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DEPARTMENT OF HEALTH & HUMAN SERVICES

                          
             Food and Drug Administration
             Silver Spring, MD  20993

ANDA 090379

Barr Laboratories, Inc.
Attention: Scott D. Tomsky

Vice President
Regulatory Affairs, North America, Generics

425 Privet Road
Horsham, PA 19044

Dear Sir:

This is in reference to your abbreviated new drug application 
(ANDA) dated January 31, 2008, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Budesonide Capsules, 3 mg (Enteric Coated).

Reference is also made to the Complete Response letter issued by 
this office on April 3, 2012, and to your amendments dated April 
1, and April 12, 2013.

We have completed the review of this ANDA and have concluded 
that adequate information has been presented to demonstrate that
the drug is safe and effective for use as recommended in the 
submitted labeling.  Accordingly the ANDA is approved, effective 
on the date of this letter. The Division of Bioequivalence has 
determined your Budesonide Capsules, 3 mg (Enteric Coated), to 
be bioequivalent and, therefore, therapeutically equivalent to 
the reference listed drug (RLD), Entocort EC Capsules, 3 mg, of 
AstraZeneca LP (AstraZeneca). Your dissolution testing should 
be incorporated into the stability and quality control program 
using the same method proposed in your ANDA. The “interim” 
dissolution specifications are as follows:

Dissolution Testing should be conducted in:

Apparatus: USP Apparatus 2 (paddle), with
capsule sinker

Rotation speed: 75 rpm
Medium: Acid stage: First 2 hours 0.1 N HCl

Buffer stage: 1-6 hours 
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Phosphate Buffer, pH 7.5
Volume:  1000 mL for both Acid Stage and 

Buffer Stage
Temperature: 37ºC
Sampling times:  Acid Stage: 2 hours

Buffer stage:  1, 2, 4 and 6 hours

The test product should meet the following “interim” 
specifications:

Acid Stage: Time (hours) % Budesonide Dissolved
      

2     NMT %

     Buffer Stage:  Time (hours) % Budesonide Dissolved

1     %
2     %
4     %
6     NLT %

The “interim” dissolution test(s) and tolerances should be 
finalized by submitting dissolution data from the first three 
production size batches.  These data should be submitted as a 
“Special Supplement – Changes Being Effected” if there are no 
revisions to be made to the “interim” specifications, or if the 
final specifications are tighter than the “interim” 
specifications.  In all other instances, the information should 
be submitted in the form of a Prior Approval Supplement.

The RLD upon which you have based your ANDA, Astra Zeneca’s 
Entocort EC Capsules, is subject to a period of patent 
protection. As noted in the agency's publication titled 
Approved Drug Products with Therapeutic Equivalence Evaluations
(the “Orange Book”), U.S. Patent No. 5,643,602 (the '602 
patent), is scheduled to expire on January 1, 2015 (with 
pediatric exclusivity extension added. 

Your ANDA contains a paragraph IV certification under section 
505(j)(2)(A)(vii)(IV) of the Act stating that the ‘602 patent is 
invalid, unenforceable, or will not be infringed by your 
manufacture, use, or sale of Budesonide Capsules, 3 mg, under 
this ANDA.  You have notified the agency that Barr Laboratories, 
Inc. (Barr) complied with the requirements of section 
505(j)(2)(B) of the Act, and that litigation was initiated 
against Barr for infringement of the '602 patent within the 
statutory 45-day period in the United States District Court for 
the District of Delaware [AstraZeneca LP, Aktiebolaget Draco, 
KBI Inc., and KBI-E Inc. v. Barr Laboratories, Inc., Civil 
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Action No. 08-305]. You have also notified the agency that this 
litigation has been dismissed.  

With respect to 180-day generic drug exclusivity, we note that 
Barr was the first ANDA applicant to submit a substantially 
complete ANDA with a paragraph IV certification for Budesonide 
Capsules, 3 mg.  As a first applicant, Barr was eligible for 180 
days of generic drug exclusivity.  The Agency has determined, 
however, that Barr forfeited its eligibility for 180-day 
exclusivity because Barr failed to obtain tentative approval 
within 30-months after the date on which the ANDA was filed. See 
section 505(j)(5)(D)(i)(IV) of the Act.  

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

Please note that if FDA requires a Risk Evaluation & Mitigation 
Strategy (REMS) for a listed drug, an ANDA citing that listed 
drug also will be required to have a REMS.  See section 505-1(i) 
of the Act.

Postmarketing reporting requirements for this ANDA 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 directly to:

Food and Drug Administration
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion
5901-B Ammendale Road
Beltsville, MD 20705

We call your attention to 21 CFR 314.81(b)(3) which requires 
that all promotional materials be submitted to the Office of 
Prescription Drug Promotion with a completed Form FDA 2253 at 
the time of their initial use.
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The Generic Drug User Fee Amendments of 2012 (GDUFA) (Public Law 
112-144, Title III) established certain provisions with respect 
to self-identification of facilities and payment of annual 
facility fees. Your ANDA identifies at least one facility that is 
subject to the self-identification requirement and payment of an 
annual facility fee.  Self-identification must occur by June 1 of 
each year for the next fiscal year.  Facility fees must be paid 
each year by the date specified in the Federal Register notice 
announcing facility fee amounts. All finished dose forms (FDFs) 
or active pharmaceutical ingredients (APIs) manufactured in a 
facility that has not met its obligations to self-identify or to 
pay fees when they are due will be deemed misbranded. This means 
that it will be a violation of federal law to ship these products 
in interstate commerce or to import them into the United States.  
Such violations can result in prosecution of those responsible, 
injunctions, or seizures of misbranded products.  Products 
misbranded because of failure to self-identify or pay facility 
fees are subject to being denied entry into the United States.

As soon as possible, but no later than 14 days from the date of 
this letter, submit, using the FDA automated drug registration 
and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as 
described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLab
eling/default.htm, that is identical in content to the approved 
labeling (including the package insert, and any patient package 
insert and/or Medication Guide that may be required). 
Information on submitting SPL files using eLIST may be found in 
the guidance for industry titled “SPL Standard for Content of 
Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInf
ormation/Guidances/UCM072392.pdf. The SPL will be accessible via 
publicly available labeling repositories.

