Benjamin Lim, Ph.D./10/14/03 S /

Shing Liu, PhD./10/14/03  S+H-Lex VYItt[oy
Wanda Pamphile, Pharm. D./ = o\wlo3

C. CC Block
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. CHEMISTRY REVIEW . -

) Chemistry Assessment Section

cc: ANDA 76-505
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DIV FILE
Field Copy’
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| : é? 0/74/° 2
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HFD-617 /Wanda Pamphile, Pharm.D./ W‘\,b HrLO—?
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CENTER FOR DRUG EVALUATION AND RESEARCH
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ANDA 76-505

BIOEQUIVALENCE REVIEW(S) |



FEB 11 2003

DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 76-505

Drug Product Name Metronidazole Capsules
Strength 375 mg

Applicant Name Able Laboratories
Address South Plainfield, NJ

Submission Dafe(s) September 26, 2002
Amendment Date(s) N/A

Reviewer Hoainhon Nguyen
File Location c:\firmsam\able\ltrs&rev\76505n0902.doc
L Executive Summary

The firm has submitted a single-dose fasting bioequivalence study, a single-dose nonfasting bioequivalence study
and dissolution data comparing the above test product with the RLD product, FLAGYL 375 capsule, manufactured
by G.D. Searle. The studies and dissolution data were found acceptable. The submitted formulation of the test
product was found acceptable. The test product is deemed bioequivalent to the RLD product under fasting and
nonfasting conditions.
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III.  Submission Summary

A. Drug Product Information

Test Product Able’s Metronidazole Capsules, 375 mg Lot# TB-146

Reference Product FLAGYL (NDA # 20-334, GD Searle LLC, Approved 05/03/95) Lot # C100882

Indication indicated in the treatment of asymptomatic trichomoniasis in females and males
when the presence of the trichomonad has been confirmed by appropriate laboratory procedures (wet smears and/or
cultures).

PK/PD Information

Bioavailability (systemic): 100%

Metabolism: Metabolized extensively in the liver (60%) by hydroxylation, side-chain oxidation and
glucuronidation. 30% of the total systemic clearance of the drug is due to formation of hydroxymethyl-
metronidazole (HMM) which possesses 30 —-65% of the antibacterial activity of the parent drug. Other metabolites
are not known to be active.

Half Life: 8 hours, with major route of elimination being urine excretion (60-80% of the dose)

Tmax: 2-3 hours

Excretiog: mainly via urine excretion (60-80% of the dose); also fecal excretion (6-15%)

Food Effect: The extent of absorption (AUC (O-Infinity) is not #ifected; CMAX is decreased by 20% and
TMAX is increased by 3 times.

Relevant DBE History: This is the First Generic product. There was no submission on metronidazole
capsules previously.

Agency Guidance: According to the general BA/BE guidance, only metabolite that is formed presystemically
should be measured. The active metabolite of metronidazole appears to form post-systemically. Therefore, the BE
of the drug product is based on the parent drug data only. In addition, PK studies submitted under NDA 20-334
were based on plasma levels of the parent compound only.

B. Contents of Submission

How many?
Single-dose fasting study X 1
Single-dose fed study X 1
In vitro dissolution testing X 1
Waiver requests D ' N/A

C. Bioanalytical Method Validation (Pre-Study, Vol. C1.2 Pages. 124-158)

Number of analytes 1

Parent
Analyte name Metronidazole
Internal Standard beta-hydroxyethyl-theophylline
Method description —_——————
QC range 300 to 20,000 ng/mL
Standard curve range 100 to 25,000 ng/mL
Limit of quantitation 100 ng/mL
Average recovery of Drug (%) 86.1%
Average Recovery of Int. Std (%) 89.8%
Intraday precision range (%) 1.30-3.14%
Intraday accuracy range (%) 100.7-104.8%
Interday precision range (%) 1.14-3.02%
Interday accuracy range (%) 105.4-106.5%



Bench-top stability (hrs) 5 hours

Stock stability (days) 1 day
Processed stability (hrs) 53 hours
Freeze-thaw stability (cycles) 4 cycles
Long-term storage stability (days) 101 days
Dilution integrity 3:1-1:3

98.4% - 102.4%
Specificity Acceptable
SOPs submitted Yes

Bioanalytical method is acceptable Yes
20% Chromatograms included Yes Serially Selected? Yes

D. In Vivo Studies

1. Single-dose Fasting Bioequivalence Study

Study No. R0O1-695

‘Study Design randomized, 2-way crossover

No. of subjects enrolled 38 (36 plus 2 alternates)

No. of subjects completing 38

Nr. of subjects analyzed 36

Subjects .
Sex(es) included (how many?) Male 21 Female ‘15
Test product Able’s Metronidazole Capsules, 375 mg, Lot # TB-146
Reference product Searle’s FLAGYL Capsules, 375 mg
Strength tested 375 mg

Dose 375 mg

Summary of Statistical Analysis

Parameter Point Estimate 90% Confidence Interval
LAUCt 102.2 99.8-104.6

LAUCi 102.1 99.8-104.5

Lcmax ' 107.0 103.1-111.0

The study is acceptable

2. Single-dose Fed Bioequivalence Study

Study No. RO1-696

Study Design-  randomized, 2-way crossover

No. of subjects enrolled 24

No. of subjects completing 23 .

No. of subjects with samples analyzed =~ 23

Subjects .

Sex(es) included (how many) Male 19 Female 4
Test product Able’s Metronidazole Capsules, 375 mg, Lot # TB-146
Reference product Searle’s FLAGYL Capsules, 375 mg
Strength tested 375 mg

Dose 375 mg

Summary of Statistical Analysis:




Parameter Point Estimate 90% Confidence Interval
AUCt 103.6 100.7-106.5
AUC1 103.5 100.7-106.3
Cmax 103.0 100.4-105.7

The study is acceptable
E. Formulation

The test product formulation is shown in the Appendix.

Inactive Ingredients within IIG limits Yes
The formulation 1s acceptable Yes
F. In Vitro Dissolution

Methods Submitted FDA’s Method

Medium 0.1 N HCI

Volume (mL) 900 mL

USP Apparatus Type I (basket)

Rotation (rpm) 100

FDA-recommended specifications =% dissolved in 30 minutes
F2- value (s): not determined due to fast dissolution rate
In vitro dissolution is acceptable

G. Waiver Request N/A
H. Deficiency Comments

I. Recommendations

1. The single-dose, fasting bioequivalence study and the single-dose nonfasting bioequivalence study conducted
by Able Laboratories on the test product, Metronidazole Capsules, 375 mg, lot # TB-146, comparing it with the
reference product, G.D. Searle’s FLAGYL 375 capsules, lot # C100882, have been found acceptable by the
Division of Bioequivalence. The test product, Able's Metronidazole Capsules, 375 mg, is deemed bioequivalent to
the reference product, G.D. Searle’s FLAGYL 375 capsules, 375 mg, under fasting and nonfasting conditions.

2. The in-vitro dissolution testing conducted by Able Laboratories on its Metronidazole Capsules, 375 mg, has been
found acceptable.

The dissolution testing should be incorporated by the firm into its manufacturing controls and stability program.
The dissolution testing should be conducted in 900 mL of 0.1 NHCI at 37°C using USP apparatus I(basket) at 100
rpm. The test product should meet the following specifications:

Not less than —7% of the labeled amount of the drug in the dosage form is dissolved in 30 minutes.

A *\z::%'(/ 2/ o3

Hoamhon Nguyen, Review BrancH I

Yih Chain H‘/bxig ‘
Team Leader, Review Branch 1




s

Wwbaabl\ U &auf\/

Dale P. Conner, PharM. D.
Director, Division of Bioequivalence
Office of Generic Drugs

Hnguyen/01-22-03/W#7650500902.doc

APPEARS THIS WAY
ON ORIGINAL



IV.  Appendix

A. Individual Study Reviews

L Single-dose Fasting Bioequivalence Study (RO1-695): A Relative Bioavailability Study of 375 mg
Metronidazole Capsules Under Fasting Conditions

Study Information

Study Number R01-695
Clinical Site -

Principal Investigator

. M.D.

Study/Dosing Dates 06/23/02 to 07/02/02

Analytical Site
Analytical Director

, ML.S.

Analysis Dates 07/03/02 to 07/10/02
Storage Period 17 days (between the day the first sample was collected and the day the last sample was

analyzed).

