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ANDA 76-841

SEPV 30 2004

Teva Pharmaceuticals USA
Attention: Vincent Andolina
1090 Horsham Road

P.O. Box 1080

North Wales, PA 19454

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated September 2, 2003, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Mesalamine Rectal Suspension, USP (Enema), packaged in a

4 gram/60 mL unit-dose bottle).

Reference is also made to your amendments dated April 9, May 14,
June 4, September 8, September 20, and September 21, 2004.

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 Mesalamine Rectal Suspension, USP (Enema),

4 gram/60 mL, to be bioequivalent and, therefore,
therapeutically equivalent to the listed drug (Rowasa® Rectal
Suspension, USP (Enema), 4 g/60 mL, of Solvay Pharmaceuticals).
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.

Promotional materials may be submitted to FDA for comment prior
to publication or dissemination. Please note that these
submissions are voluntary. If you desire comments on proposed
launch promotional materials with respect to compliance with



applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promotional
materials and package insert(s) directly to:

Food and Drug Administration

Division of Drug Marketing, Advertising, and Communications, HFD-42
5600 Fishers Lane

Rockville, MD 20857

We call your attention to 21 CFR 314.81 (b) (3) which requires
that all promotional materials be submitted to the Division of
Drug Marketing, Advertising, and Communications (HFD-42) with a
completed Form FDA 2253 at the time of their initial use.

Sincerely yours,

(ratl—

Gary Buehler I
0
Director ﬁ 30[ 4

Office of Generic Drugs

Center for Drug Evaluation and Research
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MESALAMINE RECTAL SUSPENSION USP, 4 g/60 mL

6888 ~a

Funiaccep T (157,
B only B4 Fol& spafF
SEP 30 2004

DESCRIPTION
The active ingredient in mesalaming rectal suspension USP, 4 /60 mL, a disposable (60 mL) unit, is mesalamine, also known as 5-ami licylic acid (5-ASA). Chemically, ine is 5-amino-2-
hydroxybenzoic acid.

The structural formula is:

i ) COOH
i oH
HaN
CH,NO, ' M.W. 153.14
Each rectal suspension USP unit contains 4 grams of mesatamine. In addition to mesalamine the preparation contains the inactive ingredients carbomer 934P, edefate disodium, potassium acetate, potassium
metabisulfite, purified water and xanthan gum. Sodium benzoate is added as a preservative. The disp unit ists of an icator tip protected by a polyethyiene cover and lubricated with USP
white petrolatum. The unit has a ong-way valve to prevent back flow of the dispensed product. .
CLINICAL PHARMACOLOGY
. Sulfasalaziae is split by bacterial action in the colon into sulfapyridine (SP) and mesalamine (5-ASA). it is thought that the lami is ther: ically active in ulcerative colitis [A.K. Azad

Khan et al, Lancet 2:892-895 (1977)). The usual oral dose of sulfasalazine for active ulcerative colitis in adulls is'two to four grams per day in divided doses. Four grams of sulfasalazine provide 1.6 ¢
of free mesalamine to the colon. Each mesalamine rectal suspension USP delivers up to 4 § of mesafamine to the left side of the colon.

The mechanism af action of ine (and sulfasalazine) is , but appears to be topical rather than systemic. Mucosal production of arachidonic acid (AA) ites, both through the
cy , i.e., pl id: and mrough the Ilpoxygenase pathways | &., leukotrienes (LTs) and hydroxyeicosatetraenoic acids (HETEs) is increased in patients with chromc inflammatory
bowel dlsease and ms ible that by bl cyclooxyg and inhibiting prostaglandin (PG) production in the colon.

Preclinical Toxicology

Preclinical studies have shown the kldney to be the major target organ for mesalamine toxicity. Adverse renal function changes were observed in rats after a single 600 mg/kg oral dose, but not after a 200 mg/kg
dose. Gross kidney lesions, including papiltary necrosis. were observed after a single oral 300 mg/kg dose, and after i.v. doses of >214 mg/kg. Mice responded similarly. In a 13-week oral (gavage)
dose study in rats, the high dose of 640 mg/kg/day mesalamine caused deaths, probably due to renal failure, and dose-related renal lesions {papillary necrosis and/or multifocal tubular injury) were seen
in most rats given the high dose (males and females) as well as in males receiving lower doses 160 mg/kg/day. Renal lesions were not observed in the 160 mg/kg/day femaie rats. Minimal tubular epithelial
damage was seen in the 40 mg/kg/day males and was reversible. In a six-month oral study in dogs, the no-observable dose ievel of mesalamine was 40 mg/kg/day and doses of 80 mg/kg/day and higher
caused renal pathology similar to that described for the rat. In a combined 52-week toxicity and 127-week carcinogenicity study in rats, degeneration in kidneys was observed at doses of 100 mg/kg/day and
above admixed with diet for 52 weeks, and at 127 weeks i d incid of kidney ion and hyalinization of b membranes and Bowman’s capsule were seen at 100 mg/kg/day and above.
In the 12 month eye toxicity study in dogs, Keratoconjunctivitis Sicca (KCS) occurred at oral doses of 40 mg/kg/day and above. The oral preclinical studies were done with a highly bioavailable suspension
where absorption throughout the gastrointestinal tract occurred. The human dose of 4 grams represents approkimately 80 mg/kg but when mesafamine is given rectally as a suspension, absorption is poor
and limited to the distal colon (see Pharmacokinetics). Overt renal toxicity has not been obseyved (see ADVERSE REACTIONS and PRECAUTIONS), but the potential must be considered.

Phamacokinetics

Mesalamine administered rectally as mesalamine rectal suspension USP is poorly absorbed from the colon and is excreted principally in the feces during subsequent bowe! movements. The extent of
absorption is dependent upon the retention time of the drug product, and there is considerable individual variation. At steady state, approximately 10 to 30% of the daily 4-gram dose can be recovered
in cumulative 24-hour urine collections. Other than the kidney. the organ distribution and other bioavailability characteristics of absorbed mesalamine in man are not known, itis known that the compound
undergoes acetylation but whether this process takes place at colonic or systemic sites has not been efucidated.

Whatever the metabolic site, most of the absorbed mesalamine is excrefed in the urine as the N-acetyl-5-ASA metabolite. The poor colonic absorption of rectally administered ine is iated by
the low serum concentration of 5-ASA and N-acety!-5-ASA seen in ulcerative colitis patients after dosage with mesalamine. Under clinical conditions patients demonstrated plasma levels 10 to 12 hours
post mesalamine administration of 2 ug/mL. about two-thirds of which was the N-acetyl bolite. While the glimination half-life of mesafamine is short (0.5 to 1.5 h), the acetylated metabolite exhibits
a half-life of 5 to 10 hours [U. Kiotz, Clin. Pharmacokin. 10:285-302 (1985)). In addition, steatly state plasma levels demonstrated a lack of accumulation of either free or melabollzed drug during repeated
daily administrations.

Efficacy
In a placebo-controlied, international, multicenter !nal of 153 patients with active distal ulcerative colitis, proctosigmoiditis or proctitis, mesalamine rectal suspension USP reduced the overail disease
activity index (DAI) and individual components as follows:

EFFECT OF TREATMENT ON SEVERITY OF DISEASE
DATA FROM U.S.-CANADA TRIAL
COMBINED RESULTS OF EIGHT CENTERS
Activity Indices, mean

N Baseli Day 22 EndPoint . Change ine to Endpoint!

Qverall DAI Mesalamine 76 742 405" 3.37+ -55.07% "

Placebo 77 740 803 5.83 -21.58%
Stool Mesatamine 158 111 } 1017 -0.57°
Frequency Piacebo 1.92 147 1.50 -0.41
Rectal Mesalamine 1.82 059" 0.51== -1.30*~
Bleeding Placebo 173 1.21 m -0.61
Mucosal Mesalamine 2147 1227 0.967 -1217
inflammation Placebo 2.18 - 174 1.61 -0.56
Physician's Mesalamine 1.86 1.3 - 10887 -0.977"
Assessment of Placebo 1.87 1.62 1.55 -0.30

Disease Severity

Each parameter has a 4-point scale with a numerical rating:
O=normal, 1=mild, 2=moderate, 3=severe. The four parameters are added together to produce a maximum overall DAl of 12.
t Percent change for overall DAl only (calculated by taking the average of the change for each individual patient).
= Significant mesalamine/placebo difference. p<0.05
Significant mesalamine/placebo difference. p<0.01
=== Significant mesalamine/placebo difference. p<0.001

Differences between mesalamine and placebo were atso statistically different in subgroups of patients on concurrent sulfasalazine and in those having an upper disease boundary between 5 and 20 or
20 and 40 cm. Significant differences between mesatamine and placebo were not achieved in those subgroups of patients on concurent prednisone o with an upper disease boundary between 40 and 50 cm.

INDICATIONS AN USAGE ! - o - .
Mesalamine Rectal Suspension USP, 4 g/60 mL is indicated for the treatment of active mild to moderate distal ulcerative colitis, proctosigmoiditis or proctitis.
CONTRAINDICATIONS .
I rectal suspension USP is contraindicated for patients known to have hypersensitivity to the drug or any component of this medication. -
WARNINGS )

Mesalamine rectal suspension USP contains potassium metabisulfite, a sulfite that may cause allergic-type reactions including anaphylactic symptoms and life-threatening or less severe asthmatic
episodes in certain susceptible people. The overall prevalence of sulfite sensitivity in the general poputation is unknown but probably low. Sumte sensitivity is seen more frequemly in asthmatic or in
atopic nonasthmatic persons. Epinephrine is the preferred treatment for serious allergic or emergency situations even though epi ine sodium or pc bisulfite with the




Sulfasalazine is split l;y_t;e;cierial action in the colon into sulfapyridine (SP) and mesalamine (5-ASA). It is thought that the comp 1§ Wer: ACUVE ) UIGE! dUVE LU (AR, neau
Khan ef al, Lancet 2:892-895 (1977)]. The usual oral dose of sulfasalazine for active ulcerative colitis in adults is two to four grams per day in divided doses. Four grams of sulfasalazine provide 169
of free mesalamine to the colon. Each mesalamine rectal suspension USP delivers up to 4 § of mesalamine to the left side of the colon.

The mechanism of action qr i ] {and ine) is , but appears 1o be topical rather than systemic. Mucosa} production of idonic acid (AA) bolites, both through the
cyclooxyg pathways, i.., p ds, and through the lipoxygenase pathways, i.e., leukotrienes (LTs) and hydroxyeicosatetragnoic acids (HETEs) s increased in patients with chronic inflammatory
bowel disease, and it is possible that lamine diminishes i ion by blocking cyclooxygenase and inhibiting prostaglandin (PG) production in the colon.

Preclinical Toxicology
Preclinical studies have shown the kidney to be the major target organ for mesalamine toxicity. Adverse renai function changes were observed in rats after a single 600 mg/kg oral dose, but not after a 200 mo/kg
dose Gross kidney lesfons, including papiliary necrosis. were observed after a single oral >800 mg/kg dose, and atter i.v. doses of >214 ma/kg. Mice responded similarly. In a 13-week oral (gavage)
dose study in rats, the high dose of 640 mg/kg/day mesalamine caused deaths, probably due to renal failure, and dose-related renal lesions (papiflary necrosis and/or multifocal tubular injury) were seen
in most rals given the high dose (males and females) as well as in males receiving lower doses 160 mg/kg/day. Renal fesions were not abserved in the 160 mg/kg/day female rats. Minimal tubular epithelial
—damage was seen in the 40 mg/kg/day males and was reversible. In a six-month oral study in dogs, the no-cbservable dose level of mesalamine yas 40 mg/kg/day and doses of 80 mg/kg/day and higher -
caused renal pathology similar to that described for the rat. In a combined 52-week toxicity and 127-week i icity study in rats, deg idh in kidneys was observed at doses of 100 mg/kg/day and
above admixed with diet for 52 weeks, and at 127 weeks increased incid of kidney deg ion and hyalinization of basement membranes d Bowman's capsule were seen at 100 mg/kg/day and above.
In the 12 month eye toxicity study in dogs, Keratoconjunctivitis Sicca (KCS) occurred at oral doses of 40 mg/kg/day and above. The oral prefiinical studies were done with a highly bioavailable suspension
where absorption throughout the gastrointestinal tract occurred. The human dose of 4 grams represents approkimately 80 mg/kg but why ‘mesalamine is given rectally as a suspension, absorption is poor

and limited to the distal colon (see Pharmacokinetics). Qvert renal toxicity has not been observed (sec ADVERSE REACTIONS and PR| UTIONS), but the potential must be considered.

Pharmacokinetics

A ine administered rectally as larmine rectal suspension USP is poorly absorbed from the colon and is excreted pyffcipally in the feces during subsequent bowel movements. The extent of
absorption is dependent upon the retention time of the drug product, and there is considerable individual variation. At steagy/state, approximately 10 to 30% of the daily 4-gram dose can be recovered
in cumulative 24-hour urine collections. Other than the kidney, the organ distribution and other bioavailability characteristics/0f absorbed mesalamine in man are not known. It is known that the compound
undergoes acetylation but whether this process takes place at colonic or systemic sites has not been elucidated.

Whatever the metabolic site, most of the absorbed mesalamine is excreted in the urine as the N-acetyl-5-ASA metabolitg/ The poor colonic absorption of rectally d ine is iated by
the low serum concentration of 5-ASA and N-acetyl-3-ASA seen in ulcerative colitis patients after dosage with megdlamine. Under clinical conditions patients demonstrated plasma levels 10 to 12 hours
post mesalamine administration of 2 pg/mL, about two-thirds of which was the N-ace®T metabolite. While the,eljfiination half-life of mesalamine is short (0.5 to 1.5 h), the acetylated metabolite exhibits
a half-life of 5 to 10 hours [U. Kiotz, Clin. Pharmasokin. 10:285-302 (1983)]. In addition, steatly state plasma lp€els demonstrated a lack of accurnulation of either free or metabolized drug during repeated
daily administrations. .

Efficacy

In a placebo-controlled, international, muiticenter trial of 153 patients with active distal ulcerative cojtis, proctosigmoiditis or proctitis, mesalamine rectat suspension USP reduced the overall disease
activity index (DAI) and individual components as follows: ’

EFFECT OF TREATMENT ON SEVERITY OF DISEASE
DATA FROM U.S.-CANADA TRIAL
GOMBINED PESULTS OF EIGHT CENTERS

tivity Indices, mean

Day 22 EngPoint Change Baseline lo Endpoint!