Sincerely yours,

{See appended electronic signature page}

Kathleen Uhl, M.D.
Acting Director
Office of Generic Drugs
Center for Drug Evaluation and Research
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ROBERT L WEST
04/02/2014
Deputy Director, Office of Generic Drugs, for
Kathleen Uhl, M.D.
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4      CONTRAINDICATIONS
Budesonide capsules (enteric coated) is contraindicated in patients with 
hypersensitivity to budesonide or any of the ingredients of budesonide capsules 
(enteric coated). Anaphylactic reactions have occurred [see Adverse Reactions (6.2)]. 
5      WARNINGS AND PRECAUTIONS
5.1      Hypercorticism and Adrenal Suppression 
When glucocorticosteroids are used chronically, systemic effects such as 
hypercorticism and adrenal suppression may occur. Glucocorticosteroids can 
reduce the response of the hypothalamus-pituitary-adrenal (HPA) axis to stress. 
In situations where patients are subject to surgery or other stress situations, 
supplementation with a systemic glucocorticosteroid is recommended. Since 
budesonide capsules (enteric coated) are a glucocorticosteroid, general 
warnings concerning glucocorticoids should be followed. 
5.2   �   Transferring Patients from Systemic Glucocorticosteroid 

Therapy 
Care is needed in patients who are transferred from glucocorticosteroid 
treatment with high systemic effects to corticosteroids with lower systemic 
availability, such as budesonide capsules (enteric coated), since symptoms 
attributed to withdrawal of steroid therapy, including those of acute adrenal 
suppression or benign intracranial hypertension, may develop. Adrenocortical 
function monitoring may be required in these patients and the dose of 
glucocorticosteroid treatment with high systemic effects should be reduced 
cautiously. 
5.3      Immunosuppression 
Patients who are on drugs that suppress the immune system are more 
susceptible to infection than healthy individuals. Chicken pox and measles, for 
example, can have a more serious or even fatal course in susceptible patients or 
patients on immunosuppressant doses of glucocorticosteroids. In patients who 
have not had these diseases, particular care should be taken to avoid exposure. 
How the dose, route and duration of glucocorticosteroid administration affect 
the risk of developing a disseminated infection is not known. The contribution 
of the underlying disease and/or prior glucocorticosteroid treatment to the risk 
is also not known. If exposed, therapy with varicella zoster immune globulin 
(VZIG) or pooled intravenous immunoglobulin (IVIG), as appropriate, may 
be indicated. If exposed to measles, prophylaxis with pooled intramuscular 
immunoglobulin (IG) may be indicated. (See prescribing information for 
VZIG and IG.) If chicken pox develops, treatment with antiviral agents may 
be considered. 
Glucocorticosteroids should be used with caution, if at all, in patients with active 
or quiescent tuberculosis infection, untreated fungal, bacterial, systemic viral 
or parasitic infections. 
Replacement of systemic glucocorticosteroids with budesonide capsules 
(enteric coated) capsules may unmask allergies (e.g., rhinitis and eczema), 
which were previously controlled by the systemic drug.
5.4      Increased Systemic Glucocorticosteroid Susceptibility
Reduced liver function affects the elimination of glucocorticosteroids, and 
increased systemic availability of oral budesonide has been demonstrated in 
patients with liver cirrhosis [see Use in Specific Populations (8.6)].
5.5      Other Glucocorticosteroid Effects
Caution should be taken in patients with hypertension, diabetes mellitus, 
osteoporosis, peptic ulcer, glaucoma or cataracts, or with a family history of 
diabetes or glaucoma, or with any other condition where glucocorticosteroids 
may have unwanted effects.
6      ADVERSE REACTIONS
Systemic glucocorticosteroid use may result in the following: 
•  �Hypercorticism and Adrenal Suppression [see Warnings and Precautions (5.1)]
•  �Symptoms of steroid withdrawal in those patients transferring from Systemic 

Glucocorticosteroid Therapy [see Warnings and Precautions (5.2)] 
•  �Immunosuppression [see Warnings and Precautions (5.3)] 
•  �Increased Systemic Glucocorticosteroid Susceptibilty [see Warnings and 

Precautions (5.4)] 
•  Other Glucocorticosteroid Effects [see Warnings and Precautions (5.5)] 
6.1      Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse 
reaction rates observed in the clinical trials of a drug cannot be directly 
compared to rates in the clinical trials of another drug and may not reflect the 
rates observed in practice 
The safety of budesonide capsules (enteric coated) was evaluated in 651 patients 
in five short-term, active disease state studies. They ranged in age from 17 to 
74 (mean 35), 40% were male and 97% were white, 2.6% were greater than 
or equal to 65 years of age. Five hundred and twenty patients were treated with 
budesonide capsules (enteric coated) 9 mg (total daily dose). The most common 
adverse reactions reported were headache, respiratory infection, nausea, and 
symptoms of hypercorticism. Clinical studies have shown that the frequency 
of glucocorticosteroid- associated adverse reactions was substantially reduced 
with budesonide capsules (enteric coated) compared with prednisolone at 
therapeutically equivalent doses. Adverse reactions occurring in greater than or 
equal to 5% of the patients are listed in Table 1: 
Table 1 Adverse Reactions Occurring in greater than or equal to 5% 

of the Patients in any treated group
Budesonide 

Capsules 
(enteric coated) 

 9 mg

Placebo Prednisolone 
40 mg

Comparator*

n = 520 n = 107 n = 145 n = 88
Adverse 
Reaction

Number (%) Number (%) Number (%) Number (%)

Headache 107(21) 19(18) 31(21) 11(13)
Respiratory 
Infection

55 (11) 7(7) 20(14) 5(6)

Nausea 57(11) 10(9) 18(12) 7(8)
Back Pain 36(7) 10(9) 17(12) 5(6)
Dyspepsia 31(6) 4(4) 17(12) 3(3)
Dizziness 38(7) 5(5) 18(12) 5(6)
Abdominal 
Pain

32(6) 18(17) 6(4) 10(11)

Flatulence 30(6) 6(6) 12(8) 5(6)
Vomiting 29(6) 6(6) 6(4) 6(7)
Fatigue 25(5) 8(7) 11(8) 0(0)
Pain 24(5) 8(7) 17(12) 2(2)
* This drug is not approved for the treatment of Crohn’s disease in the United States.