Treatment ID

Test or Reference
Product Name
Manufacturer
Batch/Lot No.
Manufacture Date
Expiration Date
Strength

Dosage Form

Batch Size

Potency

Content Uniformity
Formulation

Dose Administered
Route of Administration

No. of Sequences

No. of Periods

No. of Treatments

No. of Groups/Sequence
Randomization Scheme
Blood Sampling Times

Blood Volume Collected/Sample
Blood Sample Processing/Storage

A

Test

Metronidazole Capsules
Able

TB-146

06/02

375 mg
Capsules

101.9%

100.9% (RSD=0.4%)
See Appendix

375 mg

Oral

2
2

"~ 2 Balanced

Washout Period 7 days

Yes

B

Reference
FLAGYL Capsules
Searie '
C100882

07/03
375 mg
Capsules

99.7%
100.5% (RSD=1.2%) .

375 mg
Oral

Predose, 0.33, 0.67, 1, 1.33, 1.67,2,2.5,3, 4,6, 8, 12, 16, 24, 36,

48 hours
10 mL/sample

stored at —20C

In EDTA vacutainers, plasma separated after centrifuging, and



IRB Approval

Informed Consent
Subjects Demographics
Length of Fasting
Length of Confinement
Safety Monitoring

Subjects Demographics

Yes
Yes

See below

10 hours predose until 4 hours postdose

10 hours predose until 24 hours postdose

Vital signs (sitting blood pressure and radial heart rate) measured
prior to dosing and at 12 and 24 hours postdose.

Age Age Groups Gender Race - Weight

Range | % Sex % Category %

<18 0 Caucasian 87
Mean [23.7| 18-40 [92| Male |61 | Afr. Amer. 0 Mean | 73.2
SD 7.1 41-64 8 | Female | 39 Hispanic 8 SD 8.7
Range | 18- | 6575 | O Asian 0 Range |58-95

48
>75 0 Others 5
Study Results

Clinical: The firm’s clinical summary is provided on Pages 1003-1016, Vol. C1.4

Dropout Information No dropouts

Adverse Events

Protocol Deviations

# Total events possibly/probably drug related: 8 (diarrhea, fatigue,
headache)

# received Treatment A: 1
# received Treatment B: 7
All others unrelated to study medication: 12
- For additional information see Vol. C1.4, pages # 1145-1146

Deviations in blood sampling times: 31 samples
with deviated sampling times (not greater than 10
minutes except for 2 samples) PK analysis was

. based on actual sampling times.

Other Deviations: Repeat measurements were
requested for 5 subjects. Hematology laboratory
test results were outside the reference range at
screening for 9 subjects, and at exit for 6 subjects.
Chemistry laboratory test results were outside the
reference range at screening for 14 subjects, and at
exit for 9 subjects. None of the above deviations
were judged clinically significant by the study
investigator. ‘



Comments: None of the above adverse events or protocol deviations were judged clinically significant by the

study investigator.

QC Conc. (ug/mL) .300 12.50 20.00

Inter day Precision (%CV) 3.8 (n=51) 3.3 (n=51) 4.0 (n=51)
Inter day Accuracy (% Accuracy) 98.7 (n=51) 100.1 (n=51) 99.8 (n=51)
Cal. Standards Conc. (ug/mL) 0.100, 0.500, 1.00, 3.00, 6.00, 12.5,25.0

Inter day Precision (%CV) 1.34-5.83 '

Inter day Accuracy (% Accuracy) 97.7-105.3

Long-term frozen storage stability (if | See prestudy stability data (pages 2-3)

applicable)

Linearity Range (range of R” values) [0.9984-0.9998
Linearity Range (ug/mlL.) 0.100-25.0
Repeat Assays:

SOPs (Vol. C1.2, Pages 196-198) The SOP #PA 098.1 specified analytical reasons for reassaying or
reinjecting of samples. '

Number of Sampies Re-assayed: 2 (for analytical reasons)

Number of Pharmacokinetic Repeats: None

Impact of Repeat-assays on the study outcome: None

Chromatograms: No interfering peaks observed.

Comments: (on analytical study) The highest observed CMAX was 11.98 ug/mL. Selection of concentration
range of QCs and standard curves was therefore acceptable.

Conclusion: Analytical method is acceptable.

Pharmacokinetic/Statistical Analysis

Mean Plasma Concentrations Table #1, Figure #1 (Attachments)
AUCt/AUC: ratio : Tables # 2& 3 (Attachments)

Mean Pharmacokinetic Parameters and 90% Confidence Intervals:

A. Arithmetic Mean Pharmacokinetic Parameters

Parameter Units Test Reference T/R

Mean %CV Mean % CV
AUCO-t ug.hr/mL 90.785 18 89.035 19 1.02
AUCI ug.hr/mL 93.397 18 91.516 19 1.02
Cmax ug/mL 8.510 23 7.956 22 1.07
Tmax Hrs 1.27 45 1.51 50 0.84
T172 ' hrs 8.21 19 8.33 20 0.99
Kel hrs™ 0.0869 16 0.0859 16 1.01




B. Geometric Mean and 90% Confidence Intervals
Parameter Test. Reference T/R 90% CI
Mean Mean
AUCO-t 89.310 87.398 1.02 1.00,1.04
AUCi 91.766 89.849 1.02 1.00,1.04
Cmax 8.304 7.762 1.07 1.03,1.11
C. Total SD and within-subject error (root MSE): Values are shown below

(for In-transformed AUCt and Cmax only)

. InCmax InAUCt
Root MSE, test & ref combined 0.091786 0.058307

Indiviual Subject AUCt, AUCi and Cmax data with Per and SEQ: Tables # _4&5
(Attachments)

Comments: (on pharmacokinetic analysis)

ALWAYS include the comments below. Other comments may be listed if appropriate.

Ke and AUCi were determined for all subjects.

Indicate the number of subjects with the following:

a. measurable drug concentrations at O hr: None

b. first scheduled post-dose sampling time as Tmax: None

c. first measurable drug concentration as Cmax: None

Did pharmacokinetic parameters and 90% confidence intervals calculated by the reviewer agree with firm’s
calculations: Yes. Reviewer's 90% CI for InAUCT, InAUCI and InCMAX were [1.00,1.05], [1.00,1.04], and
[1.03,1.11], respectively.

Were there statistically significant sequence or period effects? No

Are the 90% confidence intervals for AUCt, AUCi, Cmax within the acceptable limits of 80-125%: Yes

If the subjects were dosed as more than one group, comment on the statistical analysis for group effect: N/A

Conclusion: The single-dose fasting bioequivalence study is acceptable.

2.

Single-dose Nonfasting Bioequivalence Study (RO1-696): A Relative Bioavailability Study of 375 mg

Metronidazole Capsules Under Nonfasting Conditions

Study Information

Study Number R01-696

Clinical Site -
Principal Investigator

M.D.

Study/Dosing Dates 06/30/02 to 07/09/02

Analytical Site
Analytical Director

. M.S.




Analysis Dates 07/12/02 to 07/17/02
Storage Period 18 days (between the day the first sample was collected and the day the last sample was

analyzed).

Treatment ID

Test or Reference
Product Name
Manufacturer
Batch/Lot No.
Manufacture Date
Expiration Date
Strength

Dosage Form

Batch Size

Potency

Content Uniformity
Formulation

Dose Administered
Route of Administration

No. of Sequences

No. of Periods

No. of Treatments

No. of Groups/Sequence
Randomization Scheme
Blood Sampling Times

Blood Volume Collected/Sample
Blood Sample Processing/Storage

IRB Approval
Informed Consent
Subjects Demographics
Length of Fasting

Length of Confinement
Safety Monitoring

A

Test

Metronidazole Capsules
Able

TB-146

06/02

375 mg
Capsules

101.9%

100.9% (RSD=0.4%)
See Appendix

375 mg

Oral

2
2

2 Balanced

Washout Period 7 days

Yes

B

Reference
FLAGYL Capsules
Searle

C100882

07/03
375 mg
Capsules

99.7%
100.5% (RSD=1.2%)

375 mg
Oral

Predose, 0.50,1,1.50,2,25,3,35,4,4.5,5,6, 8, 12, 16, 24, 36,

48 hours
10 mL/sample

stored at -20C
Yes

Yes
See below

In EDTA vacutainers, plasma separated after centrifuging, and

10 hours predose until a standardized breakfast 30 minutes prior

"to dosing

10 hours predose until 24 hours postdose

Vital signs (sitting blood pressure and radial heart rate) measured
prior to dosing and at 12 and 24 hours postdose.