Qverall DA Mesalamine 4.05"~ 3377 -55.07%""*

Piacebo 6.03 5.83 -21.58%
Stoo! Mesalamine 1.1 1.01°" -0.57
Frequency Placebo 147 1.50 0.4
Rectal Mesalamine 059"~ 05177 -1.307"
Bleeding Placebo 1.21 i -0.61

i 1227 0.9677~ -1.217

Inflammation Placebo 1.74 1.61 -0.56
Phy 's A i 113 0.88"* -0.977~
Assessment of Placebo 1.62 1.55 -0.30

Disease Severity
Each parameter has a 4-point scale with a numerigdl rating.
O=normal, 1=mild. 2=moderate, 3=severe. The fplir parameters are added together to produce a maximum overall DAI of 12,
t Percent change for overall DA only (ca lated by taking the average of the change for each individual patient).
* Significant inesalamine/placebo diffegece. p<0.05
=+ Significant mesalamine/placebo difjérence. p<0.01
*** Significant mesalamine/piacebo fference. p<0.001

Differences between mesalamine and piacebo were also statistically different in subgroups of patients on concusrent sulfasalazine and in those having an upper disease boundary between 5 and 20 or
20 and 40 cm. Significant differences between mesalantine and placebo were not achieved in those subgroups of patients on concurrent prednisone or with an upper disease boundary between 40 and 50 cm.

INDICATIONS ANE USAGE
Mesalamine Rectal Suspension USP. 4 g/60 mL is indicated for the treatment of active mild to moderate distal ulcerative colitis, proctosigmoiditis or proctitis.

CONTRAINDICATIONS

Mesalamine rectal suspension USP is contraindicated for patients known to have hypersensitivity 1o the drug or any component of this medication.

WARNINGS .

Mesalamine rectal suspension USP contains p i bisulfite, a sulfite that may cause allergic-type reactions i luding anaphylacti and life-thr ing or less severe asthmatic
episodes in certain susceptible people. The overall prevalence of sulfite sensitivity in the general population is but probably tow. Sulfite sensitivily is seen more freguently in asthmatic or in
atopic nonasthmalic persons. Epinephrine is the preferred treatment for serious allergic or emergency situations even though epineph ine injecti ins sodium of p i bisulfite with the
-

PATIENT INSTRUCTIONS
How to Use this Medication.
Best results are achieved if the bowel is emptied immediately before the medication is given.

NOTE: Mesalamine Rectal Suspension USP, 4 g/60 mL will cause staining of direct contact surfaces, including but not
limited to fabrics, flooring, painted surfaces, marble, granite, vinyl, and enamel. Take care in choosing a suitable location
for administration of this product.

1 Remove the Boitles
a. Remove the bottles from the protective foil pouch by tearing or by using scissors as shown, Grasp seam
being careful not to squeeze or puncture bottles. Mesalamine Rectal Suspension USP, 4 g/60 mL  tear dowl Cut Seal
is an off-white to tan colored suspension. Once the foilwrapped unit of seven bottles is opened, all
enemas should be used promptly as directed by your physician. Centents of enemas removed
from the foil pouch may darken with time. Slight darkening will not affect potency, however,
enemas with dark brown contents shouid be discarded.

2 Prepare the Medication for Administration . .
a. Shake the bottle well to make sure that the medication is thoroughly mixed.

b. Remove the protective sheath from the applicator tip. Hold the bottle at the neck so as not to
cause any of the medication to be discharged.

¢




1bove-mentioned potentiat liabilities. The alternatives to using epinephri in a life-thr ing situation may not be satisfactory. The presence of a sulfite(s) in epinephrine injection should not deter the
administration of the drug for treatment of serious allergic or other emergency situations.

PRECAUTIONS

Mesalamine has been implicated in the production of an acute intolerance syndrome characterized by cramping, acute abdominal pain and bloody diarrhea, sometimes fever, headache and a rast1; in
such cases prompt withdrawal is required. The patient’s history of sulfasalazine intoierance, if any, should be re-evaluated. If a rechallenge is performed later in order to validate the hypersensitivity it
should be carried out under close supervision and only if clearly needed, giving consideration to reduced dosage. n the fiterature one palient previously sensitive to sulfasalazine was f d with
400 mg oral mesalamine; within gight hours she experienced headache, fever, intensive abdominal colic, profuse diarrhea and was readmitted as an emergency. She responded poorly to steroid therapy
and two weeks later a pancolectomy was reguired.

Although renal abnormaiities were not noted in the clinical trials with mesalamine rectal suspension USP, the possibility of increased absorption of mesalamine and concomitant renal tubular damage
as noted in the preclinical studies must be kept in mind. Patients on mesalamine rectal suspension USP, especially those on concurrent oral products which liberate mesalamine and those with preexisting
renal disease, should be carefully monitored with urinalysis, BUN and creatinine studies. .

Ina clinic_al trial most patients who were hypersensitive to sulfasalazine were able to take mesalamine enemas without gvidence of any allergic reaction. Nevertheless, caution should be exercised when
mesalamine is initially used in patients known to be allergic to sulfasalazine. These patients should be instructed to discontinue therapy if signs of rash or fever become apparent

While using mesalamine rectal suspension USP some patients have developed pancolitis. However, extension of upper disease boundary and/or flare-ups occurred less often in the mesalamine rectal
suspension USP treated group than ia the placebo-treated group. . '

Rare instances of pericarditis have been reported with mesalamine ct iting prod includi ine. Cases of pericarditis have also been reported as manifestations of inflammatory bowel

disease. In the cases reported with mesaiamine rectal suspension USP there have been positive rechallenges with ine or i ining products. In one of these cases, however, a second

rechallenge with sulfasalazine was negative throughout a 2 month follow-up. Chest pain or dyspnea in patients treated with mesalamine rectal suspension USP should be investigated with this information

in mind. Di: inuation of ine rectal suspension USP may be warranted in some cases, but rechallenge with mesalamine can be performed under careful clinical observation should the continued
peutic need for ine be present.

Carci is, Mutag i pail t of Fertility R

Mesalamine caused no increase in the incidence of neoplastic lesions over controls in a two-year study of Wistar rats fed up to 320 mg/kg/day of i d with diet. \ ing is not 1]

to Salmonelta typhimurium tester strains TAS8, TA100, TA1535, TA1537, TA1538. There were no reverse mutations in an assay using E. coli strain WP2UVRA. There were no effects in an in vivo mouse

micronucleus assay at 600 mg/kg and in, an in vivo sister chromatid exchange at doses up to 610 mg/kg. No effects on fertility were observed in rats receiving up to 320 mg/kg/day. The oligospermia

and infertility in men associated with suifasalazine have not been reported with mesalamine.

Pregnancy (Category B}
Teratologic studies have been performed in rats and rabbits at oral doses up to five and eight times respectively, the maximum recommended human dose, and have revealed no evidence of harmi to
the embryo or the fetus. There are, however, no adequate and well controlled studies in pregnant women for either sulfasalazine or 5-ASA. animal reproduction studies are not always predictive

of human response, 5-ASA should be used during pregnancy only if clearly needed.
Mursing Mothers .
tis not known whether mesalamine or its metabolite(s) are excreted in human milk. As a general rulg, nursing should not be undertaken while a patient is on a drug since many drugs are excreted in human milk.
Pediatric Use . :
Safety and effectiveness in pediatric patients have not been established.
ADVERSE REACTIONS
Clinical Adverse Experience
Mesalamine rectal suspension USP is usually well tolerated. Most adverse effects have been mild and transient.
ADVERSE REACTIONS OCCURRING IN MORE THAN 0.1%
OF MESALAMINE RECTAL SUSPENSION USP TREATED PATIENTS

(COMPARISON TO PLACEBG}
MESALAMINE PLACEBO
N=815 : N=128

SYMPTOM [ % N %
Abdominal Pain/Cramps/Discomfort 66 8.10 10 7.81
Headache - 53 6.50 16 12.50
Gas/Flatulence 50 6.13 5 391
Nausea 47 577 12 . 9.38
Flu - 43 5.28 1 0.78
Tired/Weak/Malaise/Fatigue 28 3.44 8 6.25
Fever 26 318 0 0.00
Rash/Spots _ 23 2.82 4 3.12
Cold/Sore Throat 19 233 9 7.03
Diarrhea 17 2.09 5 N
Leg/Joint Pain 17 v 2.09 1 078
Dizziness 15 184 - 3 2.34
Bloating 12 147 2 1.56
Back Pain 1 1.35 1 0.78
Pain on Insertion of Enema Tip 1 1.35 1 N 0.78
Hemorrhoids 1 1.35 0 0.00
ftching 10 123 1 078
Rectal Pain - 10 ’ 1.23 90 0.00
Constipation 8 0.98 4 3.12
Hair Loss 7 0.86 0 0.00
Peripheral Edema 5 . 0.61 11 8.59
UTi/Urinary Burning 5 061 ' 4 312
Rectal Pain/Soreness/Burning 5 0.61 3 2.34
Asthenia 1 0.12 4 3.12

i 1 0.12 3 2.34

In addition, the following adverse events have been identified during post-approval use of products which contain {or are metabolized to) mesalamine in ciinical practice: nephrotoxicity, pancreatitis,
tibrosing alveolitis and elevated tiver enzymes. Cases of pancreaitis and fibrosing atveolitis have been reported as manifestations of inflammatory bowel disease as well. Published case reports and/or
spontaneous post marketing surveillance have described rare instances of aplastic anemia, agranulocytosis, thrombocytopenia, or eosinophilia. Anemia, leukocytosis, and thrombogytosis can be part ot
the clinical presentation of inflammatory bowel disease.

Hair Loss

Mild hair loss characterized by “more hair in the comb” but no withdrawal from clinica! trials has been observed in seven of 815 mesalamine patients but none of the placebo-treated patients. In the literature
there are at least six additional patients with mild hair loss who received either mesalamine or sulfasalazine. Retreatment is not always associated with repeated hair loss.

OVERDOSAGE
There hiave been no documented reports of serious toxicity in man resulting from massive overdosing with mesalamine. Under ordinary circumstances, mesalamine absorption from the colon is fimited.

DOSAGE AND ADMINISTRATION ) . _ . )

The usual dosage of mesafamine rectal suspension USP in 60 mL units is one rectal instillation (4 grams) once a day, preferably at bedtime, and retamed‘tor approximately eight hours. While the e_ffect
of mesalaming rectal suspension USP may be seen within three to twenty-one days, the usual course of therapy would be from three o six weeks dep on symp and sig yscopic findings.
Studies availabie to date have not d if ine rectal suspension will modify relapse rates after the 6-week short-term treatment.

Patients should be instructed to shake the bottle well to make sure the suspension is homogeneous. The patient should remove the protective sleath from the applicator tip. Holding the bottle at the
neck will not cause any of the medication to be discharged. The position most often used is obtained by tying on the left side (to facilitate migration into the sigmoid co|on);_v_\nth the lower leg exlgnded
and the upper right leg flexed forward for balance. An alternative is the knee-chest position. The applicator tip should be gently inserted in the rectum pointing toward the umbiicus. A steady squeezing of
the bottle will discharge most of the preparation. The preparation should be taken at bedtime with the objective of retaining it all night. Patient instructions are included with every seven units.

HOW SUPPLIED ) ) i ) o

Mesatamine Rectat Suspension USP, 4 g/60 mL for rectal administration is a off-white to tan colored suspension. Each disposable enema bottle 4 grams of in 60 mL aq

Enema bottles are supplied in boxed, foil-wrapped trays of seven. Masalamine Rectal Suspension USP. 4 9/60 ml is for rectal use only.

Patient instructions are included. -

Store at 20° to 25°C (68° to 77°F) (See USP Controlled Room Temperature). Once the foil-wrapped unit of seven bottles is opened. all enemas should be used promptly.as directed by your physician.
Contents of enemas removed from the foil pouch may darken with time. Slight darkening will not affect potency, however. enemas with dark brown contents should be discarded.

NOTE: Mesalamine Rectal Suspension USP. 4 g/60 mL will cause staining of direct contact surfaces, including but not limited to fabrics, flooring. painted surfaces, marble, granite, vinyl. and enamel.
Take care in choosing a suitable location for administration of this product

Manufactured By: -
TEVA PHARMAGEUTICALS USA
- Sellersville, PA 18960 -

Rev. A 372004
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Mesalamine rectal suspension USP is usurally well tolerated. Most adverse effects have been mild and transient.
ADVERSE REACTIONS OCCURRING IN MORE THAN 0.1%
OF MESALAMINE RECTAL SUSPENSION USP TREATED PATIENTS
(COMPARISON TO PLACEBO)

MESALAMINE PLACEBO
N=815 ' N=128

SYMPTOM N % N %
Abdominal Pair/Cramps/Discomfort 66 8.10 10 7.81
Headache 53 - 6.50 16 1250
Gas/Flatulence 50 6.13 5 3.91
Nausea 47 5.77 12 9.38
Flu 43 528 1 0.78
Tired/Weak/Malaise/Fatigue 28 3.44 8 6.25
Fever 26 3.19 0 0.00
Rash/Spots 23 2.82 4 3.12
Cold/Sore Throat 19 2.33 9 7.03
Diarrhea 17 2.08 5 3.91
Leg/Joint Pain 17 2 2.09 1 0.78
Dizziness 15 184 3 2.34
Bloating 12 1.47 2 1.56
Back Pain : " 1.35 1 0.78
Pain on Insertion of Enema Tip Al 1.35 1 078 t
Hemorrhoids 1 1.35 0 0.00
Hching 10 123 A 1 0.78
Rectal Pain 10 > - 123 0 0 0.00
Constipation 8 0.98 (LS 4 312
Hair Loss 7 0.86 @ 8 0 0.00
Peripheral Edema 5 , 061 o 1 8.59
UTlUrinary Burning 5 0.61 Q& 4 3.12
Rectal Pain/Soreness/Burning 5 061 ?ﬁ« 3 234
Asthenia 1 0.12 Q 4 312
Insomnia 1 0.12 3 2.34

In addition, the following adverse events have been identified during post-approvat use of products which contaj (or are metabolized to) mesalamine in clinical practice: nephrotoxicity, pancreatitis,
fibrosing alveolitis and elevated liver enzymes. Cases of pancreatitis and fibrosing alveolitis have been reported/s manitestations of inflammatory bowel disease as well. Published case reports and/or
spontaneous post marketing surveillance have described rare instances of aplastic anemia, agranulocylosis, ombocytopenia, or eosinophilia. Anemia, leukocytosis, and thrombocytosis can be part of
the clinical presentation of inflammatory bowel disease.
Hair Loss ’

Mild hair loss characterized by “more hair in the comb” but no withdrawal Trom clinical trials has been obéerved in seven of 815 mesalamine patients but none of the placebo-treated patients. In the literature
there are at least six additional patients with mild hair loss who received either mesalamine or sulfaghiazine. Retreatment is not always associated with repeated hair loss.

OVERDOSAGE

There have been no documented reports of serious toxicity in man resuiting from massive over,

DOSAGE AND ADMINISTRATION .
The usuat dosage of mesalamine rectal suspension USP in 60 mL units is one rectal instiljfltion (4 grams) once a day, preferably at bedtime, and retained for approximately eight hours. While the effect
. and si

sing with mesalamine. Under ordinary circumstances, mesalamine absorption from the colon is limited.

of mesalamine rectal suspension USP may be seen within three to twenty-one days, the #sual course of therapy would be from three to six weeks g on symp d idoscopic findings.