The safety of budesonide capsules (enteric coated) was evaluated in 233 patients 
in four long-term clinical trials (52 weeks). A total of 145 patients were treated with 
budesonide capsules (enteric coated) 6 mg. A total of 8% of budesonide capsules 
(enteric coated) patients discontinued treatment due to adverse reactions compared 
with 10% in the placebo group. The adverse reaction profile in long-term treatment 
of Crohn’s disease was similar to that of short-term treatment with budesonide 
capsules (enteric coated) 9 mg in active Crohn’s disease. 
In the long-term clinical trials, the following adverse reactions occurred in greater 
than or equal to 5% of the 6 mg budesonide capsules (enteric coated) patients and 
are not listed in (Table 1) or by body system below: diarrhea (10%); sinusitis (8%); 
infection viral (6%); and arthralgia (5%). 
Adverse reactions, occurring in patients treated with budesonide capsules 
(enteric coated) 9 mg (total daily dose) in short-term active disease state 
studies and/or budesonide capsules (enteric coated) 6 mg (total daily dose) 
long-term, with an incidence less than 5% and greater than placebo are listed 
below by system organ class: 
Blood and lymphatic system disorders: leukocytosis 
Cardiac disorders: palpitation, tachycardia
Eye disorders: eye abnormality, vision abnormal 

FULL PRESCRIBING INFORMATION
1      INDICATIONS AND USAGE
1.1      Mild to Moderate Active Crohn’s Disease
Budesonide capsules (enteric coated) is indicated for the treatment of mild to 
moderate active Crohn's disease involving the ileum and/or the ascending colon.
1.2   �   Maintenance of Clinical Remission of Mild to Moderate Crohn’s 

Disease
Budesonide capsules (enteric coated) is indicated for the maintenance of clinical 
remission of mild to moderate Crohn’s disease involving the ileum and/or the 
ascending colon for up to 3 months.
2      DOSAGE AND ADMINISTRATION
2.1      Mild to Moderate Active Crohn’s Disease
The recommended adult dosage for the treatment of mild to moderate active 
Crohn's disease involving the ileum and/or the ascending colon is 9 mg orally 
taken once daily in the morning for up to 8 weeks. Repeated 8 week courses 
of budesonide capsules (enteric coated) can be given for recurring episodes 
of active disease.
2.2   �   Maintenance of Clinical Remission of Mild to Moderate 

Crohn’s Disease
Following an 8 week course(s) of treatment for active disease and once the 
patient’s symptoms are controlled (CDAI less than 150), budesonide capsules 
(enteric coated) 6 mg orally is recommended once daily for maintenance of clinical 
remission up to 3 months. If symptom control is still maintained at 3 months an 
attempt to taper to complete cessation is recommended. Continued treatment with 
budesonide capsules (enteric coated) 6 mg for more than 3 months has not been 
shown to provide substantial clinical benefit. 
Patients with mild to moderate active Crohn’s disease involving the ileum and/or 
ascending colon have been switched from oral prednisolone to budesonide capsules 
(enteric coated) with no reported episodes of adrenal insufficiency. Since prednisolone 
should not be stopped abruptly, tapering should begin concomitantly with initiating 
budesonide capsules (enteric coated) treatment.
2.3      CYP3A4 inhibitors
If concomitant administration with ketoconazole, or any other CYP3A4 inhibitor, 
is indicated, patients should be closely monitored for increased signs and/or 
symptoms of hypercorticism. Grapefruit juice, which is known to inhibit CYP3A4, 
should also be avoided when taking budesonide capsules (enteric coated). In 
these cases, reduction in the dose of budesonide capsules (enteric coated) should 
be considered [see Drug Interactions (7) and Clinical Pharmacology (12.3)].
3      DOSAGE FORMS AND STRENGTHS
Budesonide capsules (enteric coated) 3 mg are elongated, two-piece hard 
gelatin capsules with dark peach opaque cap and white opaque body, filled with 
white to off-white pellets, imprinted with “TEVA 7445” in black ink, containing 
3 mg budesonide.

General disorders and administration site conditions: asthenia, chest pain, 
dependent edema, face edema, flu-like disorder, malaise, fever 
Gastrointestinal disorders: anus disorder, Crohn’s disease aggravated, enteritis, 
epigastric pain, gastrointestinal fistula, glossitis, hemorrhoids, intestinal 
obstruction, tongue edema, tooth disorder 
Infections and infestations: Ear infection-not otherwise specified, bronchitis, 
abscess, rhinitis, urinary tract infection, thrush 
Investigations: c-reactive protein increased, weight increased 
Metabolism and nutrition disorders: appetite increased, hypokalemia 
Musculoskeletal and connective tissue disorders: arthritis, cramps, myalgia 
Nervous system disorders: hyperkinesia, parasthesia, tremor, vertigo, dizziness, 
somnolence, amnesia 
Psychiatric disorders: agitation, confusion, insomnia, nervousness, sleep disorder 
Renal and urinary disorders: dysuria, micturition frequency, nocturia 
Reproductive system and breast disorders: intermenstrual bleeding, menstrual 
disorder 
Respiratory, thoracic and mediastinal disorders: dyspnea, pharynx disorder 
Skin and subcutaneous tissue disorders: acne, alopecia, dermatitis, eczema, 
skin disorder, sweating increased, purpura 
Vascular disorders: flushing, hypertension 
Table 2 displays the frequency and incidence of signs/symptoms of 
hypercorticism by active questioning of patients in short-term clinical trials.
Table 2 Summary and Incidence of Signs/Symptoms of Hypercorticism 

in Short-Term Studies
Budesonide Capsules 

(enteric coated)  
9 mg

Placebo Prednisolone 
Taper 
40 mg

n = 427 n = 107 n = 145
Signs/Symptoms Number (%) Number (%) Number (%)
Acne 63(15) 14(13) 33(23)*
Bruising Easily 63(15) 12(11) 13(9)
Moon Face 46(11) 4(4) 53(37)*
Swollen Ankles 32(7) 6(6) 13(9)
Hirsutism† 22(5) 2(2) 5(3)
Buffalo Hump 6(1) 2(2) 5(3)
Skin Striae 4(1) 2(2) 0(0)
* Statistically significantly different from budesonide capsules (enteric coated) 9 mg 
† �Adverse reaction dictionary included term hair growth increased, local and 

hair growth increased, general.
Table 3 displays the frequency and incidence of signs/symptoms of 
hypercorticism by active questioning of patients in long-term clinical trials.
Table 3 Summary and Incidence of Symptoms of Hypercorticism 

in Long-Term Studies
Budesonide Capsules 

(enteric coated)  
3 mg

Budesonide Capsules 
(enteric coated) 