10



Subjects Demographics

Age Age Groups Gender Race Weight
Range Yo Sex % Category %o
<18 0 Caucasian 100

Mean [22.6| 18-40 | 100 | Male 19 | Afr. Amer. 0 | Mean | 76.3
SD | 5.1 41-64 0 | Female | 5 Hispanic 0 SD 9.7
0

.| Range | 18- | 65-75 0 Asian Range |59-95
40

>75 0 Others 0

Study Results
Clinical: The firm’s clinical summary is provided on Pages 2585-2597, Vol. C1.8
Dropout Information Subject #3 was dropped due to a positive pregnancy screen prior to Period II

Adverse Events # Total events possibly/probably drug related: None
All others unrelated to study medication: 9
For additional information see Vol. C1.8, pages # 2708-2709

Protocol Deviations : Deviations in blood sampling times: 13 samples
with deviated sampling times (not greater than +5
minutes) PK analysis was based on actual sampling
times.

Other Deviations: Repeat blood pressure and heart
rate measurements were requested for | subject.
Hematology laboratory test results were outside the
reference range at screening for 2 subjects, and at
exit for 2 subjects. Chemistry laboratory test results
were outside the reference range at screening for 5
subjects, and at exit for 6 subjects. None of the
above deviations were judged clinically significant
by the study investigator.

One subject was tested positive for pregnancy prior
to Period II and dropped from the study.

Comments: None of the above adverse events or protocol deviations were judged clinically significant by the
study investigator.

QC Conc. (ug/mL) 300 12.50 20.00

Inter day Precision (%CV) 3.6 (n=32) 3.8 (n=32) 4.1 (n=32)
Inter day Accuracy (% Accuracy) 96.1 (n=32) 99.6 (n=32) 99.5 (n=32)
Cal. Standards Conc. (ug/mL) 0.100, 0.500, 1.00, 3.00, 6.00, 12.5, 25.0

Inter day Precision (%CV) 1.18-2.67

Inter day Accuracy (% Accuracy) 91.8-110.0




Long-term frozen storage stability (if | See prestudy stability data (pages 2-3)
applicable)

Linearity Range (range of R’ values) |0.9990-0.9996

Linearity Range (ug/miL) 0.100-25.0

Repeat Assays:

SOPs (Vol. C1.6, Pages 2022-2031) The SOP #PA 098.1 specified analytical reasons for reassaying or
reinjecting of samples. _

Number of Samples Re-assayed: 5 (for analytical reasons)

Number of Pharmacokinetic Repeats: None

Impact of Repeat-assays on the study outcome: None

Chromatograms: No interfering peaks observed.

Comments (on analytical study) The highest observed CMAX was 8.331 ug/mL. Therefore only the first 2 QCs
(low and medium), and standard curves, were appropriate for the actual samples.

Conclusion: Analytical method is acceptable.

Pharmacokinetic/Statistical Analysis

Table #6, Figure #2 (Attachments)
Tables # 7& 8 (Attachments)

Mean Plasma Concentrations
AUCH/AUC: ratio

Mean Pharmacokinetic Parameters and 90% Confidence Intervals:

A. Arithmetic Mean Pharmacokinetic Parameters

Parameter Units Test Reference T/R

Mean 9% CV Mean % CV
AUCO-t ug.hr/mL 79.379 16 76.332 17 1.04
AUCi ug.hr/mL 81.673 15 78.654 13 1.04
Cmax ‘ug/mL 6.000 18 5.802 17 1.03
Tmax Hrs 3.26 28 3.04 28 1.07
T1/2 hrs 8.27 11 8.18 13 1.01
Kel hrs™! 0.0848 11 0.0861 13 0.98

Geometric Mean and 90% Confidence Intervals

Test

Parameter Reference T/R 90% CI
Mean Mean

AUCO-t 78.283 75.587 1.04 1.01,1.06

AUCi 80.604 . 77912 1.03 1.01,1.06

Cmax 5.890 5.719 1.03 1.00,1.06

12



C. Total SD and within-subject error (root MSE): Values are shown below
(for In-transformed AUCt and Cmax only)

[InAUCt .
0.054562

LnCmax
0.053401

Root MSE, test & ref combined

Individual Subject AUCt, AUCi and Cmax data with Per and SEQ: Tables #9&10 (Attachments)

Comments: (on pharmacokinetic analysis)
ALWAYS include the comments below. Other comments may be listed if appropriate.

* Ke and AUCi were determined for all subjects.

¢ Indicate the number of subjects with the following:
d. measurable drug concentrations at O hr: None
e. first scheduled post-dose sampling time as Tmax: None
f.  fir=t measurable drug concentration as Cmax: None

¢ Did pkarmacokinetic parameters and 90% confidence intervals calculated by the reviewer agree with firm’s
calculations: Yes. Reviewer's 90% CI for InAUCT, InAUCI and InCMAX were[1.01;1.06]. [1.00;1.06] and
[1.00;1.06], respectively.

*»  Were there statistically significant sequence or period effects? No

*  Are the 90% confidence intervals for AUCt, AUCi, Cmax within the acceptable limits of 80-125%: Yes

e If the subjects were dosed as more than one group, comment on the statistical analysis for group effect: N/A

Conclusion: The single-dose fasting bioequivalence study is acceptable.

Dissolution Data

Sampling Test Product, Able's Reference Product, FLAGYL 375
Time | Strength 375 mg Strength 375 mg
(min.) Lot No. TB-146 Lot No. C100882
) Mean 9% CV Range Mean % CV Range
10 70.8 31.7 . ' 91.4 12.0 ]
20 94.7 1.2 99.1 2.5
30 100.2 2.1 99.9 1.7 ]
45 101.2 2.2 100.0 14
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B. Attachments
Table I
Comparative Mean Plasma Levels of Metronidazole
Dose=375 mg; n=36
ug/mL(CV%)
FastinQ/Single-Dose Stuclv
Hour Test Reference
0 0 0
0.33 3.105 (111) 1.570 (120)
0.67 5.968 (59) 5.119 (56)
1 6.885 (38) 6.644 (41)
1.33 7.203 (28) 6.864 (34)
1.67 7.380 (23) 6.928 (30)
2 7.146 (20) 6.877 (26)
2.50 6.781 (19) 6.702 (19)
3 6.342, (19) 6.376 (19)
4 5.751 (18) 5.764 (20)
6 4.585 (17) 4.561 (19)
8 3.893 (16) 3.850 (17)
12 2.804 (17) 2.776 (17)
16 2.007 (17) 1.988 (20)
24 1.149 (28) 1.138 (27)
36 0.406 (48) 0.398 (43)
48 0.133 (95) 0.138 (87)
Figulre 1

Mean Concentration (n.g,/mL) v

" Fasting Study No. R01-695

Mean Plasma Concentration (0 - 48 hours)
N=36

o 2 4 "6 8 0 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 43

Time (hours)

—e— A:TEST - - 0 - -B:REFERENCE
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Table II
Test Product's Individual AUCT/AUCI Ratios
Fasting Stucly No. R01-695

AUCT  AUCI AUCT/AUCI

Subject Sequence Period {ng-hr/-L) (ng-
’ hr/mL)

COXNDORWNIOOONODNRWNAQLIND U A WN =
=S NON =2 2 a NN AN =N AN A NAd NN =N RN=SRNRONONMNON =N -
SRON =2 2 A NAN A NAN 2 AN =N N AL AN AN =N NONRNN —N =

W W W Ww
s WN =

 —— ———]

N 36 36 36
MEAN 90785.17 93307.33  0.97336
STDEV 16354.13 17042.03  0.01551
% CV 1801 1826  1.59310
MIN
MAX — P




Table III

Reference Produét's Individual AUCT/AUCI Ratios
Fasting Study No. R01-695

AUCT AUC! AUCT/AUCI

Subject Sequence Period {ng-hr/mL) (ng-
hr/mL)
1 1 2 . : ‘
2 2 1 ’
3 1 2
4 2 1
5 2 1
6 2 1
7 2 1
8 2 1
9 2 1
10 1 2
11 2 1
12 1 2
13 2 1
14 1 2
15 1 2
16 2 1
17 1 2 i
18 2 1 '
19 1 2
20 1 2
21 2 1
22 1 2
23 1 2
24 2 1
25 1 2
26 2 1
27 1 2
28 2 1
29 1 2
30 2 1
31 1 2
32 1 2
33 1 2
34 2 1.
35 2 1
36 1 2 —_—
N b 36 36 36
MEAN 89035.42 91516.08 0.97289
STDEV 17168.41 17661.93 0.01798
% CV 19.28 19.30 1.85
MIN
MAX
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Table IV