Studies available to date have not dif lamine rectal fon will mogjfy relapse rates after the 6-week short-term treatment, :

Patients should be instructed to shake the bottle well to make sure the suspensiogis homogeneous. The patient should remove the protective sheath from the applicator tip. Holding the botile at the
ck will not cause any of the medication to be discharged. The position most of#n used is obtained by lying on the left side (to facilitate migration into the sigmoid colon); with the lower leg extended

and the upper right leg flexed forward for balance. An alternative is the knee-chyAt position. The applicator tip should be gently inserted in the rectum pointing toward the umbilicus. A steady squeezing of

the bottle will discharge most of the preparation. The preparation should be #iken at bedtime with the objective of retaining it all night. Patient instructions are included with every seven units,

HOW SUPPLIED

Mesalamine Rectal Suspension USP, 4 ¢/60 mL for rectal administration i off-white to tan colored suspension. Each disposable enema bottle contains 4 grams of mesalamine in 60 mL aqueous suspension.

Enema bottles are supplied in boxed, foil-wrapped trays of seven. Mpdalamine Rectal Suspension USP, 4 /60 mL is for rectal use only.

Patient instructions are included. -

Store at 20° 10 25°C (68° to 77°F) (See USP Controlled Roo emperature). Once the foil-wrapped unit of seven bottles is opened, all enemas should be used promptly as directed by your physician.
Contents of enemas removed from the foil pouch may darken with fime. Slight darkening will not affect potency, however, enemas with dark brown contents should be discarded. .

NOTE: Mesatamine Rectal Suspension USP, 4 /60 mL will cause staining of direct contact surfaces, including but not limited to fabrics, flooring, painted surfaces, marble, granite, vinyl, and enamel.
Take care in choosing a suitable location for administration of this product. .

Manufactured By: -
TEVA PHARMACEUTICALS USA
- Sellersville, PA 18960

Rev. A 3/2004

3 Assume the Correct Body Position
a. Best results are obtained by lying on the left side with the left leg extended and the right leg G&
flexed forward for balance.

. b. An alternative to lying on the left side is the "knee-chest" position as shown here.

4 Administer the Medication

a. Gently insert the lubricated applicator tip into the rectum to prevent damage to the rectal wall, pointed

slightly toward the navel.
b. Grasp the bottle firmly, then tilt slightly so that the nozzle is aimed toward the back, squeeze slowly to %

instill the medication. Steady hand pressure will discharge most of the medication. After administering,

withdraw and discard the bottle.
¢. Remain in position for at least 30 minutes to aliow thorough distribution of the medication internally. Retain the medication

all night, if possible. :

: . Manufactured By:
TEVA PHARMACEUTICALS USA
Sellersville, PA 18960
Rev. A 3/2004
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Each disposahie unit-dose contains; «

Mesalamine. . ...................., 49 s .
In a suspension containing carhomer 934P, edeta,
disodium, potassium acetate, potassium

metabisulfite, purified water, sodium benzoate and

‘xanthan gum,
SHAKE WELL BEFORE USE
Enema contents may darken with time, See package
Insert for comp gt Mpryiat
USUAL E_m>mmuﬁw\% Ea&s&m{maa
retiring. See enclSedMrechiols.
Store at 20° to 25°C (68° to 77°F)
(See USP Controlled Room Temperature),
KEEP THIS AND ALL MEDICATIONS OUT OF THE
REACH OF CHILDREN.
£21209 Rev, A 3/2004

TEVA PHARMACEUTICALS USA
82

¢

Sellersville, PA 18960
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NDC 0093-6888-71

MESALAMINE
RECTAL SUSPENSION, USP

4g/60mL 5 : AEEERTITN

FOR RECTAL USE ONLY
Patient Instructions Enclosed.

Each disposable unit contains:

Mesalamine (5-aminosalicylicacid). .. .......... ... ... .. ... . . . . . .. . . 4 grams
In a suspension containing carbomer 934P, edetate disodium, potassium acetate, potassium metabisulfite,
purified water, sodium benzoate and xanthan gum. . .

USUAL DOSAGE: one unit-dose suspension before retiring.
Sea enclosed directions for use.

Dispense in original foil-wrapped package.

Store at 20° to 25°C (68° to 77°F) (See USP Controfled Room Temperature).

Enema contents may darken with time. See package insert for complete information.

NOTE: Product contents will cause staining of most direct contact surfaces. ’
SHAKE WELL BEFORE USE

DO NOT REMOVE FROM FOIL WRAP UNTIL READY TO USE.
FOIL WRAP PROTECTS PRODUCT FROM DISCOLORATION.

KEEP THIS AND ALL MEDICATIONS OUT OF THE REACH OF CHILDREN. :

s
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0033-6888-71

RECTAL SUSPENSION, USP

4g/60 mL

MESALAMINE
FOR RECTAL USE ONLY

NDC 0093-6888-71

I anly
TEVA PHARMACEUTICALS USA
Sellersville, PA 18960 3

NDC 0093-6888-71
MESALAMINE

RECTAL SUSPENSION, USP
4g/60 mL -

FOR RECTAL USE ONLY
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-841 Date of Submission: September 2, 2003
Applicant's Name: TEVA Pharmaceuticals USA

Established Name: Mesalamine Rectal Suspension USP, 4 /60 mL

Labeling Deficiencies:
1. CONTAINER (60 mL unit-dose)

Revise the storage temperature statement to read "Store at 20° - 25°C (68° - 77°F) (See USP
Controlled Room Temperature).”

2. CARTON (7 x 60 mL unit-dose bottles)

a. See CONTAINER comment

b. We encourage you to add "Patient Instructions Enclosed".
3. INSERT

a. CLINICAL PHARMACOLOGY

In the eighth sentence in the "Preclinical Toxicology" subsection, replace "noobservable”
with "no-observable."

b. DOSAGE AND ADMINISTRATION
In the first sentence of the first paragraph, replace == with "USP".

HOW SUPPLIED

a. Delete’ - | in the first sentence of the first paragraph.
b. Delete terminal zero (e.g., "4 g" instead of "4.0 g").
c. See CONTAINER comment.

4, PATIENT INSTRUCTIONS |

Please explain how the patient instructions will accompany the drug product.

Please revise your labeling as instructed above and submit 4 draft labels and package insert labeling for a
tentative approval or 12 final printed copies of labels and labeling for a full approval of this application. If
draft labeling is provided, please be advised that you will be required to submit 12 final printed copies of all
labeling at least 60 days prior to full approval of this application. In addition, you should be aware that
color and other factors (print size, prominence, etc.) in final printed labeling could be found unacceptable
and that further changes might be requested prior to approval.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the
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 -

http://mwww.fda.qov/cder/cdernew/listserv.himi




To facilitate review of your next submission, please provide a side-by-side comparison of your proposed
labeling with your last submission with all differences annotated and explained.

Wm Peter Rickman /

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL



Other Comments:

REVIEW OF PROFESSIONAL LABELING CHECK LIST

NA.

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

Error Prevention Analysis

Established Name Yes No
Different name than on acceptance to file letter? X
Is this product a USP item? If so, USP supplement in which verification was assured. USP 26 X
Is this name different than that used in the Orange Book? X
X

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.

Are there any other safety concerns?

Because of proposed packaging configuration or for any other reason, X
does this applicant meet fail to meet all of the unprotected conditions
of use of referenced by the RLD?

X
Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a
CRC.

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

. . 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 packaging
configuration?

X
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
require cartoning? Must the package insert accompany the product?

X

Has the firm failed to adequately sdpport compatibility or stability claims which appear in the insert labeling? Note:
Chemist should confirm the data has been adequately supported.

Labeling
X
Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information
on the label).
. . . X
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) » Yes v ‘No N.A.
X
Does RLD make special differentiation for this fabel? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,
Warning Statements that might be in red for the NDA) -
X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? 1s "Jointly
Manufactured by...", statement needed?
. ’ X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?
X

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 statement been confirmed?

X
Do any of the inactives differ in concentration for this route of administration?
Y . . . . x See

Any adverse effects anticipated from inactives (i.e., benzyl aicohol in neonates)? FTR 10

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

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

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

X

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

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/storage recommendations)

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

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?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used.
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 been modified? If so, briefly detail where/why. %
Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplemént for verification of the latest X
Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.
NOTES/QUESTIONS TO THE CHEMIST:
FOR THE RECORD:
1. MODEL LABELING : ROWASA ® NDA 19-618/S-013, approved October 1, 2001
2. INACTIVE INGREDIENTS (page 3711, Red vol. 1.2)
Ingredient Function
Mesalamine, USP* Active

Edetate Disodium, USP

| Carbomer 934P, NF

Xanthan Gum, NF

Potassium Acetate, USP S —
Sodium Benzoate, NF

preservative agent

Potassium Metabisulfite, NF
Purified Water, USP S —

3. PATENTS/EXCLUSIVITIES
Patent Data

# represents patent nformatioh submitted prior to August 18, 2003

Exclusivity Data -

Use Description

Code/sup Expiration Code

Labeling Impact

There is no unexpired exclusivity for this product




4, STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON
e USP: Preserve in tight, light-resistant containers. '

o NDA: Store at controlled room temperature 20° to 25° C (68° to 77°F).

e ANDA: Store at controlled room temperature 20° to 25° C (68° to 77°F). Packaged product
stored at both accelerated condition (40°C/75% RH) and controlled room temperature
conditions (25°C/60% RH) and also at 30° C/60% RH.

5. DISPENSING STATEMENT COMPARISON

+ NDA: Dispense in original foil-wrapped package.

+ ANDA: Dispense in original foil-wrapped package.
6. PACKAGE CONFIGURATION

o NDA: 7 X80 mL Unit-Dose Bottles

¢ ANDA: 7 X860 mL Unit-Dose Bottles
7. CONTAINER/CLOSURE

Summary of packaging systems (page 3936, Red Vol. 1.2)

20z . bottle, 20 mm Enema Nozzle screw-on, Enema Nozzle Cap, valve:. s—mmm—— white
petrolatum, - Absorbing Packet, Tray -7 Cavity Hips, and Foil Pouch 286
mm X 173 mm. '

8. FINISHED DOSAGE FORM

e NDA: FOIL POUCH HAS NO TEXT ON IT.
e ANDA: 60 mL round bottles with screw cap applicator tip wrapped in a plain laminated foil
pouch.
9. The Manufacturer of this drug product is:
TEVA Pharmaceuticais USA
650 Cathill Road
Seilersville, PA 18960
10. - This drug product contains potassium metabisulfate. The sulfite warning statement is included in
the WARNINGS section per 21 CFR 201. 22.

Date of Review: 1/8/03 Date of Submission: September 2, 2003
Primary Reviewer: Koung Lee (%/"” : Date: /! "/00(
Team Leader: Lillie Golson t;?/l\ﬂ/)ﬁ/z"" Date: 5//6/0 ¢/
ce:

ANDA: 76-841

DUP/DIVISION FILE

HFD-613/KLee/LGolson (no cc)
VAFIRMSNZ\TEVA\LTRS&REV\76841.NA1.Labeling
Review



APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-841 Date of Submission: April 9, 2004
Applicant's Name: TEVA Pharmaceuticals USA

Established Name: Mesalamine Rectal Suspension USP, 4 g/60 mL
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):

* Do you have 12 Final Printed Labels and Labeling? Yes

Date Vol. # | Revised Recommendation
Submitted
Container (60 mL) April 9, 2004 2.1 A 3/2004 | Acceptable for Approval

Carton (7 X 60 mL unit- April 9, 2004 2.1 A 3/2004 | Acceptable for Approval
dose bottles)
INSERT and Patient April 9, 2004 21 ‘| A 3/2004 | Acceptable for Approval
Information Insert

e Revisions needed post-approval: None
BASIS OF APPROVAL:

» Was this approval based upon a petition? no
e« Whatis the RLD on the 356(h) form: Rowasa
e NDA Number: 19-618
e NDA Drug Name: Rowasa .
NDA Firm: Solvay Pharmaceuticals, Inc.
Date of Approval of NDA Insert and supplement #:October 1, 2001; S-013
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: Side by Side
Basis of Approval for the Carton Labeling: Side by Side

Other Comments:

REVIEW.OF PROFESSIONAL LABELING CHECK LIST

Established Name Yes e T :;u‘.N.A_‘. i

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured. USP 27

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

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.

Because of proposed packaging configuration or for any other reason, X
does this applicant meet fail to meet all of the unprotected conditions
of use of referenced by the RLD?




Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a
CRC.

b3
Does the package proposed have any safety and/or regulatory concerns?
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 packaging
configuration?

X
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
require cartoning? Must the package insert accompany the product? .

X

Are there any other safety concerns?

Labeling

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

- X
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) Yes - No NiAL L0
— X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Aduit; Oral Solution vs Concentrate,
Warning Statements that might be in red for the NDA)
X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is "Jointly
Manufactured by...", statement needed?
X
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 labeling? Note:
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)

: X
Does the product contain alcohol? If so, has the accuracy of the statement been confirmed?
) X
Do any of the inactives differ in concentration for this route of administration?
. L . . X See
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? FTR 10
. X
Is there a discrepancy in inactives between DESCRIPTION and the composition statement?
X
Has the term “other ingredients” been used to protect a trade secret? If so, is claim supported? .
X
Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?
X
Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?
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/storage recommendations)

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

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?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used.

However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bioequivaiency 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. .X
Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification 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:
1. MODEL LABELING : ROWASA ® NDA 19-618/S-013, approved October 1, 2001
2. INACTIVE INGREDIENTS (page 3711, Red vol. 1.2)
Ingredient Function

Mesalamine, USP* Active
Edetate Disodium, USP .

| carbomer 934P, NF

o ——————
——————————

Xanthan Gum, NF

il

Potassium Acetate, USP
Sodium Benzoate, NF

preservative agent

Potassium Metabisulfite, NF
Purified Water, USP e ——————

3. PATENTS/EXCLUSIVITIES
Patent Data

#r resents patent lnformatlon submltted prior to August 18, 2003
- Patent Use  Certification. .
C

Exclusivity Data -

Use Description .
Code/sup Expiration Code , Labeling Impact
There is no unexpired exclusivity for this product
4, STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON

e USP: Preserve in tight, light-resistant containers.

e NDA: Store at controlled room temperature 20° to 25° C (68° to 77°F).

e ANDA: Store at 20° to 25° C (68° to 77°F) (See USP Conrolled Room Temperature).
Packaged product stored at both accelerated condition (40°C/75% RH) and controlled room
temperature conditions (25°C/60% RH) and also at 30° C/60% RH.