6 mg

Placebo

n = 88 n = 145 n = 143
Signs/Symptoms Number (%) Number (%) Number (%)
Bruising Easily 4(5) 15(10) 5(4)
Acne 4(5) 14(10) 3(2)
Moon Face 3(3) 6(4) 0
Hirsutism 2(2) 5(3) 1(1)
Swollen Ankles 2(2) 3(2) 3(2)
Buffalo Hump 1(1) 1(1) 0
Skin Striae 2(2) 0 0
The incidence of signs/symptoms of hypercorticism as described above in 
long-term clinical trials was similar to that seen in the short-term clinical trials. 
A randomized, open, parallel-group multicenter safety study specifically compared 
the effect of budesonide capsules (enteric coated) (less than 9 mg per day) and 
prednisolone (less than 40 mg per day) on bone mineral density over 2 years 
when used at doses adjusted to disease severity. Bone mineral density decreased 
significantly less with budesonide capsules (enteric coated) than with prednisolone 
in steroid-naïve patients, whereas no difference could be detected between 
treatment groups for steroid-dependent patients and previous steroid users. The 
incidence of symptoms associated with hypercorticism was significantly higher 
with prednisolone treatment. 
Clinical Laboratory Test Findings 
The following potentially clinically significant laboratory changes in clinical 
trials, irrespective of relationship to budesonide capsules (enteric coated), were 
reported in greater than or equal to 1% of patients: hypokalemia, leukocytosis, 
anemia, hematuria, pyuria, erythrocyte sedimentation rate increased, alkaline 
phosphatase increased, atypical neutrophils, C-reactive protein increased, and 
adrenal insufficiency.
6.2      Postmarketing Experience 
The following adverse reactions have been reported during post-approval use 
of budesonide capsules (enteric coated). Because these reactions are reported 
voluntarily from a population of uncertain size, it is not always possible to reliably 
estimate their frequency or establish a causal relationship to drug exposure. 
Immune System Disorders: Anaphylactic reactions 
Nervous System Disorders: Benign intracranial hypertension 
Psychiatric Disorders: Mood swings
7      DRUG INTERACTIONS
Concomitant oral administration of ketoconazole (a known inhibitor of CYP3A4 
activity in the liver and in the intestinal mucosa) caused an eight-fold increase 
of the systemic exposure to oral budesonide. If treatment with inhibitors 
of CYP3A4 activity (such as ketoconazole, itraconazole, ritonavir, indinavir, 
saquinavir, erythromycin, etc.) is indicated, reduction of the budesonide dose 
should be considered. After extensive intake of grapefruit juice (which inhibits 
CYP3A4 activity predominantly in the intestinal mucosa), the systemic exposure 
for oral budesonide increased about two times. Ingestion of grapefruit or 
grapefruit juice should be avoided in connection with budesonide administration 
[see Clinical Pharmacology (12.3)].
8      USE IN SPECIFIC POPULATIONS
8.1      Pregnancy
Teratogenic Effects
Pregnancy category C
Budesonide was teratogenic and embryocidal in rabbits and rats. Budesonide produced 
fetal loss, decreased pup weights, and skeletal abnormalities at subcutaneous doses 
of 25 mcg/kg in rabbits (approximately 0.05 times the maximum recommended 
human dose on a body surface area basis) and 500 mcg/kg in rats (approximately 
0.5 times the maximum recommended human dose on a body surface area basis). 
There are no adequate and well-controlled studies in pregnant women. 
Budesonide should be used during pregnancy only if the potential benefit 
justifies the potential risk to the fetus. 
Nonteratogenic Effects
Hypoadrenalism may occur in infants born of mothers receiving corticosteroids 
during pregnancy. Such infants should be carefully observed. 
8.3      Nursing Mothers
The disposition of budesonide when delivered by inhalation from a dry powder 
inhaler at doses of 200 or 400 mcg twice daily for at least 3 months was 
studied in eight lactating women with asthma from 1 to 6 months postpartum1. 
Systemic exposure to budesonide in these women appears to be comparable 
to that in non-lactating women with asthma from other studies. Breast milk 
obtained over eight hours post-dose revealed that the maximum budesonide 
concentration for the 400 and 800 mcg total daily doses was 0.39 and  
0.78 nmol/L, respectively, and occurred within 45 minutes after inhalation. 
The estimated oral daily dose of budesonide from breast milk to the infant 