Fasting Study No. R01-695

Individual Pharmacokinetic Parameters - Test Product

Toax Couar AUC,, - Kena [ 7% AUC, La-Tracsformed
Subject Sequence Period Prodact (kr) (ng/mL) {ag-br/ml) (1/hr) (hr) {og-he/mL) Com AUGC,, AUCy,
! [ i ATEST —————eeh,
2 2 2 A:TEST
k] 1 i ATEST
4 2 2 ATEST
5 2 2 A:TEST
6 2 2 ATEST
7 2 2 ATEST
3 2 2 ATEST
9 2 2 ATEST
10 1 t- ATEST
11 2 2 ATEST
12 1 1 A:TEST
3 2 2 ATEST
14 1 1 ATEST
15 1 1 ATEST
I6 2 2 ATEST
17 ' 1 ATEST
18 2 2 ATEST
19 1 1 ATEST
20 H | ATEST
2 2 2 ATEST
22 1 1 A:TEST
2 1 1 ATEST
24 2 2 ATEST
25 t 1 ATEST
26 2 2 ATEST
27 1 1 ATEST
23 2 2 ATEST
29 t ] ATEST
30 2 2 ATEST
3 H 1 ATEST
32 1 1 ATEST
3 H t ATEST
34 2 2 ATEST
35 2 2 ATEST
36 1 1 ATEST t————————— L
N 36 36 36 . N 36 36 - 36 36 36
MEAN 1.27 8510.18 90785.17 0.0869 821 93307.33 9.024 15.400 11.427
" STDEV 0.57 1926.68 16354.13 0.01 1.54 17042.03 . 0.22 0.19 019
% CV 45.25 22.64 18.01 1591 18.79 18.26 249 l_.63 . 1.63
MIN ——————— — — — e 37
MAX .

APPEARS THIS WAY
OM ORIGINAL
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Table V
Fasting Study No. R01-695

Individual Pharmacokinetic Parameters - Refereace Product

Tan Cox AUC,, Ko tin AUC,, Lun-Traosformed
Subject Sequence Pesiod Product (tr) (ng/mL) (og-hr/mL) (1/br) {hr} {ng-dbr/mL) Come AUC,, AUCy,

1 1 2 B:REFERENCE ——————— .

2 2 1 B:REFERENCE .

3 1 2 B:REFERENCE

4 2 1 B:REFERENCE

s 2 1 B:REFERENCE

6 2 1 B:REFERENCE

7 2 1 B:REFERENCE

8 2 1 B:REFERENCE

9 2 1 B:REFERENCE

10 1 2 B:REFERENCE

n 2 1 B:REFERENCE

12 1 2 B:REFERENCE

13 2 ] B:REFERENCE

14 1 2 B:REFERENCE

15 1 2. B:REFERENCE

16 2 1 B:REFERENCE

17 i 2 B:REFERENCE

18 2 t B:REFERENCE

19 1 2 B:REFERENCE

20 t, 2 B:REFERENCE" N

2 2 ] B:REFERENCE )

2 1 2 B:REFERENCE

23 t 2 B:REFERENCE

24 2 BN B:REFERENCE

25 1 2 B:REFERENCE

26 2 ] B:REFERENCE

27 1 2 B:REFERENCE

28 2 i B:REFERENCE

29 1 2 B:REFERENCE

.30 2 1 B:REFERENCE

31 1 2 B:REFERENCE

32 i 2 B:REFERENCE

ES] “a 2 B:REFERENCE

34 2 t B:REFERENCE

35 2 1 B:REFERENCE

36 i 2 B:REFERENCE
N 36 36 36 36 36 36 36 36 36
MEAN 1.5 7955.70 £89035.42 0.0859  8.33 91516.08 8957 11378 11.406
STDEV 0.76 1785.99 17168.41 o.01 165 17661.93 023 0.20 0.20
%CV s0.11 22.45 19.28 1639  19.86 19.30 2.52 1.73 L7t
MIN ——

APPEARS THIS WAY
ON ORIGINAL
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Table VI
Comparative Mean Plasma Levels of Metroniciazole
Dose=375 mg; n=23

ug/mL(CV%)
Nonfas ting/ Single-Dose Study

Hour ' Test Reference

0 0 ' 0

0.50 0.104 (233) 0.282 (192)
1 1.036 (119) 1.458 (121)
1.50 2.587 (66) 3.092 (62)
2 4.064 (47) 4.288 (45)
2.50 ’ 5.081 (34) 5.105 (35)
3 5.372.(27) 5.240 (23)
3.50 : 5.427 (19) 5.285 (17)
4 5.421 (16) 5.284 (14)

- 4.50 5.247 (17) 5.073 (14)
5 5.095 (18) 4.862 (15)
6 4.608 (18) 4.377 (14)
8 3.902 (17) 3.727 (14)
12 2.810 (17) 2.634 (13)
16 2.009 (16) 1.894 (14)
24 ' 1.155 (19) 1.105 (20)
36 ' 0.387 (29) 0.358 (33)
48 0.120 (70) 0.110 (85)

Figure 2

Non{asting Study No. R01-696

Mean Plasma Concentration (0 - 48 hours)
N=23

§ ¢

Mean Concentration (ng/mL)

£

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
) Time(hours)

{ —e—aTesT -- O - -B:REFERENCE |
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MEAN
SDEV
CV%
MIN
MAX

Table VII
Test Product's Individual AUCT/AUCI Ratios
Nonfasting’ Stucly No. R01-696

Sequence Period _ AUCT AUCI AUCT/AUCI
2 . 2 —— P :
2 2 ;
1 1
1 1
2 2
2 2 i
2 2 1
1 1
1 1
1 1
2 2
2 2
1 1 -
2 2
1 1
2 2
2 2
1 1
2 2
2 2
1 1
1 1
1 1 =
23 23 23

79379.04 81672.61 0.971326
12453.86 12425.39 0.011720
15.69 15.21 1.21
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Table VIII
Reference Product's Individual AUCT/AUCI Ratios
Non{asting' Study No. R01-696

Subject  Sequence Period AUCT AUCI AUCT/AUCI
—— —_—

N[\)N.—L—LN—L_&M—AN-—A—L'\)NM-—L_&—LNM-—L-—L

Gor— A

-
w

N 23 23 23
MEAN 76332.43 78654.30 0.97022
STDEV 10408.79 10447.50 0.01160
% CV 13.64 13.28 1.20
MIN : .
MAX
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Table IX
Fasting Stucly No. R01-696

Individual Pharmacokinetic Parameters - Test Product

Tonax [ o AUC,, Keam tn AUGC, Le-Transformed
Subject Sequence Perfod Product (hr) (ng/mL) (ng-hr/mL) (1/hr) (hr) {ng-tr/mL) Crax AUGC,, AUC,,

i 2 2 ATEST &~ o

2 2 2 A:TEST

4 1 1 A:TEST

5 1 1 ATEST

6 2 2 A:TEST

7 2 2 A:TEST

8 2 2 ATEST

9 1 1 A:TEST

10 1 1 A:TEST

1" 1 i ATEST B -

12 2 2 ATEST

13 2 2 A:TEST

14 1 i A:TEST

15 2 2 A:TEST

16 1 1 A-TEST

17 2 2 A:TEST

18 2 2 A:TEST

19 1 1 A:TEST

20 2 2 A:TEST

2] 2 2 A:TEST

22 1 L A:TEST

23 1 1 A:TEST

2] 1 i AatesT e |
N 23 - 23 23 23 23 23 : 23 23 23
MEAN 3.26 6000.44 79379.04 0.0848 327 81672.61 8.683 11.271 11.300
STDEV 0.90 1097.35 12453.86 0.01 092 12425.39 0.18 0.5 0.15
% cv 27.67 18.29 15.69 1085 1118 15.21 213 1.36 | 1)
MAX -

APPEARS THIS wAY
ON ORIGINAL
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Table X

Nonfasting Study No. R01-696

Individual Pharmacokinetic Parameters - Reference Product

Toax Conux AUC,, Koo i AUC,, _ Ln-Transformed

Subject Sequence Perlod Prodact (hr) {ng/mL) (ng-hr/mL) (/) {hr) {ng-hr/mL) Cous AUGC,, AUC,

1 2 ] B:REFERENCE | [

2 2 1 B:REFERENCE

4 1 2 B:REFERENCE

5 1 2 B:REFERENCE

6 2 t B:REFERENCE

7 2 1 B:REFERENCE

8 T2 1 B:REFERENCE

9 1 2 B:REFERENCE

10 1 2 B:REFERENCE

n 1 2 B:REFERENCE

73 2 1 B:REFERENCE

13 2 ] B:REFERENCE

14 1 2 B:REFERENCE

i5 2 1 B:REFERENCE

16 1 2 B:REFERENCE

17 2 i B:REFERENCE

18 2 1 B:REFERENCE

19 1 2 B:REFERENCE

20 2 1 B:REFERENCE

2 2 1 B:REFERENCE

22 1 2 B:REFERENCE

23 1 2 B:REFERENCE

24 1 2 B:REFERENCE =~ e |
N 23 3 23 23 23 23 23 F] 23
MEAN 3.04 5801.78 76332.43 0.0861  8.18 78654.30 8653 11.234 11.265
STDEV 0.85 975.37 10408.79 0.01 1.10 10447.50 0.16 0.13 0.13
% Cv 27.98 16.81 13.64 1323 1345 13.28 1.90 (Y 115
MIN
MAX -

APPEARS THIS WAY
ON ORIGINAL
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| Table XI
Formulation of Able's Metronidazole Capsules, 375 myg

Ingredients Code # mg/capsule Yo wiw Pharmaceutical Function

Metronidazole, USP — 375.00

Starch NF (Corn)

Magnesium Stearate, NF

#1 Capsules, Opaque Yellow cap / Opaque Gray
Body imprinted “A353" in black ink

*Capsule consisting of :
Black Iron Oxide
D&C Red #33 -
D&C Yellow #10
Gelatin
Titanium Dioxide
*Black Ink consisting of :
Black?