5. DISPENSING STATEMENT COMPARISON '
 NDA: Dispense in original foil-wrapped package.
* ANDA: Dispense in original foil-wrapped package
6. PACKAGE CONFIGURATION
e NDA: 7 X60 mL Unit-Dose Bottles
e ANDA: 7 X 60 mL Unit-Dose Bottles
7. CONTAINER/CLOSURE
Summary of packaging systems (page 3936, Red Vol. 1.2)
2 oz. -bottle, 20 mm Enema Nozzle screw-on, Enema Nozzle Cap, valve . White
petrolatum, Absorbing Packet, Tray -7 Cavity Hips, and Foil Pouch 286
mm X 173 mm. .
8. FINISHED DOSAGE FORM




e NDA: FOIL POUCH HAS NO TEXT ON IT.
e ANDA: 60 mL round bottles with screw cap applicator tip wrapped in a plain laminated foil
pouch.
9. The Manufacturer of this drug product is:
TEVA Pharmaceuticals USA
650 Cathill Road
Sellersville, PA 18960
10. This drug product contains potassium metabisuifate. The sulfite warning statement is included in
the WARNINGS section per 21 CFR 201. 22.

Date of Reyiéw: April 27, 2004 Date of Submission: April 9, 2004

' s
Primary Reviewer: Koung Lee VVL Date: 4 7 b(O /(
Team Leader: Lillie Golson( ),/\/M Date: éZQ 7%34/
7 7 7
cc:
ANDA: 76-841

DUP/DIVISION FILE

HFD-613/KLee/lLGolson (no ¢c)
V\FIRMSNZ\TEVA\LTRS&REV\76841.AP .Labeling
Review
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CHEMISTRY REVIEW
“Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA # 76-841

2. REVIEW #: 1

3. REVIEW DATE: January 2, 2004
4. REVIEWER: Sema Basaran, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date

Firm: September 2, 2003
Original Submission

FDA: _
Acknowledgement Letter September 3, 2003

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Original Submission September 2, 2003

7. NAME & ADDRESS OF APPLICANT:

Name: ' . Teva Pharmaceuticals USA
650 Cathill Road
Address: Sellersville, PA 18960
USA
Authorized U.S. Agent 1090 Horsham Road
P.O. Box 1090
North Wales, PA 19454
Representative: Vincent Andolina
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Chemistry Review Data Sheet

Telephone: 215-591-3000

APPEARS THIS WAY
ON ORIGINAL
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8.

9.

CHEMISTRY REVIEW
Chemistry Review Data Sheet

DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: NA
b) Non-Proprietary Name (USAN): Mesalamine Rectal Suspension, USP

LEGAL BASIS FOR SUBMISSION:
The basis for this ANDA submission is the RLD Rowasa Rectal Suspension Enema the
subject of NDA 19-618 manufactured by Solvay Pharmaceuticals containing mesalamine.
There is no unexpired marketing exclusivity for Rowasa Rectal Suspension Enema under
section 505(3)(4)(D) of the Act. There are two unexpired patents listed:

e U.S. Patent # 4657900, expiration date April 14, 2004

e U.S. Patent # RE33239, expiration date May 12, 2004
Teva has submitted a Paragraph III Certification Statement for these patents. Teva
Pharmaceuticals USA will not engage in the commercial distribution of Mesalamine Rectal
Suspension USP, 4 g/60 mL prior to the expiration of these patents. There is no listed
exclusivities for the RLD, Rowasa Rectal Suspension Enema, 4.0 grams/Unit(60 mL).

10. PHARMACOLOGICAL CATEGORY:

Treatment of active mild to moderate distal ulcerative colitis, proctosigmoiditis or proctitis.

11. DOSAGE FORM: Suspension

12. STRENGTH/POTENCY: 4 g/60 mL Unit Dose

13.-ROUTE OF ADMINISTRATION: Rectal

14. R&/OTC DISPENSED: _X Rx __ OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM)[Notel7]:

SPOTS product — Form Completed

X __Not a SPOTS product
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR

Chemical Name(s):

Chemical Structure:

Molecular Formula:
Molecular Weight:

Mesalamine
5-Aminosalicylic acid
5-amino-2-hydroxybenzoic acid

C7H7NO;
153.14

FORMULA, MOLECULAR WEIGHT:

Ok

O

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:

#

DMF

TYPE | HOLDER

- ITEM
REFERENCED

CODE!

STATUS?

DATE
REVIEW
COMPLETED

COMMENTS

II

III

11X

I

111

111

IIX

I

I

11

Adequate

1-13-04

Reviewed by
S.Basaran

| NA

' Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

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 NA (There is enough data in the application, therefore the DMF did
not need to be reviewed)

APPEARS THIS WAY
ON ORIGINAL

Page 7 of 33



CHEMISTRY REVIEW

B. Other Documents:

Chemistry Review Data Sheet

DOCUMENT APPLICATION NUMBER DESCRIPTION
NDA for Rowasa Rectal NDA 19-618 Reference Listed Drug
Suspension Enema
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology NA
EES Pending 1-02-2004
Methods Validation NA
Labeling deficient 1-16-04 K.Lee
Bioequivalence Pending '
EA NA
Radiopharmaceutical | NA

19. ORDER OF REVIEW (OGD Only)

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

receipt.

X Yes No

APPEARS THIS WAY
ON ORIGINAL
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CHEMISTRY REVIEW

Executive Summary Section

The Chemistry Review for ANDA # 76-841

The Executive Summary

I. Recommendations ,
A. Recommendation and Conclusion on Approvability
Not Approvable, minor.

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

II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)
Drug Substance:
The Mesalamine is also known as 5-aminosalicylic acid. Chemically, mesalamine is 5-
amino-2-hydroxybenzoic acid. It is light tan to pink colored, needle shaped crystals.
Color may darken on exposure to air. The active pharmaceutical ingredient,
Mesalamine is a compendial product and it meets USP requirements.

Drug product:
The drug product is Mesalamine Rectal Suspension (Enema), packaged in one unit-
dose container (4 g/60 mL). Each disposable unit contains: Mesalamine in a
suspension containing Carbomer 934P, edetate sodium, potassium acetate, potassium
metabisulfite, purified water, sodium benzoate and xanthan gum. ‘

- The product is packaged as unit dose containers
containing 4 g of Mesalamine in 60 mL suspension. Drug product should be shakened

- well before use and it will stored at controlled room temperature, between 20-25°C.
The product should be dispensed in tight and light resistant container.

B. Description of How the Drug Product is Intended to be Used
The product is intended for rectal instillation once a day, preferably at bedtime and
retained in the body for eight hours. Detailed instructions are provided in the patient
instructions which are included along with the insert.

C. Basis for Approvability or Not-Approval Recommendation
Firm needs to resolve issues related to drug substance, laboratory test, container and
stability specifications. The minor amendment letter will issue. The Bioequivalence review
and EER are pending.
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CHEMISTRY REVIEW

Executive Summary Section

III. Administrative

A. Reviewer’s Signature
Sema Basaran, Ph.D.

B. Endorsement Block
HFD-645/SBasaran/1-13-04
HFD-645/BTAmwine/2-12-04
HFD-617/NPark/2-12-04

C. CC Block
ANDA 76-841

DIV FILE
Field Copy

yF APPEARS THIS WAY
" ONORIGINAL
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CHEMISTRY REVIEW

Chemistry Assessment Section

B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. Please note that Labeling and Bioequivalence reviews are pending.

2. A satisfactory compliance evaluation for the firms referenced in the
ANDA i1s required for approval. The Establishment Evaluation Request is
pending.

3. Please acknowledge that Mesalamine Rectal Suspension is an official

monograph in the United States Pharmacopeia (USP). Therefore, in the
event of a dispute, only the results obtained by the official method and
procedures in the USP will be considered acceptable.

4. The dissolution specifications will be set by the Division of
Bioequivalence.
5. Please submit updated room temperature stability data.

Sincerely yours,

Aoerrl W/”

Florence S. Fang
Director 6/0 le
Division of Chemistry IT

Office of Generic Drugs

Center for Drug Evaluation and Research
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CHEMISTRY REVIEW

Chemistry Assessment Section

cc: ANDA 76-841
DIV FILE
Field Copy

Endorsements:
HFD-645/SBasaran/1-13-04 @)ww 2// 3/ P
HFD-645/BT Amwine/2-12-04
HFD-617/NPark/2-12-0 5 .
b CM b ety

F/T by: EW 2/13/04
VAWFIRMSANZ\TEVA\LTRS&REV\76841.RSB

TYPE OF LETTER: Not Approvable Minor

APPEARS THIS WAY
ON ORIGINAL
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA # 76-841

2. REVIEW #: 2

3. ‘REVIEWDATE: May 24, 2004/Jun 10, 2004
4. REVIEWER: Sema Basaran, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Firm: ‘ .
Original Submission September 2, 2003
Minor Amendment , May 14, 2004
Labeling Amendment April 9, 2004
Telephone amendment June 4, 2004
FDA:
Acknowledgement Letter September 3, 2003
Minor deficiency letter March 3, 2004
Telephone conversation May 26, 2004

6. SUBMISSION(S) BEING REVIEWED:
Submission(s) Reviewed Document Date
Minor Amendment May 14, 2004

Telephone Amendment June 4, 2004

7. NAME & ADDRESS OF APPLICANT:

Name: | Teva Pharmaceuticals USA
. 1090 Horsham Road
Address: P.0. Box 1090

North Wales, PA 19454
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8.

9.

CHEMISTRY REVIEW
Chemistry Review Data Sheet

Representative: Vincent Andolina
Telephone: 215-591-3000
DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: NA
b) Non-Proprietary Name (USAN): Mesalamine Rectal Suspension, USP

LEGAL BASIS FOR SUBMISSION:
The basis for this ANDA submission is the RLD Rowasa Rectal Suspension Enema the
subject of NDA 19-618 manufactured by Solvay Pharmaceuticals containing mesalamine.
There is no unexpired marketing exclusivity for Rowasa Rectal Suspension Enema under
section 505(3)(4)(D) of the Act. There are two unexpired patents listed:

e U.S. Patent # 4657900, expiration date April 14, 2004

e U.S. Patent # RE33239, expiration date May 12, 2004
Teva has submitted a Paragraph III Certification Statement for these patents. Teva
Pharmaceuticals USA will not engage in the commercial distribution of Mesalamine Rectal
Suspension USP, 4 g/60 mL prior to the expiration of these patents. There is no listed
exclusivities for the RLD, Rowasa Rectal Suspension Enema, 4.0 grams/Unit(60 mL).

10. PHARMACOLOGICAL CATEGORY:

Treatment of active mild to moderate distal ulcerative colitis, proctosigmoiditis or proctitis.

11. DOSAGE FORM Suspension

12.. STRENGTH/POTENCY: 4 g/60 mL Unit Dose

13. ROUTE OFADMINISTRATION: Rectal

14. Rx/OTCDISPENSED: _X Rx  _ OTC

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

SPOTS product — Form Completed

X _Nota SPOTS product
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

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

Chemical Name(s): Mesalamine
: 5-Aminosalicylic acid
5-amino-2-hydroxybenzoic acid
Chemical Structure:

Molecular Formula: C;H;NO;
Molecular Weight:  153.14

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
DATE
DI;;[F TYPE | HOLDER REFéE}EEI\I:IICED CODE' | STATUS? | REVIEW | COMMENTS
COMPLETED

1I —————— | ] Adequate 1-13-04 Reviewed by
B . S.Basaran

i —_ 4 NA
i I 2
B i
B i} 2
B m ' 4
B I 4
B III 2
B 11 4
B I 4

! Action codes for DMF Télble:
1 — DMF Reviewed.
Other codes indicate why the DMF was not reviewed, as follows:
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

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")

2 Adequate, Inadequate, or NA (There is enough data in the application, therefore the DMF did
not need to be reviewed) '

B. Other Documents:

DOCUMENT . APPLICATION NUMBER DESCRIPTION

NDA for Rowasa Rectal ‘ NDA 19-618 .- Reference Listed Drug
Suspension Enema

18. STATUS:

CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS

Microbiology NA

EES Acceptable 7/26/04

Methods Validation NA

Labeling ' Acceptable 5/27/04 K.Lee

Bioequivalence Acceptable 9/23/04 M. Makary

EA ' NA

Radiopharmaceutical | NA

19. ORDER OF REVIEW (OGD Only)

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:

APPEARS THIS WAY
ON ORIGINAL
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CHEMISTRY REVIEW

Executive Summary Section

The Chemistry Review for ANDA #' 76-841

The Executive Summary

1. Recommendations

A. Recommendation and Conclusion on Approvability

The telephone amendment dated June 4, 7004 has addressed all the CMC deﬁcienciés.

The dissolution method will be revised based on the Division of Bioequivalence

recommendation and the revised dissolution medium should be incorporated in their

finished product and stability protocol methods. This application may considered
approvable based on the revised dissolution method, and acceptable EER, and
bioequivalence status.

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or

Risk Management Steps, if Approvable
NA '

II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)
' Drug Substance:

The Mesalamine is also known as 5_aminosalicylic acid. Chemically, mesalamine is 5-

amino-Z—hyd_roxybenzoic acid. It is light tan to pink colored, needle shaped crystals.
Color may darken on exposure to air. The active pharmaceutical ingredient,
Mesalamine is a compendial product and it meets USP requirements.

Drug product: .
_ The drug product is Mesalamine Rectal Suspension (Enema), packaged in one unit-
dose container (4 g/60 mL). Each disposable unit contains: Mesalamine in a

suspension containing Carbomer 934P, edetate sodium, potassium acetate, potassium
metabisulfite, purified water, sodium benzoate and xanthan gum.

—. Drug product should be shakened well before use
and it will be stored at controlled room temperature, between 20-25°C. The product
should be dispensed in a tight and light resistant container.

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

The product is intended for rectal instillation once a day, preferably at bedtime and
retained in the body for eight hours. Detailed instructions are provided in the patient
instructions which are included along with the insert.

C. Basis for Approvability or Not-Approval Recommendation

The Bioequivalence, Chemistry and EER status found acceptable for approval
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Executive Summary Section

APPEARS THIS WAY
ON ORIGINAL

Page 8 of 25




CHEMISTRY REVIEW

Executive Summary Section

III. Administrative

'A. Reviewer’s Signature
Sema Basaran, Ph.D.

B. Eﬁdorsement Block
HFD-645/SBasar.an/5-26-04;6/ 16/04
HFD-645/BT Amwine/5-7-04;9/27/04
HFD-617/YKong/9/23/04

C. CC Block
ANDA 76-841

DIV FILE
Field Copy

APPEARS THIS WAY
ON ORIGINAL
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CHEMISTRY REVIEW

Chemistry Assessment Section

cc: ANDA 76-841
DUP Jacket
Division File
Field Copy

Endors?ﬁ%ﬁﬁs /S Basaran/5-26-04/61004 S, @&/m 3/ 29/0»‘/
HED-oma0d < 7fazh «

VA\FIRMSANZ\TEVA\L TRS&REV\76841N02.RSB

F/T by rad9/27/04

TYPE OF LETTER: Approvable
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APPLICATION NUMBER:
ANDA 76-841

- BIOEQUIVALENCE REVIEW(S)




DIVISION OF BIOEQUIVALENCE REVIEW

ANDA No. 76-841

Drug Product Name  Mesalamine Rectal Suspension, USP
Strength 4 gm/60 mL '

Applicant Name Teva Pharmaceuticals USA

Address North Wales, PA

Submission Date(s) September 2, 2003
Amendment Date(s) No

Reviewer Moheb H. Makary

First Generic No

File Location VAFIRMSNZ\TEVA\LTRS&REV\76841N0903..doc
1. Executive Summary

This submission consisted of a bioequivalence (BE) study and dissolution data. The study
was conducted on the 4 gm/60 mL test product, comparing it with Rowasa® Rectal
Suspension, 4 gm/60 mL, manufactured by Solvay Pharmaceuticals. The study design for
the BE study is a two-way, crossover study in normal male and female subjects (n=69).