is approximately 0.007 and 0.014 mcg/kg per day for the two dose regimens 
used in this study, which represents approximately 0.3% to 1% of the dose 
inhaled by the mother. Budesonide plasma concentrations obtained from five 
infants at about 90 minutes after breast feeding (and about 140 minutes after 
drug administration to the mother) were below quantifiable levels (less than 
0.02 nmol/L in four infants and less than 0.04 nmol/L in one infant). 
The recommended daily dose of budesonide capsules (enteric coated) is higher 
(up to 9 mg daily) compared with inhaled budesonide (up to 800 mcg daily) given 
to mothers in the above study. The maximum budesonide plasma concentration 
following a 9 mg daily dose (in both single- and repeated-dose pharmacokinetic 
studies) of oral budesonide is approximately 5 to 10 nmol/L which is up to 
10 times higher than the 1 to 2 nmol/L for a 800 mcg daily dose of inhaled 
budesonide at steady state in the above inhalation study. 
Since there are no data from controlled trials on the use of budesonide capsules 
(enteric coated) by nursing mothers or their infants, and because of the potential 
for serious adverse reactions in nursing infants from budesonide capsules 
(enteric coated), a decision should be made whether to discontinue nursing or to 
discontinue budesonide capsules (enteric coated), taking into account the clinical 
importance of budesonide capsules (enteric coated) to the mother. 
Budesonide is secreted in human milk. Data from budesonide delivered via dry 
powder inhaler indicates that the total daily oral dose of budesonide available 
in breast milk to the infant is approximately 0.3% to 1% of the dose inhaled by 
the mother. Assuming the coefficient of extrapolation between the inhaled and 
oral doses is constant across all dose levels, at therapeutic doses of budesonide 
capsules (enteric coated), budesonide exposure to the nursing child may be up 
to 10 times higher than that by budesonide inhalation.
8.4      Pediatric Use
Safety and effectiveness in pediatric patients have not been established. Systemic 
and inhaled corticosteroids, including budesonide capsules (enteric coated), may 
cause a reduction of growth velocity in pediatric patients.
8.5      Geriatric Use
Clinical studies of budesonide capsules (enteric coated) did not include 
sufficient numbers of subjects aged 65 and over to determine whether they 
respond differently from younger subjects. Other reported clinical experience 
has not identified differences in responses between the elderly and younger 
patients. In general, dose selection for an elderly patient should be cautious, 
usually starting at the low end of the dosing range, reflecting the greater 
frequency of decreased hepatic, renal, or cardiac function, and of concomitant 
disease or other drug therapy.
8.6      Hepatic Insufficiency 
Patients with moderate to severe liver disease should be monitored for 
increased signs and/or symptoms of hypercorticism. Reducing the dose of 
budesonide capsules (enteric coated) should be considered in these patients 
[see Warnings and Precautions (5.4)].
10      OVERDOSAGE
Reports of acute toxicity and/or death following overdosage of 
glucocorticosteroids are rare. Treatment consists of immediate gastric lavage 
or emesis followed by supportive and symptomatic therapy. 
If glucocorticosteroids are used at excessive doses for prolonged periods, 
systemic glucocorticosteroid effects such as hypercorticism and adrenal 
suppression may occur. For chronic overdosage in the face of severe disease 
requiring continuous steroid therapy, the dosage may be reduced temporarily. 
Single oral doses of 200 and 400 mg/kg were lethal in female and male 
mice, respectively. The signs of acute toxicity were decreased motor activity, 
piloerection and generalized edema.
11      DESCRIPTION
Budesonide, USP, the active ingredient of budesonide capsules (enteric coated), 
is a synthetic corticosteroid. Budesonide, USP is designated chemically 
as (RS)-11, 16, 17,21-tetrahydroxypregna-1,4-diene-3,20-dione cyclic 
16,17-acetal with butyraldehyde. Budesonide, USP is provided as a mixture of 
two epimers (22R and 22S). Its structural formula is: 
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Budesonide, USP is a white to off-white, tasteless, odorless powder that is 
practically insoluble in water and heptane, sparingly soluble in ethanol, and 
freely soluble in chloroform. Its partition coefficient between octanol and water 
at pH 5 is 1.6 x 103 ionic strength 0.01. 
Each capsule for oral administration contains 3 mg of micronized budesonide, USP 
with the following inactive ingredients: acetyltributyl citrate, ethylcellulose aqueous 
dispersion, glacial acetic acid, lactose monohydrate, methacrylic acid copolymer 
dispersion, polysorbate 80, simethicone, sodium hydroxide, sugar spheres, talc 
and triethyl citrate. The ingredients in the capsule shell are FD&C yellow no. 6,  
FD&C red no. 40, gelatin and titanium dioxide. The ingredients in the imprinting 
ink are D&C yellow no. 10 aluminum lake, FD&C blue no. 1 aluminum lake,  
FD&C blue no. 2 aluminum lake, FD&C red no. 40 aluminum lake, shellac glaze, 
black iron oxide and propylene glycol.
12      CLINICAL PHARMACOLOGY
12.1      Mechanism of Action
Budesonide has a high topical glucocorticosteroid (GCS) activity and a 
substantial first pass elimination. The formulation contains granules which are 
coated to protect dissolution in gastric juice, but which dissolve at pH greater 
than 5.5, i.e., normally when the granules reach the duodenum. Thereafter, a 
matrix of ethylcellulose with budesonide controls the release of the drug into 
the intestinal lumen in a time-dependent manner.
12.2      Pharmacodynamics
Budesonide has a high glucocorticoid effect and a weak mineralocorticoid 
effect, and the affinity of budesonide to GCS receptors, which reflects the 
intrinsic potency of the drug, is about 200 fold that of cortisol and 15 fold that 
of prednisolone. 
Treatment with systemically active GCS is associated with a suppression of 
endogenous cortisol concentrations and an impairment of the hypothalamus-
pituitary-adrenal (HPA) axis function. Markers, indirect and direct, of this are 
cortisol levels in plasma or urine and response to ACTH stimulation. 
Plasma cortisol suppression was compared following five days’ administration 
of budesonide capsules (enteric coated) and prednisolone in a crossover study 
in healthy volunteers. The mean decrease in the integrated 0 to 24 hour plasma 
cortisol concentration was greater (78%) with prednisolone 20 mg per day 
compared to 45% with budesonide capsules (enteric coated) 9 mg per day.
12.3      Pharmacokinetics
Absorption 
The absorption of budesonide capsules (enteric coated) seems to be complete, 
although Cmax and Tmax are variable. Time to peak concentration varies in 
individual patients between 30 and 600 minutes. Following oral administration 
of 9 mg of budesonide in healthy subjects, a peak plasma concentration of 
approximately 5 nmol/L is observed and the area under the plasma concentration 
time curve is approximately 30 nmol•hr/L. The systemic availability after a single 
dose is higher in patients with Crohn's disease compared to healthy volunteers, 
(21% vs 9%) but approaches that in healthy volunteers after repeated dosing. 

Patient Information  
Budesonide (bue des’ oh nide)  

Capsules (Enteric Coated) 
Read the Patient Information that comes with budesonide 
capsules (enteric coated) before you start taking it and each time 
you get a refill. There may be new information. This information 
does not take the place of talking with your healthcare provider 
about your medical condition or your treatment. 
What are Budesonide Capsules (Enteric Coated)? 
Budesonide capsules (enteric coated) is a prescription 
glucocorticosteroid medicine used in people with mild to 
moderate Crohn’s disease that affects part of the small intestine 
(ileum) and part of the large intestine (ascending colon): 

•  to treat active Crohn’s disease 
•  �to help keep symptoms from coming back for up to  

3 months.
It is not known if budesonide capsules (enteric coated) 
is safe and effective in children. 
Who should not take Budesonide Capsules (Enteric Coated)? 
Do not take Budesonide Capsules (Enteric Coated) if: 

•  �you are allergic to budesonide or any of the 
ingredients in budesonide capsules (enteric coated). 
See the end of this leaflet for a complete list of 
ingredients in budesonide capsules (enteric coated). 

What should I tell my healthcare provider before 
taking Budesonide Capsules (Enteric Coated)? 
Before you take Budesonide Capsules (Enteric Coated) 
tell your healthcare provider if you: 

•  have liver problems 
•  are planning to have surgery 
•  �have chicken pox or measles or have recently been 

near anyone with chicken pox or measles 
•  �have or had a family history of diabetes, cataracts 

or glaucoma
•  have or had tuberculosis 
•  have high blood pressure (hypertension) 
•  have decreased bone mineral density (osteoporosis) 
•  stomach ulcers 
•  any other medical condition 
•  �are pregnant or plan to become pregnant. It is not 

known if budesonide capsules (enteric coated) may 
harm your unborn baby. 

•  �are breastfeeding or plan to breastfeed. Budesonide 
capsules (enteric coated) can pass into breast milk and 
may harm your baby. You and your healthcare provider 
should decide if you will take budesonide capsules 
(enteric coated) or breastfeed. You should not do both. 

Tell your healthcare provider about all the medicines 
you take, including prescription and nonprescription 
medicines, vitamins, and herbal supplements. 
Budesonide capsules (enteric coated) and other 
medicines may affect each other causing side effects. 
Especially tell your healthcare provider if you take: 

•  a glucocorticosteroid medicine 
•  �medicines that suppress your immune system 

(immunosuppressant) 
•  �ketoconazale or other medicines that affect how your 

liver works. 
Ask your healthcare provider or pharmacist if you are not 
sure if your medicine is one listed above. 
How should I take Budesonide Capsules (Enteric Coated)? 