Pharmaceutical Glaze
Black Iron Oxide
Alcohol
Propylene Glycol
FD&C Blue # 2
FD&C Red # 40
FD&CBlue#1 -
D&C Yellow # 10
Black - s
Pharmaceutical Glaze
Black Iron Oxide
Alcohol
FD&C Blue # 2
FD&C Red # 40
FD&C Blue # 1
D&C Yellow # 10

Total 485.00 100%




BIOEQUIVALENCY COMMENTS
ANDA: 76-505 APPLICANT: Able Laboratories

DRUG PRODUCT: Metronidazole Capsules, 375 mg

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

In future applications, please include the address of the laboratories
conducting the dissolution testing in the bioequivalence section of the ANDA.

We acknowledge the following dissolution testing has been incorporated into
your stability and quality control programs:

The dissolution testing should be conducted in 900 mL of 0.1 N HCl, at 37C
using USP Apparatus I(basket) at 100 rpm. The test product 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. :

In the future, for the assay validation, please select QC concentrations that
are within the concentration range of the actual study samples.

Please note that the biocequivalency 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
bicequivalency information and/or studies, or may result in a conclusion that

the proposed formulation is not approvable.

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research

Sincerelyyours,

25
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CC:ANDA 76-505

ANDA DUPLICATE

DIVISION FILE

FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

HFD-652/ YHuang

Endorsements: (Final with Dates)
HFD-652/ HNguyen fﬁub/‘

HFD-652/ YHuang (A +{ l/u 2003
HFD-617/ A. Sigler

HFD-650/ D. Conner 137M£> o&/ﬁblhis

V:\FIRMSAM\able\ltrs&rev\76505ﬁ0902.doc

Printed in final on / /

BIOEQUIVALENCY - ACCEPTABLE Submission date: 09-26-02

1. FASTING STUDY (STF) ol Strengtli: 375 MG
Clinical: i . _ Outcome: AC
Analytical:

2. NON-FASTING STUDY (STP) of : Strength: 375 MG
Clinical: Outcome: AC
Analytical:

OUTCOME DECISIONS: IC - Incomplete UN - Unacceptable (fatal flaw)
AC - Acceptable

26
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #: 76-505 - SPONSOR : Able Laboratories
DRUG AND DOSAGE FORM : Metronidazole Capsules

STRENGTH(S) : 375 mg

TYPES OF STUDIES : Fasting Study & Non-Fasting Study -

CINICAL STUDY SITE(S) -

ANALYTICAL SITE(S) :

STUDY SUMMARY : Acceptable
DISSOLUTION : Acceptable
WAIVER REQUEST: N/A

~ DSI INSPECTION STATUS

Inspection needed: Inspection status: esult %

YES ‘FL

,m £liato

First Generic___ YES Inspection requested: (date) . I{S
New facility Inspection completed: (date) 6'
For cause
Other

PRIMARY REVIEWER : Hoainhon Nguyen "BRANCH : I

INITIAL : _{f42 DATE : 2/11 /03

TEAM LEADER : Yih-Chain Huang BRANCH : I
INITIAL : //L. +— DATE: =>/1 Zlcvj

DIRECTOR, DIVISIQN OF, BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

INITIAL : @dﬂ&m@ Wt DATE : G4, (03

27



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-505

ADMINISTRATIVE DOCUMENTS



'gM EMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE

TO

EF'ROM

SUBJECT :

October 7, 2002

Director
Division of Bioequivalence (HFD-650)

Chief, Regulatory Support Branch =60
Office of Generic Drugs (HFD-615) 0;L067: <

Examination of the bioequivalence study submitted with an
ANDA for Metronidazole Capsules, 375 mg to determine if
the application is substantially complete for filing.

Able Laboratories, Inc. has submitted ANDA 76-505 for
Metronidazole Capsules, 375 mg. The ANDA contains a first
generic. In order to accept an ANDA that contains a first
generic, the Agency must formally review and make a
determination that the application is substantially

- complete. Included in this review is a determination that

the bioequivalence study is complete, and could establish
that the product is bioequivalent.

Please evaluate whether the for study submitted by Able on
September 26, 2002 for its Metronidazole product satisfies
the statutory requirements of "completeness" so that the
ANDA may be filed.

A "complete" biocavailability or bioequivalence study is
defined as one that conforms with an appropriate FDA
guidance or is reasonable in design and purports to
demonstrate that the proposed drug is biocequivalent to the
"listed drug”.



BIOEQUIVALENCE CHECKLIST FOR APPLICATION COMPLETENESS
First Generic ANDA

- ANDA# 76-505 FIRM NAME ABLE LABORATORIES, INC

DRUG NAME METRONIDAZOLE CAPSULES, 375 MG

DOSAGE FORM ORAL CAPSULES

Requested by:

Chief, Regulatory Support Team, (HFD-615)

Summary of Findings by Division of Bioequivalence

x Study meets statutory requirements

Study does NOT meet statutory requirements
Reason:

Waiver meets statutory requirements

Waiver does NOT meet statutory requirements

Reason:

RECOMMENDATION: ¢/ COMPLETE __ INCOMPLETE

Reviewed by:

Patrick Nwakama, Pharm.D. Date: 10/10/2002

y4

Reviewer
Gur Jai Pal Singh, P Date- [0 /4- 02—

Team Leader

Dale P. Conner, Pharm.D W%ﬂ( Date: /0 // S /D Zl_

Director, Division of Bioequivalence



Item Verified:

I

€

Required
Amount

Amount
Sent

Comments

Protocol

Fasting & Fed Studies -

Assay Methodology

Procedure SOP

Methods Validation

Study Results Ln/Lin

Adverse Events

IRB Approval

Dissolution Data

Pre-screening of Patients

Chromatograms

Consent Forms

Composition

Summary of Study

Individual Data & Graphs,
Linear & Ln

PK/PD Data Disk (or Elec
Subm)

Randomization Schedule

Protocol Deviations

Clinical Site

Analytical Site

Study Investigators

Medical Records

Clinical Raw Data

Test Article Inventory

KRR XXX K X lalalalatatatatatatlatatatel




~

Summary results provided
by the firm indicate studies
pass BE criteria

BIO Batch Size x —_—
Assay of Active Content x 99.5%
Drug
Content Uniformity x 100.3%
Date of Manufacture x 06/02
Exp. Date of RLD x 07/03
i TEST - TB-146
BioStudy th Numbers x TEST-TB A
Statistics x

Waiver requests for other
strengths / supporting data

X

ONLY ONE STRENGTH (375 MG)

Additional Comments regarding the ANDA:

Cr-eated PDF Form:BIO CHKLST.PDF 05/15/02

APPEARS THIS WAY
ON ORIGINAL




RECORD OF TELEPHONE CONVERSATION

Qeference *s made to minor amendments dated March 19, 2003 and " DATE:
yiarch 20, 2003 for ANDA’s 76-505 and 76-519 respectively. May 12, 2003
geference is also made to ANDA 76-462 for Metronidazole r ANDA NUMBER

Extended-release Tablets, 750 mg.
76-505/76-519

A; Based on your Extented-release product, you gave limits for the | TELECQN.INITIATED BY

release Related Substances and stability Related - - “"EAGENCY
Metronidazole. We need consistency within all of the PrRODUCT NAME:

plications. Please give us a limit for the tablets (ANDA 76-519)
nd capsules (ANDA 76-505) that is in line with the Extended-release | Metronidazole Tablets

ublets for the Related substances. | 250 mg and 500 mg

A ' & Metronidazole Capsules

firm: We agree to the limits as referenced in ANDA 76-462 375 mg '
Firm NAME:

] Able Laboratories Inc.