Statistical analyses of the plasma concentration data for mesalamine demonstrate
bioequivalence. Mesalamine results (point estimate, 90% CI) are: LAUCt of 94, 82.96-
106.4%, LAUCi of 97.05, 82.7-113.87 and LCmax of 97.5, 88.5-107%.

The firm also conducted dissolution testing on its Mesalamine Rectal Suspension USP,
4 gm/60 mL. '

Staff members from the Immediate Office of Generic Drugs and the Division of
Bioequivalence met on August 12 to discuss this application. For the rectal suspension
mesalamine drug products, the OGD has decided that it is not appropriate to request a BE
study with clinical endpoints if certain criteria are met (see review). The formulations and
particle size for Teva's mesalamine rectal suspension will be compared with the RLD. In
the interim, the firm should provide additional dissolution data in buffers at different pHs.
The application is incomplete.
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Submission Summary

A. Drug Product Information

Test Product Mesalamine Rectal Suspension USP, 4 gm/60 mL
Reference Product Rowasa® (mesalamine) Rectal Suspension USP, 4 gm/60 mL
RLD Manufacturer Solvay Pharmaceuticals

NDA No. , 19618

RLD Approval Date December 24, 1987

Indication ROWASA® (Mesalamine) Rectal Suspension Enema is

indicated for the treatment of active mild to moderate distal
ulcerative colitis, proctosigmoiditis or proctitis. -

APPEARS THIS WAY
ON ORIGINAL



B. PK/PD Information

Bioavailability

Food Effect
Tmax

Metabolism
Excretion
Half-life

Relevant OGD or DBE
History

Agency Guidance
Drug Specific Issues (if any)

It is poorly absorbed from the colon and is excreted
principally in the feces during subsequent bowel
movements.
N/A
5-6 hours
It is known that the compound undergoes acetylation
but whether this process takes place at colonic or
systemic sites has not been elucidated.
Whatever the metabolic site, most of the absorbed
mesalamine is excreted in the urine as the N-acetyl-5-
ASA metabolite. ’
While the elimination half-life of mesalamine is short
(0.5 to 1.5 h), the acetylated metabolite exhibits a half-
life of 5 to 10 hours.
The Division File contains the reviews of the
following relevant documents:

A. Protocol #02-014 submitted 4/1/02

B. Control #02-230 submitted 4/29/01

C. ANDA #76-751 submitted 8/5/2003

The DBE recommends that ANDA sponsors for
Mesalamine Rectal Suspension USP, 4 gm/60 mL
conduct the following:

1. A single dose, two-way crossover bioequivalence
study on Mesalamine Rectal Enema, 4 gm/60 mL

under fasting conditions.

2. The Division requests that mesalamine be assayed

in plasma and analyzed using a confidence interval

approach. However, if mesalamine (5-ASA) can not
be reliably measured in plasma, N-acetylsalicylic acid
(Ac-5-ASA) should be assayed in plasma and
analyzed using a confidence interval approach.

CDER 2000 BA/BE Guidance

Staff members from the Immediate Office of Generic
Drugs and the Division of Bioequivalence met on
August 12 to discuss this application. For the rectal
suspension mesalamine drug products, the OGD has
decided that it is not appropriate to request a BE study
with clinical endpoints if the following criteria are met
(see attachment):

(1) The proposed generic product is BE to the RLD in



an in vivo study with PK endpoints.

(2) The proposed generic and RLD formulations are
Q1 and Q2 essentially the same.

(3) The proposed generic and RLD formulations have
comparable particle size.

(4) It may be necessary to use a more discriminating
dissolution method for this product than the one

currently used for the RLD.
C. Contents of Submission

Study Types Yes/No? How many?
Single-dose BE study Yes 1
Single-dose fed No

Steady-state No

In vitro dissolution No

Waiver requests No

BCS Waivers No

Vasoconstrictor Studies No

Clinical Endpoints No

Failed Studies No

Amendments No

APPEARS THIS WAY
ON ORIGINAL




D. Pre-Study Bioanalytical Method Validation

Parent
Analyte name Mesalamine
Internal Standard 4-aminosalicylic acid
Method description HPLC/Fluorescence
n Detection
QC range
Standard curve range 40 to 4000 ng/mL
Limit of quantitation 40 ng/mL
Average recovery of Drug (%) 71.5%
Average Recovery of Int. Std (%) 94.9%,
QC Intraday precision range (%) 1.9t0 4.6%
QC Intraday accuracy range (%) 99.1t0111%
QC Interday precision range (%) 2.8t04.3%
QC Interday accuracy range (%) 104 to 111%
Bench-top stability (hrs) 4
Stock stability (days) 30
Processed stability (hrs) 24
Freeze-thaw stability (cycles) 4
Long-term storage stability (days) 76 at -2OOC
Dilution integrity 2-fold, 101%
Specificity Yes
SOPs submitted Yes
Bioanalytical method is acceptable Yes
20% Validation Chromatograms Yes
included (Y/N)
Random or Serial Selection of Chrom | Serial

APPEARS THIS WAY
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E. In Vivo Studies

1. Single-dose Fasting Bioequivalence Study

Study Summary
Study No. 10336014
Study Design A single-dose, two-period, two-treatment, two-
Sequence Crossover
No. of subjects enrolled 72
No. of subjects completing | 69

No. of subjects analyzed

69, as per protocol

Subjects (Healthy or Patients?)

Healthy

Sex(es) included (how many?)

Male: - only completing subjects

Female:

Test product

Mesalamine Rectal Suspension, USP

Reference product

Rowasa® (mesalamine) Rectal Suspension USP,

Strength tested 4 gm/60 mL
Dose 1x4 gm/60 mL
Summary of Statistical Analysis
Parameter Point Estimate 90% Confidence Interval
AUCo-t 94.0 82.96-106.4
AUCco 97.05 82.7-113.87
Cmax 97.46 88.51-107.32

Reanalysis of Study Samples
Additional information in Appendix, Table 6

Number of
Number of samples
recalculated values
Reason why assay was repeated reanalyzed used after reanalysis

Actual | % oftotal | Actual | % of total

number assays number assays
Values above the quantifiable limit 38 1.31 Same Same
Unacceptable chromatography. 7 0.24 Same Same
Low IS 6 0.21 Same Same
Laboratory accident 3 0.10 Same Same
Peak in pre-dose with IS sample 3 0.10 Same Same:
High IS 2 0.07 Same Same
No IS ! 0.035 Same Same
The insert Leak 1 0.035 Same Same
Peak in pre-dose without IS sample 1 0.035 Same Same
Total 62 2.14 Same Same

Did use of recalculated plasma concentration data change study outcome? No




F. Formulation

Location in appendix _ Section IV.B, Page 17
Are inactive ingredients within IIG limits? Yes
If yes, list ingredients outside of limits
If a tablet, is the product scored? N/A
If yes, which strengths are scored?
Is scoring of RLD the same as test? . N/A
Is the formulation acceptable? Yes:

If not acceptable, why?
G. In Vitro Dissolution

Source of Method (USP, FDA or Firm) Firm

Medium Phosphate Buffer, pH 6.8
Volume (mL) A 900
USP Apparatus type USP 27 apparatus 2 (paddle)
Rotation (rpm) _ 50
Firm’s proposed specifications NLT =% (Q) in 15 minutes
FDA-recommended specifications NLT —% (Q) in 15 minutes
Is method acceptable? No :

If not then why? See below

H. Waiver Request(s)

N/A

I. Deficiency Comments

1. The particle size for Teva's mesalamine rectal suspension will be compared with the
RLD. In the interim, the firm should submit comparative dissolution testing in the
following media (900 mL): 0.1N HCI, and USP buffers at pH 4.5, pH 6.8 and pH 7.2
using apparatus 2 (paddle) at 50 and 25 rpm. The firm may modify the filtration method
in the dissolution testing, if necessary.



J. Recommendations

1. The single-dose bioequivalence study conducted by Teva Pharmaceuticals
USA, on its Mesalamine Rectal Suspension USP, 4 gm/60 mL, Lot #1582-032,
comparing it to Rowasa® (mesalamine) Rectal Suspension USP, 4 gm/60 mL, Lot
#92599, has been found acceptable by the Division of Bioequivalence. The study
demonstrates that Teva's Mesalamine Rectal Suspension USP, 4 gm/60 mL, is
bioequivalent to the reference product Rowasa®™ Rectal Suspension, 4 gm/60 mL,
manufactured by Solvay Pharmaceuticals, Inc.

2. The dissolution testing conducted by Teva Pharmaceuticals USA, on its
Mesalamine Rectal Suspension USP, 4 gm/60 mL, Lot #1582-032, is incomplete
for the reason given in deficiency comment.

The firm should be informed of the deficiency.

Sho bt i nater7

Moheb H. Makary, Ph.D.
Division of Bioequivalence
Review Branch IV

(D,'ﬂ/\s"\_ﬁvu‘vxl"a\@ . S/IS,}U’OU'

Kuldeep R. Dhariwal, Ph.D.
Team Leader Review Branch IV

Division of Bioquival nce
Wa,«:)m L /OL({

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs



IV.  Appendix

A. Individual Study Reviews

Single-Dose Fasting Bioequivalence Study Review 9

1. Single-dose Fasting Bioequivalence Study

a) Study Design

Study Information

Study Number 10336014
Study Title A Study to Evaluate the Relative Bioavailability
of Two Mesalamine 4 gm/60 mL Rectal Enema
Formulations
Clinical Site
Principal Investigator
Study/Dosing Dates Group 1: Period I: 6/7/2003 (Subjects 1-38)
Period II 6/14/2003 '
Group 2: Period I: 6/21/2003 (Subjects 39-72)
Period II 6/28/2003
Analytical Site
Analytical Director ) ,
Analysis Dates - July 11, 2003 and August 20, 2003

Storage Period (no. of days from the first | 73 days

day of sample collection to the last day of

sample analysis)

Treatment ID Test Reference
Test or Reference Test Reference
Product Name Mesalamine Rectal Rowasa® (mesalamine)
Suspension, USP Rectal Suspension
Manufacturer Teva Pharmaceuticals Solvay Pharmaceuticals,
USA Inc.
Batch/Lot No. 1582-032 92599
Manufacture Date 04/29/03 N/A
Expiration Date N/A 10/04
Strength 4 gm/60 mL 4 gm/60 mL
Dosage Form Suspension Suspension
Batch Size - N/A
Production Batch Size Not reported N/A
Potency 102.0% 105.7%
Content Uniformity (mean, %CV) 102.1% (0.6%) 100.3% (0.5%)
Formulation ' See Appendix Section B
Dose Administered 1x4 gm/60 mL 1x4 gm/60 mL
Route of Administration Rectal Rectal
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No. of Sequences 2
No. of Periods 2
No. of Treatments 2
No. of Groups 2
Washout Period 7 days

Randomization Scheme

AB for subjects #1, 3, 5, 8, 10, 12, 13, 16, 18, 19,
21, 24, 26, 30, 32, 33, 35, 37, 38, 40, 41, 43, 45, 48,
50, 52, 54, 55, 58, 60, 61, 63, 65, 67, 69, 72 and BA
for the rest of subjects.

Blood Sampling Times

0,0.25,05,1,2,3,4,5,6,7,8,9, 10, 12, 14, 16,
20, 24, 30, 36 and 48 hours post-dose.

Blood Volume Collected/Sample

10 mL

Blood Sample Processing/Storage

Blood samples were centrifuged at high speed for
about 15 minutes. The resulting plasma was
transferred to appropriately labeled tubes and frozen
at -20°C pending assay. '

IRB Approval Yes
Informed Consent Yes
Subjects Demographics _ See Table 1

Length of Fasting

2 hours pre-dose and 8 hours post-dose (a light
breakfast was provided approximately two hours
prior to dosing).

Length of Confinement

From at least 11 hours pre-dose to 36 hours post-
dose.

Administration

Approximately ninety minutes prior to dosing with
the study drug the nursing staff administered to each
subject a Fleet® saline enema (1 bottle equivalent to
approximately 118 mL delivered dose) in order that
subjects empty their bowel prior to study drug
administration. The study drug (one 4 gm/60 mL
mesalamine rectal suspension enema) was
administered according to the manufacturer's
instructions for the reference product (Rowasa®).
The weight of each enema bottle was measured prior
to and after dosing to determine the total weight of
drug administered. The mean weight of Treatment A
was 53.3 gm (N=71) and Treatment B was 54.3
(N=70). For at least the first 30 minutes after dosing,
the study subjects remained lying on their left side
and remained in bed for at least 8 hours after dosing
in order to minimize any leakage of study drug. All
subjects retained the enema for at least 8 hours after
dosing.

Safety Monitoring

Blood pressure and heart rate were measured prior to
dosing and were obtained prior to release from the
clinical facility in both periods.
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Comments on Study Design: The study design is acceptable.

b) Clinical Results
Table 1 Demographics of Study Subjects

. Age Groups Gender Race
Age Weight (kg) Range | % Sex Y% Category %
<18 0 Caucasian  [48.61

Mean |304 Mean |75.1 18-40 |83.3 Male 63.9 Afr. Amer. |45.8

SD 10.3 SD 11.1 41-64 |16.7 |Female (36.1 |Hispanic 1.38

Range [18-62 |Range [50-98 165-75 [0 Asian 2.8

>75 0 Others 1.38

Table 2 Dropout Information

Subject No | Reason Period Replaced?

16 Subject #16 was withdrawn from study I No
participation by the investigator due to the
subject inability to retain the enema until 8 hours

| post-dose.
43 Subject #43 was withdrawn from study II No
participation by the investigator due to a positive
drug screen.
56 Subject #56 was withdrawn from study I No

participation by the investigator due to the
subject inability to retain the enema until 8 hours
post-dose.

Table 3 Study Adverse Events

Adverse Event Description #in Test | #in Ref.
Group Group

Tiredness 1 0
Nausea 1 0
Headache 1 1
Flatulence 0 1
- Low back ache 1 0
Stomach cramps 1 1
Total: 5 3
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Table 4 Protocol Deviations

No significant deviations from the protocol were reported.