•  �Take budesonide capsules (enteric coated) exactly as 
your healthcare provider tells you. 

•  �Your healthcare provider will tell you how many 
budesonide capsules (enteric coated) to take. Your 
healthcare provider may change your dose if needed. 

•  �Take budesonide capsules (enteric coated) in the 
morning.

•  �Take budesonide capsules (enteric coated) whole. 
Do not chew or crush budesonide capsules (enteric 
coated) before swallowing. 

What should I avoid while taking Budesonide 
Capsules (Enteric Coated)? 

•  �Do not eat grapefruit or drink grapefruit juice while 
taking budesonide capsules (enteric coated). Eating 
grapefruit or drinking grapefruit juice can increase 
the level of budesonide capsules (enteric coated) in 
your blood. 

What are the possible side effects of Budesonide 
Capsules (Enteric Coated)? 

•  �Effects of having too much glucocorticosteroid 
medicine in your blood (hypercorticism). Long-
time use of budesonide capsules (enteric coated) 
can cause you to have too much glucocorticosteroid 
medicine in your blood. Tell your healthcare provider 
if you have any of the following signs and symptoms 
of hypercorticism:
•  acne 
•  bruise easily 
•  rounding of your face (moon face) 
•  ankle swelling 
•  thicker or more hair on your body and face 
•  �a fatty pad or hump between your shoulders 

(buffalo hump) 
•  �pink or purple stretch marks on the skin of your 

abdomen, thighs, breasts and arms 

"

FULL PRESCRIBING INFORMATION: 
CONTENTS* 
1	 INDICATIONS AND USAGE
	 1.1		� Mild to Moderate Active 

Crohn’s Disease
	 1.2		� Maintenance of Clinical 

Remission of Mild to 
Moderate Crohn’s Disease

2	 DOSAGE AND ADMINISTRATION
	 2.1		� Mild to Moderate Active 

Crohn’s Disease
	 2.2		� Maintenance of Clinical 

Remission of Mild to 
Moderate Crohn’s Disease

	 2.3		� CYP3A4 inhibitors 
3	� DOSAGE FORMS AND STRENGTHS
4	� CONTRAINDICATIONS
5	� WARNINGS AND PRECAUTIONS
	 5.1		� Hypercorticism and Adrenal 

Suppression 
	 5.2		� Transferring Patients 

from Systemic 
Glucocorticosteroid 
Therapy 

	 5.3		� Immunosuppression 
	 5.4		� Increased Systemic 

Glucocorticosteroid 
Susceptibility

	 5.5		� Other Glucocorticosteroid 
Effects 

6	 ADVERSE REACTIONS
	 6.1		 Clinical Trials Experience  
	 6.2		 Postmarketing Experience
7	 DRUG INTERACTIONS
8	� USE IN SPECIFIC POPULATIONS
	 8.1		 Pregnancy
	 8.3		 Nursing Mothers
	 8.4		 Pediatric Use
	 8.5		 Geriatric Use
	 8.6		 Hepatic Insufficiency
10	 OVERDOSAGE
11	 DESCRIPTION
12	 CLINICAL PHARMACOLOGY
	 12.1	 Mechanism of Action
	 12.2	 Pharmacodynamics
	 12.3	 Pharmacokinetics
13	 NONCLINICAL TOXICOLOGY
	 13.1	� Carcinogenesis, Mutagenesis, 

Impairment of Fertility
14	 CLINICAL STUDIES
16	� HOW SUPPLIED/STORAGE AND 

HANDLING
17	� PATIENT COUNSELING 

INFORMATION
	 17.1	� Hypercorticism and Adrenal 

Suppression
	 17.2	 Immunosuppression
	 17.3	� How to Take Budesonide 

Capsules (Enteric Coated)
*Sections or subsections omitted 
from the full prescribing information 
are not listed.

HIGHLIGHTS OF PRESCRIBING 
INFORMATION 
These highlights do not include all the 
information needed to use Budesonide 
capsules (enteric coated) safely 
and effectively. See full prescribing 
information for Budesonide capsules 
(enteric coated).
Budesonide capsules (enteric coated), 
for oral use Initial US Approval: 1997 
------ INDICATIONS AND USAGE -----
Budesonide capsules (enteric coated) 
is a glucocorticosteroid indicated for: 
•  �Treatment of mild to moderate active 

Crohn’s disease involving the ileum 
and/or the ascending colon. (1.1) 

•  �Maintenance of clinical remission of mild 
to moderate Crohn’s disease involving 
the ileum and/or the ascending colon 
for up to 3 months. (1.2)

--- DOSAGE AND ADMINISTRATION ---
•  �Mild to moderate active Crohn’s 

disease: 9 mg once daily in the 
morning for up to 8 weeks. Repeated 
8 week courses of budesonide 
capsules (enteric coated) can be 
given for recurring episodes of active 
disease. (2.1)

•  �Maintenance of clinical remission of 
mild to moderate Crohn’s disease:  
6 mg once daily for up to 3 months.  
Continued treatment with budesonide 
capsules (enteric coated) 6 mg for more 
than 3 months has not been shown to 
provide substantial clinical benefit. (2.2)

-- DOSAGE FORMS AND STRENGTHS --
Capsules: 3 mg (3)
--------- CONTRAINDICATIONS --------
Hypersensitivity to any of the 
ingredients in budesonide capsules 
(enteric coated). (4)
-- WARNINGS AND PRECAUTIONS --
•  �Hypercorticism and adrenal 

suppression: Since budesonide 
capsules (enteric coated) is a 
glucocorticosteroid, general warnings 
concerning glucocorticoids should be 
followed. (5.1)

•  �Transferring patients from systemic 
glucocorticosteroid therapy: Care 
is needed in patients who are 
transferred from glucocorticosteroid 
treatment with high systemic effects 
to corticosteroids with lower systemic 
availability, such as budesonide 
capsules (enteric coated). (5.2)

•  �Immunosuppression: Potential 
worsening of infections (e.g., existing 
tuberculosis, fungal, bacterial, viral, or 
parasitic infection). Use with caution 
in patients with these infections. 
More serious or even fatal course of 
chickenpox or measles can occur in 
susceptible patients. (5.3)