3 : FIRM REPRESENTATIVES:

' g | Note: Related Substances limit obtained from ANDA 76-462 for Shashi Shah

4 | referencing puposes. ‘ : Iva Klemick _
TELEPHONE NUMBER:

908-754-2253
| FDA REPRESENTATIVES
Shing, Liu, Ph.D.
Benjamin Lim, Ph.D
Wanda Pamphile, Pharm.D

SIGNATURES: §v/3 "',‘
Shing, Liu 9-14-%% \3§//3/03

- | Benjamin Lim X
‘Wanda Pamphile w33 o7

Oig:  ANDA 76-505/76-519
CC Division File
s Chem._ I Telecon Binder

ViFRMS AM\ABLELTRS&REVVI6505.doc



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-505

CORRESPONDENCE




LR

ABLE
LABORATORIES

INC. 76 -80S

~ September 26, 2002

FEDERAL EXPRESS
Dr. Gary Buehler

Director / 3\) ) (‘@)C'DDO b @
Office of Generic Drugs (HFD-600) 50 2Ce

Center for Drug Evaluation and Research o -0C 3
Food and Drug Administration . @
Metro Park North II Z : M
7500 Standish Place _ , '

Rockville, Maryland 20855

ABBREVIATED NEW DRUG APPLICATION
METRONIDAZOLE CAPSULES
375 mg - -

Dear Dr. Buehler:

Pursuant to Section 505(G)(1) of the Federal Food, Drug and Cosmetic Act, ABLE
LABORATORIES, INC., herewith submits an original Abbreviated New Drug Application
(ANDA) for Metronidazole Capsules, 375 mg.

The Metronidazole Capsules, 375 mg drug product for which this ANDA is submitted is
identical to GD Searle LLC’s Flagyl® 375 (metronidazole capsules 375 mg), previously
approved by the Food and Drug Administration under New Drug Application 020334,

It is the opinion of ABLE LABORATORIES, INC., and to the best of our knowledge, with
respect to each patent which claims the listed drug or which claims a use for such listed drug
for which we are seeking approval that such patent(s), if filed, have expired and therefore will

not be infringed by the manufacture, use, or sale of the drug for which this Abbreviated New
Drug Application is being submitted.

The firm has incorporated the Division of Bioequivelence’s recommendation to conduct in-

vetro dissolution testing using the FDA method. A copy of the December 2001 has been
included for your reference.

In vivobioavailability studies have been conducted on ABLE Laboratories, Inc.’s Metronidazole
Capsules, 375 mg and compared to the Reference Listed Drug, GD Searle LLC’s Flagyl® 375
(metronidazole capsules, 375 mg). Electronic copies of the analytical section of the
bioequivalence study from - have been included in Volume I.

‘RECEIVED
SFP 27 7002
_ OGD ii uL)ER Page 1 of 2




A

d | ABLE
LABORATORIES
INC.

Dissolution testing was performed on the product. The comparative drug release has been
included in Section VIL3.

We are sumitting duplicate copies of Section XV Analytical Methods in accordance to the
Guidance for Industry Organization of an ANDA Feburary 1999 OGD # 1Revision 1.

We are requesting a two (2) year expiration dating period for this product based on accelerated
stability data provided herein. We trust that this Abbreviated New Drug Application for
Metronidazole Capsules, 375 mg meets all requirements.

If you should require additional information or have any questions regarding this Abbreviated
New Drug Application, please do not hesitate to contact me directly by phone at (908) 754-
2253, ext. 505 or by facsimile at (908) 753-9383.

We have submitted a true copy of the chemistry section to the field.

Thank you.

Sincerely,

ABLE LABORATORIES, INC.

Mr. Shashji4at Shah, R.Ph.
~ V.P. Quality/Regulatory

Volumes Submitted:
Archival -13
Field Copy -13
Chemistry -5
Bioequivalence -9

Page 2 of 2

6 Hollywood Court 4CN 1013 4 South Plainfield «New Jersey 07080 4Telephone: (908) 754-ABLE 4Fax: (908) 754-2476
www.ablelabs.com



ANDA 76-505

0cT 30 2002

Able Laboratorié%, Inc.
Attention: Shashikant Shah

6 Hollywood Court, CN 1013
South Plainfield, NJ 07080-4295

Dear Sir:

We acknowledge the receipt of your abbréviated new drug‘ . 7
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act. T B
NAME OF DRUG: Metronidazole Capsules, 375 mg

DATE OF APPLICATION: September 26, 2002

DATE'(RECEIVED) ACCEPTABLE FOR FILING: September 27, 2002

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above. ' )

Should you have questions concerning this application, contact::

Wanda Pamphile
Project Manager
(301) 827-5848

Sincegely yoﬁrs,

Wm PetLr glckman S

Director

Division of Labeling and Program Supportv
Qffice of Generic Drugs

Center for Drug Evaluation and Research




ABLE
LABORATORIES
INC.

November 19, 2002

FEDERAL EXPRESS

Dr. Gary Buehler

Director

Office of Generic Dnigs (HFD-600)
Center for Drug Evaluation and Research

Food and Drug Administration - ORIG ANMENDMENT
Metro Park North II ! '
7500 Standish Place A %H%

Rockville, Maryland 20855

GRATUITOUS AMENDMENT TO
ABBREVIATED NEW DRUG APPLICATION
- ANDA # 76-505
METRONIDAZOLE CAPSULES
375mg

Dear Dr. Buchler:

Pursuant to Section 505(j)(1) of the Federal Food, Drug and Cosmetic Act, ABLE LABORATORIES,
INC,, herewith submits a Gratuitous Amendment to our original Abbreviated New Drug Application
(ANDA # 76-505) for Metronidazole Capsules, 375 mg to provide USP <671> testing for the 1250 cc
HDPE bottle which was inadvertently omitted from the original submission filed on September 26, 2002.

If you should require additional information or have any questions regarding this Abbreviated New Drug

Application, please do not hesitate to contact me directly by phone at (908) 754-2253, ext. 412 or by
facsimile at (908) 753-9383. ‘

We have submitted a true copy of the chemistry section to the field.

Thank you.

Sincerely,
ABLE LABORATORIES, INC.

N 7/
Mrs. Iva Klemick
Director Regulatory Affairs

Volumes Submitted: RECEIVED
Archival -1 _
Field Copy -1 NOV 2 0 2007
| OGD / CDER
Page 1 of 2

6 Hollywood Court 4CN 1013 x South Plainfield «New Jersey 07080 «Telephone: (908) 754-ABLE . Fax: (908) 754-2476

www.ablelabs.com




ABLE
LABORATORIES
INC.

»
2
il
y

ENDWENT

December 20, 2002 DRIG AN

£11
¢

FEDERAL EXPRESS N l
Dr. Gary Buehler

Director /

Office of Generic Drugs (HFD-600)

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North I

7500 Standish Place

Rockville, Maryland 20855

=2

GRATUITOUS AMENDMENT TO
ABBREVIATED NEW DRUG APPLICATION
ANDA # 76-505
METRONIDAZOLE CAPSULES
375 mg .

Dear Dr. Buehler:

Pursuant to Section 505(j)(1) of the Federal Food, Drug and Cosmetic Act, ABLE LABORATORIES,
INC., herewith submits a Gratuitous Amendment to our original Abbreviated New Drug Application
(ANDA # 76-505) for Metronidazole Capsules, 375 mg to provide an editorial correction of Section
XVI. Stability Summary Overview, to reference capsules instead of tablets.

If you should require additional information or have any questions regarding this Abbreviated New

Drug Application, please do not hesitate to contact me directly by phone at (908) 754-225 3, ext. 412
or by facsimile at (908) 753-9383.

We have submitted a true copy of the chemistry section to the field.

Thank you.

Sincerely,
ABLE LABORATORIES, INC.

\QQ- Mﬂ"f—‘/—-‘
Mrs. Iva Klemick
Director Regulatory Affairs

Volumes Submitted:

Archival-1 ' RECEIVED
Field Copy -1 :
\ BEC 2 3 2002
; ' OGD /CDER
: Page 1 of 1

6 Hollywood Court «CN 1013 . South Plainfield « New Jersey 07080 4 Telephone: (908) 754-ABLE . Fax: (908) 754-2476
www.ablelabs.com



MINOR AMENDMENT

ANDA 76-505 .