Comments on Dropouts/Adverse Events/Protocol Deviations: The adverse events
occurred approximately with similar frequency for both treatments.

c) Bioanalytical Results

Table 5 Assay Quality Control — Within Study

Parent Metabolite

QC Conc. (ng/ml) 100| 600| 3000

Inter day Precision (% CYV) 11.5] 8.3| 6.8

Inter day Accuracy (%) 103| 104| 103

Cal. Standards Conc. 40| 80| 200{ 500{ 1000{2000| 3200{ 4000
(ng/mL)

Inter day Precision (%CV) 721 5.7 40| 49| 42 3.6 36| 22
Inter day Accuracy (%) 97.81 101 102] 102| 98.8! 98.1| 102| 99.3
Linearity Range (range of R*|0.999

values)

Comments on Study Assay Quality Control:

Any interfering peaks in No
chromatograms?

Were 20% of chromatograms included? |Yes
Were chromatograms serially or Serially
randomly selected?

Comments on Chromatograms: O.K.

Table 6 SOP’s dealing with analytical repeats of study samples

SOP No. Date of SOP SOP Title

L.200.108 9/20/2001 (Initiation Date) Samples Analysis Chromatographic
10/18/2002 (Revision Date)
6/10/2003 (Revision Date)
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Table 7 Additional Comments on Repeat Assays

Were all SOPs followed? Yes

Did recalculation of plasma concentrations | No
change the study outcome?

Does the reviewer agree with the outcome | Yes
of the repeat assays?

If no, reason for disagreement

Summary/Conclusions, Study Assays:
d) Pharmacokinetic Results

Table 8 Arithmetic Mean Pharmacokinetic Parameters

Mean plasma concentrations are presented in Table 11and Figure 1

; Test Reference

Parameter Units Meoan CV Mean % CV T/R

AUCo0-t . |hr-ng/mL 21543.6 72.8 22911.8 67.1 0.94

AUCw hr-ng/mL 24458.9 68.1 26862.9 79.7 0.91
~ |Cmax ng/mL 1451.7 49.5 1500.3 51.9 0.97

Tmax hr 6.9 6.8

T1/2 hr 104 10.3

Kel 1/hr 0.133 0.22

Table 9 Geometric Means and 90% Confidence Intervals

Parameter Test Reference T/R 90% CI
Mean Mean

AUCO-t _ 16530.9 ; 17592.0 93.97 [82.9-106.4

AUCw 19003.0 ' 19581.5 97.0 82.7-113.9

Cmax 1274.4 1307.6 97.5 88.5-107.3

Table 10 Additional Study Information

Root mean square error, AUCt 0.439

Root mean square error, Cmax 0.339

Ke and AUCi determined for how many subjects? 52 for the test product and 56 for
the reference product

Do you agree or disagree with firm’s decision? Yes
Indicate the number of subjects with the following:

-measurable drug concentrations at 0 hr None

-first measurable drug concentration as Cmax None
Were the subjects dosed as more than one group? Yes.

Comments on Pharmacokinetic Analysis:
Analyses of variance (ANOVA) were performed using the following model:
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auc auci cmax lauc lauci lemax = grp seq subj(seq*grp) per(grp) trt grp*trt;

As the trt*grp interaction was not statistically significant at the 5% level, the grp term
was dropped from the model. GRP term is always kept in the model. The thing we drop is
GRP*TRT. '

Summary and Conclusions, Single-Dose Bioequivalence Study:

The single-dose bioequivalence study is acceptable.

APPEARS THIS WAY
ON ORIGINAL




Table 11 Mean Mesalamine Plasma Concentrations (ng/mL), Single-Dose

Bioequivalence Study

Sihgle-Dqse Fasting Bioequivalence Study Review 15

. Test (n=69) Reference (n=69)

Time (hr) Mean Conc. %CY Mean Conc. %CV TR
0 0 . 0 . .
0.25 137.32 62.57 160.79 65.39 0.85

0.5 353.25 57.10 400.16 59.17 0.88
1 658.29 58.16 741.88 57.53 0.89
2 895.14 56.07 942.03 56.37 0.95
3 1026.36 54.53 1063.10 60.61 0.97
4 1091.62 h2.25 1183.99 54.34 0.92
5 1107.22 50.71 1233.01 58.89 0.90
6 1110.33 49.72 1211.59 - 57.81 0.92
7 1104.13 49.90 1173.01 58.44 0.94
8 1104.71 53.12 1185.83 56.02 0.93
9 1110.84 60.69 1140.35 69.46 0.97

10 979.92 73.80 1006.64 77.54 0.97

12 77113 88.34 829.31 84.93 0.93

14 672.57 99.60 716.65 87.65 0.94

16 577.77 113.11 594.89 88.67 0.97

20 457.92 109.35 448.05 92.74 1.02

24 372.24 116.87 381.90 112.73 0.97

30 212.18 134.55 212.68 137.02 1.00

36 135.55 209.77 159.73 186.51 0.85

48 84.88 308.30 104.03 241.76 0.82

APPEARS THIS WAY

ON ORIGINAL
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Figure 1 Mean Mesalamine Plasma Concentrations (ng/mL), Single-Dose Fasting
Bioequivalence Study

Mesalamine Mean Data

——Test i
_=— Reference

60

Hours

APPEARS THIS WAY
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B. Formulation Data

Teva
Ingredient Function Yow/w 4 g/60 ij
(ANDA
executed
batch
Mesalamine, USP Active —_— 4.0800g
Potassium Acetate, USP - _

Sodium Benzoate, NF —_—
preservative agent

Potassium Metabisulfite, NF

i

Carbomer 934P, NF \ ——
Edetate Disodium, USP - _— NN
Purified Water, USP — : —
Total ‘ 100% 61.8600g

— | (60mL)

RLD's Formulation* (Solvay Pharmaceuticals)

- INGREDIENT grams/unit %o w/w
Mesalamine, USP 4.080

Sodium Benzoate, NF

Carbomer 934P, NF

Edetate Disodium, USP

Potassium Metabisulfite, NF

Potassium Acetate, USP

Xanthum Gum, NF

Purified Water, USP g.s.

*(Ref, NDA #19-618, Review of Chemistry Manufacturing, and Controls
Supplement, July 26, 2002).

The formulation is qualitatively and quantitatively the same as that of the RLD.

T VAT RT e i e e s e nnn
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C. Dissolution Data

Table 1

Reference Product, Rowasa'

Test Product, Mesalamine Rectal (Mesalamine) Rectal Suspension

Sampling Suspension USP Enema
Strength 4 gm/60 mL Strength 4 gm/60 L
Lot No. 1582-032
Lot No. 92599

APPEARS THIS WAY
ON ORIGINAL
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D. SAS Output

BE Study

19

mesalamine.prn mesalaminesasco mesalaminesasou
d.bt tput.iIxt

APPEARS THIS WAY
ON ORIGINAL

fo
I
:
b
i

|

e ety R R T T



20

Attachment

From: Davit, Barbara M

Sent: Monday, August 16, 2004 12:20 PM

To: Dhariwal, Kuideep R

Cc: Conner, Dale P

Subject: Mesalamine rectal suspension products - updated email
Kuldeep:

This email supercedes the previous email. Please include this updated email as part
of Moheb's review. '

Staff members from the Immediate Office of Generic Drugs and the Division of
Bioequivalence met on August 12 to discuss this application. For certain types of
mesalamine products, the OGD is discussing with the DCGIDP whether to conduct a
BE study with clinical endpoints.

However, for the rectal suspension mesalamine drug products, the OGD has decided
that it is not appropriate to request a BE study with clinical endpoints if the following
criteria are met.

(1) The proposed generic product is BE to the RLD in an in vivo study with PK
endpoints.

(2) The proposed generic and RLD formulations are Q1 and Q2 essentially the same.
(3) The proposed generic and RLD formulations have comparable particle size.

(4) It may be necessary to use a more discriminating dissolution method for this
product than the one currently used for the RLD.

Please ask Moheb to

(1) Compare Teva's formulation with that of the RLD. Rob Lionberger has a copy of
the innovator's formulation.

(2) Request particle size information from Teva if it is not already in thé CMC data or
review. '

(3) Request to see dissolution testing at a pH range (in addition to the method that
Moheb suggests in his review). What we specify in the BA/BE guidance (3 pH's) is
OK.

Thanks,

Barbara

|
:
i
[

AT E
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BIOEQUIVALENCE DEFICIENCIES

ANDA : 76-841 APPLICANT: Teva
Pharmaceuticals USA

DRUG PRODUCT: Mesalamine Rectal Suspension ysp, 4 gm/60 mb

The Division of Bioequivalence has completed its review of
your submission(s) acknowledged on the cover sheet. The
following deficiency has been identified:

The dissolution testing you submitted is not acceptable.
Please submit comparative dissolution testing in the
following media (900 mL): 0.1N HCcl and USP buffers at pH
4.5, pH 6.8 and pH 7.2 using apparatus 2 (paddle) at 50 and
25 rpm. Please ensure that your dissolution method is adeguate

to distinguish mesalamine dissolved in dissolution media from
drug particles. You may modify the filtration method in the
dissolution testing, 1f necessary. '

gincerely yours,

\rbay Lot

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

center for Drug Evaluation and Research

R T
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CC: - ANDA #76-841
ANDA DUPLICATE
DIVISION FILE
FIELD COPY
DRUG FILE

V:\FLRMSNZ\TEVA\LTRS&REVW 6841N0903.docc.doc
Printed in final on 8/18/04

Endorsements: (Final with Dates) s ,
HFD-658/ Reviewer M. Makary /M "y e l ol
HFD-658/ Bio team Leader K. Dhariwal

(2 HFD-650/ D. Conner /57/&5 8/15‘"/01.,

BIOEQUIVALENCE - DEFICIENCIES Submission Date: 9/2/2003
1. Fasting Study Strength: 4 gm/ 60 mL
Clinical: Outcome: 1C
Analytical:”
. PEARS THIS WAY

OH ORIGINAL



Mesalamine Rectal Suspension, USP Teva Pharmaceuticals USA

4 gm/60 mL North Wales, PA
ANDA #76-841 Submission Date:
 Reviewer: Moheb H. Makary September 20, 2004
W 76841A0904.doc September 8, 2004

Review of Two Amendments

Executive Summary

These amendments are responses to the Division of Bioequivalence (DBE)
deficiency letter of August 30, 2004. The fasting bioequivalence (BE) study
submitted in the original application was found acceptable (review dated March
29, 2004). However, for the rectal suspension mesalamine drug products, the
DBE decided to request comparative dissolution testing in multiple media in
addition to the BE study. On September 20, 2004, the firm submitted the
requested dissolution data. The response is acceptable. The application is
acceptable with no deficiencies.

Background

For the rectal suspension mesalamine drug products, on August 12, 2004, the
OGD decided that it is not appropriate to request a BE study with clinical
endpoints if the following criteria are met (see attachment):

(1) The proposed generic product is BE to the RLD in an in vivo study with PK
endpoints.

(2) The proposed generic and RLD formulations are Q1 and Q2 essentially the
same.

(3) It may be necessary to use a more discriminating dissolution method for this
product than the one currently used for the RLD.

The firm already met criteria #1 and 2 (previous submissions). The firm was
requested to provide additional dissolution data.

DBE Comment

Please submit comparative dissolution testing in the following media (900 mL):
0.1N HCI, and buffers at pH 4.5, pH 6.8 and pH 7.2 using apparatus 2 (paddle) at
50 and 25 rom. Please ensure that your dissolution method is adequate to
distinguish mesalamine dissolved in dissolution media from drug particles. You
may modify the filtration method in the dissolution testing, if necessary.

Firm’'s Response

In the September 8, 2004 amendment, the firm submitted comparative
dissolution results using the above recommended dissolution media and rotation



speeds. Five mL of the suspension was used in the dissolution testing. On
September 16, 2004, Teva was requested to use one dosage unit (60 mL) per
vessel in the dissolution testing. In the September 20, 2004 amendment, the firm
submitted the requested information. The firm emptied the contents of one rectal
suspension container (60 mL) to each of the twelve dissolution vessels. The
results are shown in Table I. The results indicate that the average percentage
release of the active mgredlent from Teva's Mesalamine Rectal Suspension, USP
and Solvay's Rowasa® (mesalamine) Rectal Suspension Enema in various pH
media and rotation speeds are comparable.

The firm indicated that the reference lot, (Solvay Pharmaceuticals, Inc.'s
Rowasa” Rectal Suspension Enema, 4 gm/unit (60 mL), lot #92599, Expiration
Date: 10/2004) used in the blostudy is no longer available for testing. Therefore,
the firm has tested Rowasa” Lot #93056, Expiration Date: 02/2006. In addition,
samples from its bio-lot #1582-032 are no longer available; therefore lot #22051D
was used in the dissolution testing.

The firm's reply to the comment is acceptable. '

Recommendation:

1. The single-dose bioequivalence study conducted by Teva
Pharmaceuticals USA, on its Mesalamine Rectal Suspension USP, 4 gm/60
mL, Lot #1582-032, comparing it to Rowasa® (mesalamine) Rectal
Suspension USP, 4 gm/60 mL, Lot #92599, has been found acceptable by
the Division of Bioequivalence. The study demonstrates that Teva's
Mesalamine Rectal SuspenSIon USP, 4 gm/60 mL, is bioequivalent to the
reference product Rowasa® Rectal Suspension, 4 gm/60 mL, manufactured
by Solvay Pharmaceuticals, Inc.

2. The dissolution testing conducted by Teva Pharmaceuticals USA, on its
Mesalamine Rectal Suspension USP, 4 gm/60 mL, Lot #22051D, is
acceptable.

The dlssolutlon testing should be conducted in 900 mL of phosphate buffer
pH 7.2, at 37°C using apparatus |l (paddle) at 50 rpm. The test product
should meet the following specifications:

Not less than =% (Q) of the labeled amount of Mesalamine in the
dosage form is dissolved in 15 minutes.



From the bioequivalence point of view, the firm has met the requirements of
the in vivo bioequivalence and the in vitro dissolution testing and the
application is acceptable.

The firm should be informed of the above recommendations.

MNe kY 7 Shules 7
Moheb H. Makary, Ph.D.
Review Branch |V
Division of Bioequivalence

W%’{/\W'MM/Q/L_ q} 22’ ol
Kuldeep Dhariwal, Ph.D.

Team Leader Review Branch |V
Division of Bioequivalence

Bk Camds al220e4

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

APPEARS THIS WAY
ON ORIGINAL



BIOEQUIVALENCE COMMENTS TCO BE PROVIDED TO THE APPLICANT
ANDA: 76-841 APPLICANT: Teva Pharmaceuticals USA
DRUG PRODUCT: Mesalamine Rectal. Suspension, 4 gm/60 mL

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

We acknowledge that you have accepted the following
dissolution method and specification:

The dissolution testing should be conducted in 900 mL of
phosphate buffer pH 7.2, at 37°C using USP Apparatus II
(paddle) at 50 rpm. The test product should meet the
following specification:

Not less than —% (Q) of the labeled amount of the
drug in the dosage form is dissolved in 15 minutes.