-------- ADVERSE REACTIONS --------
Most common adverse reactions  
(≥ 5%) are headache, respiratory 
infection, nausea, back pain, dyspepsia, 
dizziness, abdominal pain, flatulence, 
vomiting, fatigue, pain. (6.1)
To report SUSPECTED ADVERSE 
REACTIONS, contact TEVA USA, 
PHARMACOVIGILANCE at  
1-888-838 2872, X6351 or  
drug.safety@tevapharm.com; or  
FDA at 1-800-FDA-1088 or  
www.fda.gov/medwatch.
--------- DRUG INTERACTIONS --------
•  �Cytochrome P450 3A4 inhibitors 

(e.g., ketoconazole, grapefruit juice) 
should be avoided. May cause 
increased systemic corticosteroid 
effects. (2.3, 7, 12.3)

-- USE IN SPECIFIC POPULATIONS --
•  �Hepatic Insufficiency: Monitor 

patients for signs and/or symptoms 
of hypercorticism. (5.4, 8.6)

See 17 for PATIENT COUNSELING 
INFORMATION and FDA-approved 
patient labeling
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•  �Adrenal suppression. When budesonide capsules (enteric 
coated) is taken for a long period of time (chronic use), 
adrenal suppression can happen. This is a condition in 
which the adrenal glands do not make enough steroid 
hormones. Symptoms of adrenal suppression include: 
tiredness, weakness, nausea and vomiting and low blood 
pressure. Tell your healthcare provider if you are under 
stress or have any symptoms of adrenal suppression during 
treatment with budesonide capsules (enteric coated). 

•  �Immune system effects and a higher chance of 
infections. Budesonide capsules (enteric coated) 
weakens your immune system. Taking medicines that 
weaken your immune system makes you more likely 
to get infections. Avoid contact with people who have 
contagious diseases such as chicken pox or measles, 
while taking budesonide capsules (enteric coated).
Tell your healthcare provider about any signs 
or symptoms of infection during treatment with 
budesonide capsules (enteric coated), including: 
•  fever 
•  chills 
•  pain 
•  feeling tired 
•  aches 
•  nausea and vomiting 

•  �Worsening of allergies. If you take certain other 
glucocorticosteroid medicines to treat allergies, 
switching to budesonide capsules (enteric coated) may 
cause your allergies to come back. These allergies may 
include eczema (a skin disease) or rhinitis (inflammation 
inside your nose). Tell your healthcare provider if any of 
your allergies become worse while taking budesonide 
capsules (enteric coated). 

The most common side effects of budesonide capsules 
(enteric coated) include: 

•  headache 
•  infection in your air passages (respiratory infection) 
•  back pain 
•  upset stomach 
•  dizziness 
•  abdominal pain 
•  excessive stomach or intestinal gas 
•  diarrhea 
•  sinus infection 
•  viral infection 
•  joint pain 

Tell your healthcare provider if you have any side effect 
that bothers you or that does not go away. 
These are not all the possible side effects of budesonide 
capsules (enteric coated). For more information, ask 
your healthcare provider or pharmacist. 
Call your healthcare provider for medical advice about 
side effects. You may report side effects to FDA at  
1-800-FDA-1088 or www.fda.gov/medwatch. 
How should I store Budesonide Capsules (Enteric Coated)? 

•  �Store budesonide capsules (enteric coated) at  
68°F to 77°F (20°C to 25°C). 

•  �Keep budesonide capsules (enteric coated) in a 
tight, light-resistant container as defined in the USP, 
with a child-resistant closure (as required).