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

o/

APPLICANT: Able Laboratories, Inc. TEL: 908-754-2253 ext 412
ATTN: Iva Klemick FAX: 908-753-9383
FROM: Wanda Pamphile : PROJECT MANAGER: 301-827-5848

Dear Madam:

 This facsimile is in reference to your abbreviated new drug application dated September 26, 2002, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Metronidazole Capsules, 375 mg.

Reference is also made to your amendment(s) déted: November 19, and December 20, 2002.

The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in

the attachments (_“Z—pages). This facsimile is to be regarded as an official FDA communication and unless
requested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CFR 314.120
which, will either amend or withdraw the application. Your amendment should respond to all of the deficiencies
listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until
all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOR
AMENDMENT and will be reviewed according to current OGD policies and procedures. The designation as a
MINOR AMENDMENT should appear prominently in your cover letter. You have been/will be notified in a
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of
your bioequivalence data. If you have substantial disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:
Chemistry comments included. Please include in your response.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW. '

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immedsately
notify us by telephone and retumn it to us by mail at the above address.
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36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA : 76-505 APPLICANT: Able Laboratories, Inc.

7

DRUG PRODUCT: Metronidazole Capsules, 375 mg

The deficiencies presented below represent MINOR

deficiencies.

A. Deficiencies:
1. —
2.
3.

B. In addition to responding to the deficiencies

presented above, please note and acknowledge the
following comments in your response:

1. The biocequivalence portion and the labeling portion
of your submission are under review. Deficiencies,

if any, will be communicated to you under separate
cover.

2. The firms referenced in your application must be in
compliance with cGMP at the time of approval.

'3..Please provide any available drug product room
temperature stability data.

4. The USP method for the drug substance and the drug
product are the regulatory methods and they will
prevail in the event of any dispute.



5. Please refrain from submitting testing data that are
not relevant to the application, such as containers
permeability test results for bottles not used for

packaging Metronidazole Capsules, 375 mg.
/

Sincerely yours,

Bl <l

Rashmikant M. Patel, Ph.D.

Director

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY

UGS R
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March 19,2003

FEDERAL EXPRESS

Dr. Gary Buehler /

Director

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation and Research

Food and Drug Administration . : o GRIG AMENﬂm '

Metro Park North 11

7500 Standish Place | | l\( / AM

Rockville, Maryland 20855

\

MINOR AMENDMENT
Metronidazole Capsules
375 mg

ANDA 76-505

Dear Dr. Buehler:

Pursuant to facsimile communication from the Agency on March 5, 2003, the firm is herewith
submitting a MINOR AMENDMENT RESPONSE to our original Abbreviated New Drug
Application #76-505 for Metronidazole Capsules 375 mg to provide additional chemistry

information, including revised impurity limits for finished product and stability, and updated
stability information.

We trust that this MINOR AMENDMENT RESPONSE to Abbreviated New Drug Application
ANDA # 76-505 for Metronidazole Capsules 375 mg, meets all requirements.

If you should require additional information or have any questions regarding this MINOR
AMENDMENT RESPONSE to Abbreviated New Drug Application, ANDA# 76-505, please

do not hesitate to contact me directly by phone at (908) 754-2253, ext. 505 or by facsimile at
(908) 753-9383. - ‘

Sincerely,

" REC
f g
Mr. Shaghikant Shah, R.Ph, : : Wao - Elv, N
VP Quality/Regulatory Affairs ‘ , AR 27 2003
Volumes Submitted: 1 ' : , GD/ (JL}L N V2 |
4 3 " !
CC: District Office | gx

6 Hollywood Court 4 CN 1013 4 South Plainfield 4 New Jersey 07080 4 Telephone: (908) 754-ABLE 4 Fax: (908) 754-2476
. www.ablelabs.com '
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FEDERAL EXPRESS

March 28, 2003
4

Dr. Gary Buehler
Director
Office of Generic Drugs (HFD-600)

Center for Drug Evaluation and Research

Food and Drug Administration
Metro Park North II

7500 Standish Place
Rockville, Maryland 20855

Re:  Metronidazole Capsules 375 mg

ANDA 76-505

Dear Dr. Buehler:

ORIG AMENDMENT

N|or

LABELING AMENDMENT
FINAL APPROVAL REQUESTED

'Pursuant to facsimile communication from the Agency on March 6, 2003, the firm is herewith

submitting a LABELING AMENDMENT RESPONSE to our original Abbreviated New Drug
Application #76-505 for Metronidazole Capsules 375 mg to provide the requested labeling
information. For ease of rev1ew the firm has included the March 6, 2003 Labeling Amendment

~ In reference.

Reference:

November 19, 2002 Gratuitous Amendment
December 20, 2002  Gratuitous Amendment
March 6,2003 ~ Labeling Amendment
March 19, 2003 Minor Amendment

1. Labeling:

There have been no changes to the container and or outsert labeling since the September 26,

2002 Original Submission, except as provided herein.

RECEIVED
MAR 3 1 7003
OGD /CDER

6 Hollywood Court 4 CN 1013 4 South Plainfield 4 New Jersey 07080 4 Telephone: (908) 754-ABLE . Fax: (908) 754-2476

www.ablelabs.com
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Page 2 of 4

Re:  Metronidazole Capsules 375 mg
ANDA 76-_5/05

CONTAINER LABEL

‘The firm has revised the container labels to include the statement “Protect from light.”
to the storage statement.

In addition the following changes have been made:

1. The firm has changed the background color of the container label to
increase the prominence of the expression of strength and product name.

2. The “DISPENSE” statement was revised to include the phrase “well-
closed”, based on the Reference Listed Drug.

3. The company logo was moved to the lower portion of the front panel
and decreased in size.

4. The revision date was changed from 08/02 to 03/03.

For ease of review we have included a paste up side-by-side comparison of Able’s last

submitted container label, to Able’s Final Container label which has been appended as
Exhibit #1. '

In addition, we have included an annotated * side-by-side comparison of Able’s last

submitted container label, to Able’s Final Container label which has been appended as
Exhibit #2.

* [Changes are highlighted, additions are indicated by a double underline,(=) and
deletions are indicated by a single strike thru (-) the word(s) or phrase(s).]

Twelve copies of the final container labels for each packaging configuration (30s, 50s,
100s, 500s. and 1000s) have been appended as Exhibit # 3. # 4, # 5, #6 and # 7.
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Page 3 of 4 »
Re:  Metronidazole Capsules 375 mg
- ANDA 76-'3'05
INSERT

The outsert was revised to include the following changes based on the Agency’s
recommendations:

1. DESCRIPTION - “Metronidazole capsules, for oral
administration, contains...” [insert comma]
2. CLINICAL PHARMACOLOGY, sixth paragraph, second
sentence - “...C_,, of 8.6 (£1.6)...”
3. PRECAUTIONS, Drug interactions, second paragraph-
- “...phenytoin has also been reported.”
4. HOW SUPPLIED- added the statement “Protect from light.”

In addition the firm made the following changes:
a. The degree symbol was added to the number “15".
b. The revision date was changed from 09/02 to 03/03.

For ease of review we have included a paste up side-by-side comparison of

Able’s last submitted outsert, to Able’s Final outsert which has been appended
as Exhibit #8.

In addition, we have included an annotated * side-by-side comparison of Able’s

last submitted outsert, to Able’s Final outsert which has been appended as .
Exhibit #9.

* [Chahges are highlighted, additions are indicated by a double underline,(=)
and deletions are indicated by a single strike thru (-) the word(s) or

phrase(s).]

Twelve copies of the final outseﬁ have beeﬁ appended as Exhibit # 10.
Chemistry

There have been no changes to the Chemistry Manufactufing and Controls

section of the ANDA submission since the Minor Amendment Response dated
March 20, 2003 .
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Page 4 of 4 7
Re:  Metronidazole Capsules 375 mg
ANDA 76-505
o/

3. Bioequivalence

To date the firm has received no Bioequivalence comments for the titled product.

‘We trust this LABELING AMENDMENT RESPONSE to Abbreviated New Drug

Application.- ANDA # 76-505 for Metronidazole Capsules 375 mg, meets all
- requirements.

If you should require additional information or have any questions regarding this
LABELING AMENDMENT RESPONSE to Abbreviated New Drug Application, .
ANDA# 76-505, please do not hesitate to contact me directly by phone at (908) 754-
2253, ext. 505 or by facsimile at (908) 753-9383.