Please note that the biocequivalence 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 additiocnal bioequivalence
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

| @a/bbd/cm &
\~1/%1 Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
OCffice of Generic Drugs
Center for Drug Evaluation and Research
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Table |

Table 1: 500 mL 0.I1N HC), 25 1pm ‘
4 g/60 mL, Lot # 22051D

Mesalamine Rectal Suspension USP,
i - —
v Mosalamine Dissolved (900 rol, 6.1 N HCI, Paddles, 25 om)
T ] Avg. | RSD
TMinates) |1 1 { a 4 5 5 7 51 9 16 w1z e %
.’ appm—— -/‘ ‘

Tabie 2: 960 mk 61N HCL 25 rpm

Rowasa® (Mesalamine) Rectal _Su&pension Enems, 4 g/60 mL, Lot # 93056

. o Mesalamine Dissolved (900 m, 0.1 N HC, Paddles, 25 rpm) ,
Time 1 2 3 4 5 6 7 3 9 10 11 12 | Avg. | RSD
(Minutes) 7y | (%)
10 l i %
e —

Table 3: 960 ml. 01N HCL 50 rpm

Mesalamine Rectal Suspension USE, 4 g/60 mL, Lot # 22051D

%, Mesalamine Dissolved (900 mL 6.1 N HC!. Paddles, 50 rpm)
Avg. | RSR
10 it 12 (%) | (%

o Time
{Minutes) 1 2 3 4 5 6 7 3 9
e 1
15

30

Table 4: 900 mL 01N HCI, 50 rpm
Rowasa® (Mesalamine) Rectal Suspension Enema, 4 ¢/60 mL, Lot# 93056

s, Mesalamine Dissolved (900 mL 0.1 3 HCL Paddles, 50 rp)
Time 1 2 3 4 5 6 7 8 9 10 11 12 Avg, | RSD
{Misutes) 7 ) (%) | (%)
5 -
10 ’ ‘I
i3
30 g




Table 5: 900 mL pH 4.5 Acetate Buller, 25 rpm

Mesalamine Rectal Suspension USP, 4 /60 ral, Lot#22051D

1

14 Messtamine Dissolved (900 mL H 4.3 Acelate Buffer, Paddles 25 rpm _
Tme . ‘ Avg | RSD
"Cintimes) , . 'y 4 s % 7 3 s 10 1 12 (%) | (A
3 - ' o
it [ 4
1s -
— T L - —
Table 6: 900 mL pH 4.5 Acetate Buffer, 25 rpm
Rowasa® (Mesglaming) Rectal Suspension Enems, 4 p/60 mL, Lot # 93056
¥ Mesalamine Dissofved (900 ml pH 4.5 Acetate Buller, Paddles, 25 rpml — ]
T 1 2 3 4 5 5 7 ] 9 10 1 11 |12 | A
(Mimutes) | () | ¢4
5 i
10
30
e .
Mesalamine Rectal Suspension USP, 4 2/60 ml, Lot #22051D
i » : _
% Messlarmine Dissolved (500 ml pH 4.5 Acetaze Bufler, Paddles, S0 rpm _
e imE ) Avg. | RSD
[Minutes) i 2 3 1 4 s § 7 § 9 1] u 121 (%) | (%)
10 l "7 B
13 { i
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Table 8: 900 mL pH 4.5 Acetute Buffer, 50 rpm
Rowasa® (Mesalamine) Rectal Suspension Enema, 4 g/60 mL, Lot # 93056
. Megalamine Dissolved (900 mL pH 4.5 Acetate Buffer, Paddles 50 pm )
Time 1 { 1 ] 3 4 } 5 13 7 8 9 | 0 | 1 12 { Avp. | BRSD
JMineg) £ . ) | o0 |
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Table 9;: 900 mL pH 6.8 Phosphate Buffer, 25 rpm

Mezalamioe Rectal Suspension USP, 4 g/60 ml, Lot # 2205(D

f .
— % Mesalamine Dissolved {900 mL ?H §.3 Phosohate Buffer, Paddles, 25 rpen) _
e ‘!‘:‘me : Avg. | RSD
{Afizutes) i 2 3 4. $ & 7 3 3 10 1 12 1 () § 8
3 . -
10 Z
5] 7

Table 10: 900 mL pH 6.8 Phosphate Buffer, 25 rpm

Rowasa® (Mesalamine) Recta) Suspension Enema, 4 g/60 mL, Lot # 93056

S __% Mesalamine Distolved (900 L. 21 6.8 Phosphate Buff, Padles, 25 rpr
{ Time |V [ 2 [ 3] 4 [ 5 | 6] 7 1 8] 8 0] 1] 12]aw|RD
| (Minutes) . . R R
T ,

17

15

£

Table 11: 900 mL pH 6.8 Phovphate Buffer, 5¢ rpm
Mesal:imin‘e Rectal Suspension USP, 4 g/60 mL, Lot # 22051D

[
H

% Mesalamine Dissolved (500 mil pH 6.3 Phosphate Bufle, Paddie, 50 tom)

et TimE Avg. | BSD
(Minotes) { 3 4 5 & 1.1 % 1.9 10 (FU %) L)
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Table 12: 900 mL pH 6.8 Phasphate Baffer, 50 rpm

Rowasa® (Mesalaming) Rectal Suspension Enerma, 4 /60 mL, Lot # 93056

% Mesatamine Distolved (500 mb pH 6.8 Phosphate Buffer, Paddles, 50 i) ;
rm]a!z!sl:sss?fsg‘m 11 | 12 | Avg. | RSD
{Minuwes) . %) | (%)
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Table 13: 900 mL pH 7.2 Phosphate Buffer, 25 rpm
Mesalamine Rectal Suspension USP, 4 g/60 mL, Lot #22051D

r _ ‘o4 Mesalamine Digsotved (900 i pH 7.2 Phosphate Buffer, Paddies, 25 .mm') )
. o Timee ' i ' Avp. | RSD
‘Minutes) 1 2 3 4 s 1 8 1 R 2 1 i 12 {*) (%)
T l ]
S
- — |
Table 14: 900 mL pH 7.2 Phosphate Buifer, 25 rpm
Rowasa® (Meselamine) Rectal Suspension Enems, 4 g/60 mL, Lot # 93056
% Mesataniine Dissalved (500 rel. pH 7.2 Phowhate Buffer, Peddles. 25 o) _
Time 1 2 3 r 3 5 7 | 8 9 10 ] 11 | 12 | Avg. | RSD
(Miantes) RO
GO S .
e 1 l 8
SOV - S § -
S § -
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Table 15: 900 mL pH 7.2 Phosphate Buffer, S0 rpm -
Mesalamine Rectal Suspension USP, 4 g/60 mlL, Lot # 220510
N % Mesalaming Dissoived 1900 el o 2.2 Phosphaie Buffer, Paddles, S0 rpra)
o ‘ o . , g
glv!in;iur} | 2 3 4 I 1 3 i 2 10 5 11 12 ?’g . ?’ib ‘
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Table 16: 900 mL pH 7.2 Phosphate Buifer, 50 rpm
Rowasa® {(Mesalamine) Rectal Suspension Enerna, 4 g/60 mlL, Lot # 93056
v, Mesalamine Dissolved (990 ml. pH 7.2 Phosphate Buffer, Paddles, 50 rpm) .
Time 0 2 | 3 ] 4 s | 6 | 7 8 g T 10 ] 11 ] 12 ]av '
! A RSD
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #:76-841 SPONSOR : Teva Pharmaceuticals USA
DRUG AND DOSAGE FORM : Mesalamine Rectal Suspension, USP
STRENGTH(S) : 4 gm/60 mL

TYPES OF STUDIES :A single-dose bioequivalence study

CINICAL STUDY SITE(S) :°
ANALYTICAL SITE(S) : -

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

DSI INSPECTION STATUS
Inspection needed: Inspection status: Inspection results:
NO
First Generic _Yes Inspection requested: (date)
New facility Inspection completed: (date)
For cause
Other
- PRIMARY REVIEWER :Moheb H. Makary, Ph.D BRANCH : IV
INITIAL : ___ g7 1} (™ DATE: 4} :22/c Y
TEAM LEADER : Kuldeep Dhariwal, Ph.D BRANCH : IV
INITIAL : D% DATE: __Q]z2]oy

DIRECTOR, DIVISION OF BfOEQUIVALENCE : DALE P. CONNER, Pharm. D.

INITIAL : ﬁm Dyt pare: 4 /.23/03




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-841

ADMINISTRATIVE DOCUMENTS




RECORD OF TELEPHONE CONVERSATION

-We called the firm to tighten ————— for finished product and stability
protocol.
-Particle size and sedimentation rate should be included as well.

-They haven't responded to 4b completely- the firm needs to provide

**#*Revised finished product and stability protocols and sedimentation
rate analysis should be provided.

DATE:

5-26-2004

ANDA NUMBER:
76-841

PRODUCT NAME:
Mesalamine Rectal
Suspension

Firm Name:
Teva

FIRM
REPRESENTATIVE:
Vincent Andolina

PHONE NUMBER:
215-591-3000

FDA
REPRESENTATIVES:
Nigole Lee
Sema Basaran

SIGNATURES:

CC: ANDA
Telecon Binder

V-firmsnz/teva/tcon/76841.5-26-2004




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
- ANDA 76-841

CORRESPONDENCE
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Administrative Offices: Vi.ncent Andolina, RAC .
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Liquids, Semisolids and Specialty Projects

North Wales, PA 19454-1090

Direct Dial: (215) 591 8642
Direct FAX: (215) 591 8812
vincent.andolina@tevausa.com

September 2, 2003

Gary Buehler, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North IT

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

ORIGINAL ABBREVIATED NEW DRUG APPLICATION
MESALAMINE RECTAL SUSPENSION USP, 4 g/60 mL

Dear Mr. Buehler:

We submit herewith an abbreviated new drug applicatioh for the drug product Mesalamine Rectal
Suspension USP, 4 g/60 mL.

Enclosed are archival and review copies assembled in accord with Office of Generic Drugs February
1999 Guidance for Industry: Organization of an ANDA (OGD #1, Rev. 1). These copies are
presented in a total of 23 volumes; 11 for the archival copy and 12 for the review copy.

The application contains a full report of a pharmacokinetic study. This study compares Mesalamine
Rectal Suspension USP, 4 g/60 mL manufactured by TEVA Pharmaceuticals USA to the reference
listed drug, Rowasa® Rectal Suspension Enema, 4.0 grams/unit (60 mL).

We look forward to your review and comment. Should there be ahy questions regarding the
information contained herein, please contact me by phone at (215) 591-8642 or by facsimile at (215)
591-8812.
Sincerely,

N ol

VA/st
Enclosures




ANDA 76-841

TEVA Pharmaceuticals USA

Attention: Vincent Andolina - .
1090 Horsham Road 0CT 17 2003
P.0O. Box 1090

North Wales, PA 19454

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Mesalamine Rectal Suspension USP, 4 g/60 mL

DATE OF APPLICATION: September 2, 2003

DATE (RECEIVED) ACCEPTABLE FOR FILING: September 3, 2003

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

Please identify any communications concerning this appllcatlon
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Nicole Park

Project Manager
(301) 827-5849

Director
Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 76-841
cc: DUP/Jackets
HEFD-600/Division File
Field Copy
HFD-610/G. Davis
HFD-92

Endorsement:

HFD-615/MShimer, Chi\lef, RSB Myﬂf\%/\/x date /500540‘003
| jpeaetznl Bl ypizee

HFD-615/CBina, CSO

Word File
V:\FIRMSNZ\TEVA\ltrs&rev\76841.ack
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ANDA Acknowledgment Letter!




MINOR AMENDMENT
ANDA 76-841

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North IT
7500 Standish Place, Room 150
Rockville, MD 20855-2773 (301-594-0320)

APPLICANT: TEVA Pharmaceuticals USA TEL: 215-591-3141

ATTN: Philip Erickson FAX: 215-591-8812

FROM: Nicole Lee | PROJECT MANAGER: (301) 827-5849
Dear Sir:

This facsimile is in reference to your abbreviated new drug application dated September 2, 2003, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Mesalamine Rectal Suspension USP, 4
g/ 60 mL. '

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

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 a.hy disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.

s 3/5 "“‘f
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Vincent Andolina, RAC

Administrative Offices:
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
Liquids, Semisolids and Specialty Projects

1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090 :
1
Phone: (215) 591 8642
FAX: (215) 591 8812 , i
ORIG AMENDMENT .
April 9, 2004 | N Xﬁ"i’ = |
Gary Buehler, Director :
Food and Drug Administration LABELING AMENDMENT
Office of Generic Drugs’
Document Control Room
Metro Park North II

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

ANDA# 76-841
MESLAMINE RECTAL SUSPENSION USP, 4 g/60 mL
LABELING AMENDMENT — RESPONSE TO MARCH 3,2004 REVIEW LETTER

Dear Mr. Buehler:
We submit herewith a Labeling Amendment to the above-referenced pending ANDA in response
to a March 3, 2004 review letter from the Division of Labeling and Program Support. For ease of

review, a COpY of the letter is provided in Attachment 1. Comments are addressed in the order in
which they were presented. ‘

Labeling Deficiencies:
| CONTAINER: (60 mL unit-dose)

We have revised our container labeling storage temperature recommendations 10 include,
“Store at 20° to 25°C (68° to 77°F) (See USP Controlled Room Temperature)”.

Please find twelve final print copies of our container labels and a comparison to our previous
revision in Attachment 2. These changes will be implemented at the time of next printing.

2. CARTON: (7 x 60 mL unit-dose bottles)

2. We have revised our container labeling storage temperature recommendations to
include, “Store at 20° to 25°C (68° to 77°F) (See USP Controlled Room
Temperature)”.

NECEIVED
b. As recommended by the Agency, we have added the statement, “Patient '1ﬁstr{10tions
Enclosed”. PR 12 P




ANDA# 76-841
MESALAMINE RECTAL S USPENSION USP, 4 g/60 mL

LABELING AMENDMENT —~ RESPONSE TO MARCH 3, 2004 REVIE W LETTER
Page 2 of 2

Please find twelve final print copies of our carton labeling and a comparison to our previous
revision in Attachment 3. These changes will be implemented at the time of next printing.

3. INSERT:
a. CLINICAL PHARMACOLOGY

We have changed “noobservable’ to ‘“no-observable” in the Preclinical
Toxicology subsection.

b. DOSAGE AND ADMINSTRATION

We have changed > to “USP”.

HOW SUPPLIED

a. We have deleted the statement,”
b. We have removed the terminal zero, “4 ¢” instead of “4.0g”.

c. We have revised our container labeling storage temperature recommendations
to include, “Store at 20° to 25°C (68° to 77°F) (See USP Controlled Room
Temperature)”.

Please find twelve final print copies of our package insert and a comparison to our previous
revision in Attachment 4.

4 PATIENT INSTRUCTIONS

Our Patient Instructions is provided at the end of our Professoinal Insert, which is separated by a
perforation. ' ” '

The information presented herein represents, in our opinion, 2 complete response to the March 3,
2004 review letter from the Division of Labeling and Program Support. We look forward to your
approval of ANDA # 76-841. Should you have any questions regarding the information

- contained herein, please do not hesitate to contact me at (215) 591-8642 or via facsimile at (215)

591-8812.
Sincerely,
VA/st

Enclosures



A

ELV ORIGINAL

r-
i

Administrative Offices: Vincent Andolina, RAC
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 ‘ Liquids, Semisolids and Specialty Projects

North Wales, PA 19454-1090

Direct Dial: (215) 591 8642
Direct FAX: (215) 591 8812
vincent.andolina@tevausa.com

May 14, 2004

Gary Buehler, Director

Food and Drug Administration MINOR AMENDMENT
Office of Generic Drugs : ‘

Document Control Room

Metro Park North II . ‘GRIG AMENDMENT
7500 Standish Place, Room 150 N / A M

Rockville, MD 20855-2773

ANDA# 76-841

MESALAMINE RECTAL SUSPENSION USP, 4 g/60 mL

MINOR AMENDMENT —RESPONSE TO MARCH 3, 2004 REVIEW LETTER

Dear Mr. Buehler:

We submit herewith a Minor Amendment to the above-referenced pending ANDA in response to
a review letter from the Office of Generic Drugs dated March 3, 2004. For ease of review, a copy
of the letter is provided in Attachment 1. Comments are addressed in the order in which they
were presented.

A. DEFICIENCIES:

1.

RECEIVED

. | MAY 17 2004
QGDI/CDER
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ANDA# 76-841

MESALAMINE RECTAL SUSPENSION USP, 4 g/60 mL

MINOR AMENDMENT — RESPONSE TO MARCH 3, 2004 REVIEW LETTER
Page 5 of 5

The information presented herein represents, in our opinion, a complete response to the March 3,
2004 review letter from the Office of Generic Drugs. We look forward to your approval of
ANDA # 76-841. Should you have any questions regarding the information contained herein
please do not hesitate to contact me at (215) 591-8642 or via facsimile at (215) 591-8812.

k4

Sincerely, -

VA/st
Enclosures
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Administrative Offices: » i . Vincent Andolina, RAC
TEVA PHARMACEUTICALS USA . Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Liquids, Semisolids and Specialty Projects

North Wales, PA 19454-1090

Phone: (215) 591 8642
FAX: (215) 591 8812

ORIG AMENDMENT
i/

June 4, 2004 N M?\\
Gary Buehler, Director ‘ ‘
Food and Drug Administration TELEPHONE AMENDMENT
Office of Generic Drugs
Document Control Room
Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773

ANDAV# 76-841 :
MESALAMINE RECTAL SUSPENSION USP, 4 g/60 mL
TELEPHONE AMENDMENT — RESPONSE TO MAY 26, 2004 TELEPHONE CONTACT

Dear Mr. Buehler:

We submit herewith a Telephone Amendment to the above-referenced pending ANDA in
response to a May 26, 2004 telephone contact from Sema Basaran, Ph.D., review chemist and
Nicole Lee, Pharm.D., project manager of the Office of Generic Drugs, Division of Chemustry II,
Team 7. Comments are addressed in the order in which they were presented.

DEFICIENCIES:

1) As requested by the Agency, we have tightened our —— specifications. Below we
have provided a table summarizing our current and proposed specifications:

Test | Current Specification | Proposed Specification
Release ' ' |
Stability \ [ \ i |
In-Process T~ ) T~

In suppoﬁ of our revised specifications, we have provided in Attachment 1 a table of
results from various lots including Teva bulk finished product, and stability
samples, as well as innovator samples.

2) We have incorporated Particle Size and Sedimentation Rate testing in our finished
product and stability specifications. Please note that our Particle Size test @Fg ED
- Comparative data with the innovator product for
both the Particle Size and Sedimentation Rate tests are provided in Attachmédd20 7 2004

OGDICDER




ANDA# 76-841

MESALAMINE RECTAL SUSPENSION USP, 4 g/60 mL

TELEPHONE AMENDMENT — RESPONSE TO MAY 26, 2004 TELEPHONE CONTACT

Page 20f 2

Below we have provided a table summarizing the proposed Particle Size and

Sedimentation Rate specifications:

Testing | Particle Size Specification Sedimentation Rate Specification
Release :
Stability k

3) We have provided in Attachment 3 a table showing comparison of the innovator’s

Rowasa® and Teva’s Mesalamine Rectal Suspension USP, 4 g/60 mL, results for color,
viscosity and specific gravity. Please refer to Attachment 2 for similar comparison data
for sedimentation rate and particle size tests. In addition, we have provided in
Attachment 4 a revised Finished Product Procedure Manual to include tighter *ww—
limits and the addition of particle size and sedimentation rate tests for release and

stability testing.

Please refer to Attachment 5 for copies of our updated Stability Protocol and Finished Product

Certificate of Analysis, which have been revised in accordance with the aforementioned changes.
In addition, all future release and stations testing will be performed and comply with the revised

specifications proposed herein.

The information presented herein represents, in our opinion, a complete response to the May 26,

2004 telephone contact from the Office of Generic Drugs. We look forward to your approval of

ANDA # 76-841. Should you have any questions regarding the information contained herein,

please contact me at (215) 591-8642 or via facsimile at (215) 591-8812.

Sincerely,

VA/st
Enclosures




BIOEQUIVALENCY AMENDMENT

ANDA 76-841

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

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

APPLICANT: TEVA Pharmaceuticals USA | TEL: 215-591-8642

ATTN: Vincent Andolina FAX: 215-591-8812
FROM: Beth Fabian—Fritscl% PROJECT MANAGER: (301) 827-5847
Dear Sir: ~N

This facsimile is in reference to the b_ioeqliivalency data submitted on September 2, 2003, pursuant to Section 505(j)
of the Federal Food, Drug, and Cosmetic Act for Mesalamine Rectal Suspension USP, 4 g/60 mL.

The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified
deficiencies which are presented on the attached page. This facsimile is to be regarded as an official FDA
communication and unless requested, a hard-copy will not be mailed.

You should submit a response to these deficiencies in accord with 21 CFR 314.96. Your amendment should
respond to all 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. Your cover letter should clearly indicate that
the response is a "Bioequivalency Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple
dose, dissolution data, waiver or dissolution waiver) that might be included for each strength. We also request that
you include a copy of this communication with your response. Please submit a copy of your amendment in both an
archival (blue) and a review (orange) jacket. Please direct any questions concerning this communication to the
project manager identified above.

SPECIAL INSTRUCTIONS:

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 immediately
notify us by telephone and return it to us by mail at the above address.




BIOEQUIVALENCE DEFICIENCIES

ANDA: 76-841 APPLICANT: Teva ]
Pharmaceuticals USA

DRUG PRODUCT: Mesalamine Rectal Suspension USP, 4 gm/60 mL

The Division of Bioequivalence has completed its review of
your submission(s) acknowledged on the cover sheet. The
following deficiency has been identified:

The dissolution testing you submitted is not acceptable.
Please submit comparative dissolution testing in the
following media (900 mL): 0.1N HCl and USP buffers at pH
4.5, pH 6.8 and pH 7.2 using apparatus 2 (paddle) at 50 and
25 rpm. Please ensure that your dissolution method is adequate
to distinguish mesalamine dissolved in dissolution media from
drug particles. You may modify the filtration method in the
dissolution testing, if necessary.

Slm

&_%922 Dale P. Conner, Pharm. D.
Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research



TEL ~ ORIGINAL

Administrative Offices: Vincent Andolina, RAC
___TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Liquids, ‘Semisolids and Specialty Projects

North Wales, PA 19454-1090

Phone: (215) 591 8642
FAX: (215) 591 8812

September &, 2004

Gary Buehler, Director

Food and Drug Administration BIOEQUIVALENCY AMENDMENT
‘Office of Generic Drugs

Document Control Room

Metro Park North II QR‘G WDW

7500 Standish Place, Room 150 / A

Rockville, MD 20855-2773 N

ANDA# 76-841

MESALAMINE RECTAL SUSPENSION USP, 4 g/60 mL

BIOEQUIVALENCY AMENDMENT —RESPONSE TO AN AUGUST 30, 2004 REVIEW
LETTER

Dear Mr. Buehler:

We submit herewith a Bioequivalency Amendment to the above-referenced pending ANDA in
response to an August 30, 2004 review letter from the Division of Bioequivalence. For ease of
review, a copy of the letter is provided in Attachment 1. Comments are addressed in the order in
which they were presented.

DEFICIENCIES:

1) Please note that the innovator’s reference lot as used in the biostudy, Solvay .-
Pharmaceuticals, Inc.’s Rowasa® Rectal Suspension Enema, 4 grams/unit (60 mL), Lot
#92599, Explratlon Date: 10/2004, is no longer available for testing. Therefore, we have
tested Rowasa® Lot No. 92872, Expiration Date: 06/2005. A Certificate of/Aﬁalysm for
this lot and our ANDA lot 1582-032 are provided in Attachment 2. Vs

2) As request by the Agency, we have provided in Attachment 3 Comparative Dissolution
Studies in the following media: |

. (900 mL): 0.1 N HC1 and USP Buffers at pH 4.5, pH 6.8 and pH 7.2 using
apparatus 2 (paddle) at 50 rpm and 25 rpm.

The lots of test and reference products compared in these studies are: ;% 3,_, 5‘: 3 gfﬁ
. Mesalamme Rectal Suspension USP, 4 g/60 mL (Lot No 1582-032) SEP 0 9 2004
. Rowasa® Rectal Suspension Enema, 4 grams/unit (60 mL)

(Lot No. 92872), Expiration Date: 06/2005 U=l oFER



ANDA# 76-841

MESALAMINE RECTAL SUSPENSION USP, 4 g/60 mL

BIOEQUIVALENCY AMENDMENT — RESPONSE TO AN AUGUST 30, 2004 REVIEW LETTER
Page 2 of 2

These studies were performed by:
Teva Pharmaceuticals USA

650 Cathill Road

Sellersville, PA 18960

USA

The dissolution data provided in Attachment 3 demonstrate that the dissolution profiles
performed at 50 rpm are comparable over the entire pH range. However, the data at the 25 rpm
speed are highly variable due to insufficient mixing within the vessel. At 25 rpm, the samples
tend to pool and lie at the bottom of the vessel, resulting in high relative standard deviations
(RSD) for both test and reference products. In addition, the 25 rpm data appears to vary with
sample introduction technique.

Due to the slow mixing at 25 rpm, variable rates of sample addition will lead to variable mixing
from vessel to vessel, resulting in higher data variability. It is our opinion that the 25 rpm
dissolution profiles have no physiological relevance, as the PK study submitted with our original
ANDA has already demonstrated the bioequivalence of the Teva and Solvay mesalamine rectal
suspension products.

Please note that our dissolution method distinguishes mesalamine dissolved in dissolution media
from drug particles by filtering the media through a 0.45 um filter during sample preparation.

In addition, we have provided in Attachment 4 a diskette containing the dissolution data as
supplied in the report in Attachment 3.

The information presented herein represents, in our opinion, a complete response to the August
30, 2004 review letter from the Division of Bioequivalence. We look forward to your prompt
approval of ANDA #76-841. Should you have any questions regarding the information
contained herein, please contact the undersigned at (215) 591-8642 or via facsimile at (215) 591-
8812. '

Sincerely,

VA/st
Enclosures
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Vincent Andolina, RAC
ffairs

Administrative Offices: ]
TEVA PHARMACEUT\CALS USA i Director, Regulatory A
Liquids, Semisolids and Specialty Projects

1090 Horsham Road, PO Box 1090

North Wales, PA 19454-1090

Phone: (215) 591 8642

FAX: (215) 591 8812

September 20, 2004

Gary Buehler, Director

Food and Drug Administration BIOEQUIVALENCY AMENDMENT
Office of Generic Drugs

Document Control Room

Motro Park North 11 ORIG AMENDMENT

7500 Standish Place, Room 150

Rockville, MD 20855-2773 N %

ANDA# 76-841

MESALAMINE RECTAL SUSPENSION USP, 4 g/60 mL

BIOEQUIVALENCY AMENDMENT — RESPONSE TO SEPTEMBER 10 & 16,2004
TELEPHONE CONTACTS
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Dear Mr Buehler:

We submit herewith 2 Bioequivalency Amendment to the above-referenced pending ANDA in
response 10 telephone contacts on September 10 & 16, 2004 from Barbara M. Davit, Ph.D.,
Deputy Director, Kuldeep Dhariwal, Ph.D., Moheb Makary, Ph.D., Beth Fritsch, Project
Manager, and Nhan L. Tran, Ph.D., Dissolution Expert, al]l from the Division of Bioequivalence
of the Office of Generic Drugs. Speciﬁcaﬂy, the Division of Bioequivalence requested the
additional dissolution profiles performed at 25 rpm and 50 rpm utilizing the Agency’s
recommended technique so that the data variability 18 lower. In addition, the Agency requested
the methodology used to perform the dissolution profiles be provided.

DEFICIENCIES:

1) Please note that the innovator’s reference lot as used in the biostudy, Solvay
Pharmaceuticals, Inc.’s Rowasa® Rectal Suspension Enema, 4 grams/unit (60 mL), Lot
4972599, Expiration Date: 10/2004, is no longer available for testing. Therefore, we have
tested Rowasa® Lot No. 93056, Expiration Date: 02/2006. In addition, samples from our
ANDA Lot No. 1582-032 are no longer available; as such we nave tested Lot No.
22051D. Certificates of Analysis for Rowasa® Lot No. 93056 and our Lot No. 22051D

are provided in Attachment 1.
RECEMET
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2) We have provided in Attachment 2 the dissolution method from our Finished Product

Procedure Manual (Version 4.0, Release Date: 6/2/04). In addition, we have provided in

Attachment 2 an Addendum to our dissolution method. This Addendum describes 2
revision to the sample preparation, as well as the addition of the sample to the vessel.
Please note that this Addendum supercedes the current procedure in Method Number
6888F Version 4.0.

3) As request by the Agency, We have provided in Attachment 3 Comparative Dissolution
Studies in the following media:

. (900 mL): 0.1 N HCI and USP Buffers at pH 4.5, pH 6.8 and pH 7.2 using
apparatus 2 (paddle) at 50 rpm and 25 rpm. .

These studies were performed by: .
Teva Pharmaceuticals USA

650 Cathill Road

Sellersville, PA 18960

USA

In addition, we have provided in Attachment 4 a diskette containing the dissolution data as
supplied in the report in Attachment 3.

The information presented herein represents, in Our opinion, a complete response t0 the
telephone contacts on September 10 & 16, 2004 from the Division of Bioequivalence. We look
forward to your prompt approval of ANDA # 76-841. Should you have any questions regarding
the information contained herein, please contact the undersigned at (215) 591-8642 or via
facsimile at (215) 591-8812.

Sincerely,
VA/st
Enclosures