Sincerely,

VP Quality/Regulatory Affairs
Volumes Submitted: 1 |

CC: District Office
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May 12, 2003

| <53 NEW CORRESP
FEDERAL EXPRESS

Dr. Gary Buehler

Director

Office of Generic Drugs (HFD-600)
Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II

7500 Standish Place

Rockville, Maryland 20855

' TELEPHONE AMENDMENT
Metronidazole Capsules 375 mg
ANDA 76-505

Dear Dr. Buehler:

“Pursuant to telephone communication from Ms. Wanda Pamphile, Dr. Benjamin Lim and Dr.
o Shing Liu of FDA and Mrs. Iva Klemick and Mr. Shashikant Shah, R Ph. of Able Laboratories
‘ on May 12, 2003, the firm herewith commits to revise the Related Substance limits in both the
Finished Product and Stability Specification Report forms for Metronidazole Capsules 375 mg,

ANDA# 76-505, to reflect the revised limits of -

,as
previously submitted for Metronidazole Extended-Release Tablets 750 mg, ANDA # 76-462.

We trust that this TELEPHONE AMENDMENT RESPONSE to Abbreviated New Drug
Application ANDA # 76-505 for Metronidazole Capsules 375 mg, meets all requirements.

If you' should require additional information or have any questions regarding this TELEPHONE
AMENDMENT RESPONSE to Abbreviated New Drug Application, ANDA# 76-505, please

do not hesitate to contact me directly by phone at (908) 754-2253, ext. 505 or by facsimile at
(908) 753-9383.

Sincerely,
_/— Mr. Shashikant Shah, R Ph a T
VP Quality and Regulatory Affairs : MAY 1 3 2003
T Volumes Submitted: 1 | , @@U / ?;'JE.R

CC: District Office

6 Hollywood Court .CN 1013 . South Plainfield «New Jersey 07080 4 Telephone: (908) 754-ABLE . Fax: (908) 754-2476
www.ablelabs.com
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6 Hollywood Court «CN 1013 « South Plainfield « New Jersey 07080 4 Telephone: (908) 754-ABLE . Fax: (908) 754-2476

ABLE
LABORATORIES
INC.

May 13, 2003

FEDERAL EXPRESS : '
Dr. Gary Buehler , NRIG AMENDMENT
Director

Office of Generic Drugs (HFD-600)

Center for Drug Evaluation and Research N / AT

Food and Drug Administration

Metro Park North I

7500 Standish Place

Rockville, Maryland 20855

TELEPHONE AMENDMENT -
Metronidazole Capsules 375 mg
- ANDA 76-505

Dear Dr. Buehler:

Attached please find copies of the revised finished product and stability speciﬁcation report

forms for Metronidazole Capsules 375 mg. referenced in my communication dated May 12,
2003.

- The firm has ——— . the related substance limits in each of the above referenced ANDA’s, to

conform to the specifications as submitted for Metronidazole Extended-Release Tablets, 750mg,
ANDA # 76-462, per our commitment in our telephone conversation of May 12, 2003.

We trust that this TELEPHONE AMENDMENT RESPONSE to Abbreviated New Drug
Application ANDA # 76-505 for Metronidazole Capsules 375 mg, meets all requirements.

If you should require additional information or have any:questions regarding this TELEPHONE

- AMENDMENT RESPONSE to Abbreviated New Drug Application, ANDA# 76-505, please

do not hesitate to contact me directly by phone at (908) 754-2253, ext. 505 or by facsimile at
(908) 753-9383. _ )

Sincerely, RE
Iva Klemick ' ' MAY 1 4 2003

Director, Regulatory Affairs OG D
/ CDER

Volumes Submitted: 1

CC: District Office

www.ablelabs.com
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FEDERAL EXPRESS

May 20, 2003 ,

Dr. Gary Buehler

Director

Office of Generic Drugs (HFD-600) o '

Center for Drug Evaluation and Research : N Q F
- Food and Drug Administration :

Metro Park North II

7500 Standish Place

Rockville, Maryland 20855 ' FPL

LABELING AMENDMENT
] FINAL APPROVAL REQUESTED

Re:  Metronidazole Capsules 375 mg
ANDA 76-505

Dear Dr. Buehler;

Pursuant to facsimile communication from the Agency on April 30, 2003, the firm is herewith
submitting a LABELING AMENDMENT RESPONSE to our original Abbreviated New Drug
Application #76-505 for Metronidazole Capsules 375 mg to provide the requested labeling
information. For ease of review, the firm has included the following as References:

Reference:

November 19, 2002  Gratuitous Amendment -
December 20, 2002  Gratuitous Amendment

March 19, 2003 Minor Amendment Response
March 28, 2003 Labeling Amendment Response

April 30, 2003 ~Labeling Amendment
May 12, 2003 Telephone Amendment Response
May 13, 2003 Telephone Amendment Response
Labeling:
There have been no changes to the container and or outsert labeling since the March 28, 2003
Labeling Response. ‘
RECEIVED
% MAY 2 1 2003
OGD / CDER

6 Hollywood Court .CN 1013 4 South Plainfield « New Jersey 07080 ‘Telephone (908) 754-ABLE . Fax: (908) 754-2476
www.ablelabs.com
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Re:
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INC.

Metronidazole
ANDA 76;505

Capsules 375 mg

CONTAINER LABEL

1.

 CONTAINER (Bottles of 30, 50, 100, 500 and 1000)

Satisfactory in final print.

The firm has not made any changes to the container label since the March 28,
2003 submission of the Final Printed Labels.

Labeling Comment # 1 has been fully addressed.

INSERT

The outsert was revised to include the following changes based on the Agency’s
recommendations:

2.
2.

TITLE, Warning, second sentence: “...reserved for the conditions...”
CLINICAL PHARMACOLOGY ’
1. Fifth paragraph, last sentence: “...(+ 0.4)...” [insert space after
1]
2. Protozoal parasites, second paragraph: “...(> 90%)...” [insert
space after “>”]
PRECAUTIONS, Geriatric Use- Due to changes in the insert labeling
for the reference listed drug, (Flagyl® Capsules by Searle NDA 20-
334/5-001; revised 5/5/99; approved 4/23/03), please revise the
Geriatric Use subsection to read as follows:
“No overall differences have been reported in safety and effectiveness
between younger and older individuals, but greater sensitivity of some
older individuals cannot be ruled out. Systemic exposure to the active
metabolite, 2-hydroxymethyl metronidazole, is higher in the elderly.
Metronidazole is known to be substantially excreted by the kidney, and
the risk of toxic reactions to this drug may be greater in patients with
impaired renal function. Although decreased renal function does not
alter the single dose pharmacokinetics of metronidazole, because elderly
patients are more likely to have decreased renal function, care should be
taken in dose selection, and it maybe useful to monitor renal function.
Plasma clearance of metronidazole is decreased in patients with
decreased liver function.
Therefore, in elderly patients, monitoring of serum levels may be
necessary to adjust the metronidazole dose accordingly.”
REFERENCES, number 2: “...132(Nov): 587-591...” [insert space after
“132(Nov):”]
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Re:  Metronidazole Capsules 375 mg
ANDA 76-505

"/

The firm has revised the outsert according the recommendations 2A-2D.

In addition, the firm has revised the revision number from 01 to 02 and the revision
date from 03/03 to 05/03.

For ease of review we have included a paste up side-by-side comparison of Able’s last
submitted outsert, to Able’s Final outsert which has been appended as Exhibit #1.

In addition, we have included an annotated * side-by-side comparison of Able’s last
submitted outsert, to Able’s Final outsert which has been appended as Exhibit #2.

* [Changes are highlighted, additions are indicated by a double underline,(=) and
deletions are indicated by a single strike thru (-) the word(s) or phrase(s).]

Twelve copies of the final outsert have been appended as Exhibit # 3.
Chemistry

There have been no changes to the Chemistry, Manufacturing Controls Section since
the May 13, 2003 Telephone Amendment.

Bioequivalence

There have been no changes to the Bioequivalence Section since the Original
Submission.

APPEARS THIS WAY
ON ORIGINAL
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Re: ~ Metronidazole Capsules 375 mg

ANDA 76-505
R

- Wetrust this LABELING AMENDMENT RESPONSE to Abbreviated New Drug Application
ANDA # 76-505 for Metronidazole Capsules 375 mg, meets all requirements.

If you should require additional information or have any questions regarding this LABELING
AMENDMENT RESPONSE to Abbreviated New Drug Application, ANDA# 76-505, please

do not hesitate to contact me directly by phone at (908) 754-2253, ext. 412 or by facsimile at
(908) 753-9383.

Sincerely,

N~ S

Mrs. Iva Klemick
Director Regulatory Affairs

Volumes Submitted: 1

CC: District Office