Keep Budesonide Capsules (Enteric Coated) and all 
medicines out of reach from children.
General information about Budesonide Capsules 
(Enteric Coated).
Medicines are sometimes prescribed for purposes other 
than those listed in Patient Information leaflets. Do not 
use budesonide capsules (enteric coated) for a condition 
for which it was not prescribed. Do not give budesonide 
capsules (enteric coated) to other people, even if they 
have the same symptoms you have. It may harm them. 
This Patient Information leaflet summarizes the most 
important information about budesonide capsules (enteric 
coated). If you would like more information, talk with your 
healthcare provider. You can ask your healthcare provider 
or pharmacist for information about budesonide capsules 
(enteric coated) that is written for health professionals.
For more information call 1-888-838-2872, MEDICAL 
AFFAIRS. 
What are the ingredients in Budesonide Capsules 
(Enteric Coated)?
Active ingredient: budesonide, USP
Inactive ingredients: acetyltributyl citrate, ethylcellulose 
aqueous dispersion, glacial acetic acid, lactose monohydrate, 
methacrylic acid copolymer dispersion, polysorbate 80, 
simethicone, sodium hydroxide, sugar spheres, talc and 
triethyl citrate. 
The capsule shell contains: FD&C yellow no. 6, FD&C red no. 
40, gelatin and titanium dioxide. 
The ingredients in the imprinting ink contains: D&C 
yellow no. 10 aluminum lake, FD&C blue no. 1 aluminum 
lake, FD&C blue no. 2 aluminum lake, FD&C red no. 
40 aluminum lake, shellac glaze, black iron oxide and 
propylene glycol.
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Distribution 
The mean volume of distribution (Vss) of budesonide varies between  
2.2 and 3.9 L/kg in healthy subjects and in patients. Plasma protein binding 
is estimated to be 85 to 90% in the concentration range 1 to 230 nmol/L, 
independent of gender. The erythrocyte/plasma partition ratio at clinically 
relevant concentrations is about 0.8.
Metabolism 
Following absorption, budesonide is subject to high first pass metabolism  
(80 to 90%). In vitro experiments in human liver microsomes demonstrate that 
budesonide is rapidly and extensively biotransformed, mainly by CYP3A4, to its 
2 major metabolites, 6-hydroxy budesonide and 16-hydroxy prednisolone. 
The glucocorticoid activity of these metabolites is negligible (less than 1/100) 
in relation to that of the parent compound. 
In vivo investigations with intravenous doses in healthy subjects are in 
agreement with the in vitro findings and demonstrate that budesonide has a 
high plasma clearance, 0.9 to 1.8 L/min. Similarly, high plasma clearance values 
have been shown in patients with Crohn’s disease. These high plasma clearance 
values approach the estimated liver blood flow, and, accordingly, suggest that 
budesonide is a high hepatic clearance drug.
The plasma elimination half-life, t1/2, after administration of intravenous doses 
ranges between 2 and 3.6 hours, and does not differ between healthy adults and 
patients with Crohn’s disease.
Excretion 
Budesonide is excreted in urine and feces in the form of metabolites. After 
oral as well as intravenous administration of micronized [3H]-budesonide, 
approximately 60% of the recovered radioactivity is found in urine. The major 
metabolites, including 6-hydroxy budesonide and 16-hydroxy prednisolone, 
are mainly renally excreted, intact or in conjugated forms. No unchanged 
budesonide is detected in urine.
Special Populations
Gender
No significant pharmacokinetic differences have been identified due to gender.
Hepatic Insufficiency
In patients with liver cirrhosis, systemic availability of orally administered 
budesonide correlates with disease severity and is, on average, 2.5 fold higher 
compared with healthy controls. Patients with mild liver disease are minimally 
affected. Patients with severe liver dysfunction were not studied. Absorption 
parameters are not altered, and for the intravenous dose, no significant 
differences in CL or Vss are observed. 
Renal Insufficiency 
The pharmacokinetics of budesonide in patients with renal impairment has not 
been studied. Intact budesonide is not renally excreted, but metabolites are to 
a large extent, and might therefore reach higher levels in patients with impaired 
renal function. However, these metabolites have negligible corticosteroid 
activity as compared with budesonide (less than 1/100). 
Drug-Drug Interactions 
Budesonide is metabolized via CYP3A4. Potent inhibitors of CYP3A4 can 
increase the plasma levels of budesonide several-fold. Coadministration of 
ketoconazole results in an eight-fold increase in AUC of budesonide, compared 
to budesonide alone. Grapefruit juice, an inhibitor of gut mucosal CYP3A, 
approximately doubles the systemic exposure of oral budesonide. Conversely, 
induction of CYP3A4 can result in the lowering of budesonide plasma levels. 
Oral contraceptives containing ethinyl estradiol, which are also metabolized 
by CYP3A4, do not affect the pharmacokinetics of budesonide. Budesonide 
does not affect the plasma levels of oral contraceptives (i.e., ethinyl estradiol)  
[see Drug Interactions (7)]. 
Since the dissolution of the coating of budesonide capsules (enteric coated) 
is pH dependent (dissolves at pH greater than 5.5), the release properties and 
uptake of the compound may be altered after treatment with drugs that change 
the gastrointestinal pH. However, the gastric acid inhibitory drug omeprazole, 
20 mg once daily does not affect the absorption or pharmacokinetics of 
budesonide capsules (enteric coated). When an uncoated oral formulation 
of budesonide is coadministered with a daily dose of cimetidine 1 g, a slight 
increase in the budesonide peak plasma concentration and rate of absorption 
occurs, resulting in significant cortisol suppression. 
Food Effects 
A mean delay in time to peak concentration of 2.5 hours is observed with the 
intake of a high-fat meal, with no significant differences in AUC.
13      NONCLINICAL TOXICOLOGY
13.1      Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies with budesonide were conducted in rats and mice. In 
a two-year study in Sprague-Dawley rats, budesonide caused a statistically 
significant increase in the incidence of gliomas in male rats at an oral dose of  
50 mcg/kg (approximately 0.05 times the maximum recommended human dose on 
a body surface area basis). In addition, there were increased incidences of primary 
hepatocellular tumors in male rats at 25 mcg/kg (approximately 0.023 times the 
maximum recommended human dose on a body surface area basis) and above. No 
tumorigenicity was seen in female rats at oral doses up to 50 mcg/kg (approximately 
0.05 times the maximum recommended human dose on a body surface area basis). 
In an additional two-year study in male Sprague-Dawley rats, budesonide caused 
no gliomas at an oral dose of 50 mcg/kg (approximately 0.05 times the maximum 
recommended human dose on a body surface area basis). However, it caused a 
statistically significant increase in the incidence of hepatocellular tumors at an oral 
dose of 50 mcg/kg (approximately 0.05 times the maximum recommended human 
dose on a body surface area basis). The concurrent reference corticosteroids 
(prednisolone and triamcinolone acetonide) showed similar findings. In a 91 week 
study in mice, budesonide caused no treatment-related carcinogenicity at oral doses 
up to 200 mcg/kg (approximately 0.1 times the maximum recommended human 
dose on a body surface area basis). 
Budesonide was not genotoxic in the Ames test, the mouse lymphoma cell 
forward gene mutation (TK +/-) test, the human lymphocyte chromosome 
aberration test, the Drosophila melanogaster sex-linked recessive lethality test, 
the rat hepatocyte UDS test and the mouse micronucleus test. 
In rats, budesonide had no effect on fertility at subcutaneous doses up to 
80 mcg/kg (approximately 0.07 times the maximum recommended human 
dose on a body surface area basis). However, it caused a decrease in prenatal 
viability and viability in pups at birth and during lactation, along with a decrease in 
maternal body-weight gain, at subcutaneous doses of 20 mcg/kg (approximately 
0.02 times the maximum recommended human dose on a body surface area basis) 
and above. No such effects were noted at 5 mcg/kg (approximately 0.005 times the 
maximum recommended human dose on a body surface area basis).
14      CLINICAL STUDIES
The safety and efficacy of budesonide capsules (enteric coated) were evaluated 
in 994 patients with mild to moderate active Crohn’s disease of the ileum and/or 
ascending colon in 5 randomized and double-blind studies. The study patients ranged 
in age from 17 to 85 (mean 35), 40% were male and 97% were white. Of the  
651 patients treated with budesonide capsules (enteric coated), 17 (2.6%) were 
greater than or equal to 65 years of age and none were greater than 74 years of 
age. The Crohn’s Disease Activity Index (CDAI) was the main clinical assessment 
used for determining efficacy in these 5 studies. The CDAI is a validated index 
based on subjective aspects rated by the patient (frequency of liquid or very soft 
stools, abdominal pain rating and general well-being) and objective observations 
(number of extraintestinal symptoms, need for antidiarrheal drugs, presence of 
abdominal mass, body weight and hematocrit). Clinical improvement, defined as a 
CDAI score of less than or equal to 150 assessed after 8 weeks of treatment, was 
the primary efficacy variable in these 5 comparative efficacy studies of budesonide 
capsules (enteric coated). Safety assessments in these studies included monitoring 
of adverse reactions. A checklist of potential symptoms of hypercorticism was used. 
One study (Study 1) compared the safety and efficacy of budesonide capsules 
(enteric coated) 9 mg daily in the morning to a comparator. At baseline, the 
median CDAI was 272. Budesonide capsules (enteric coated) 9 mg daily 
resulted in a significantly higher clinical improvement rate at Week 8 than the 
comparator. See Table 4.

Table 4 Clinical Improvement Rates (CDAI less than or equal to 150)  
After 8 weeks of Treatment

Clinical 
Study

Budesonide Capsules  
(enteric coated)

Comparator* Placebo Prednisolone

9 mg Daily 4.5 mg Twice Daily
1 62/91 

(69%)
37/83  
(45%)

2 31/61  
(51%)

13/64 
(20%)

3 38/79 
(48%)

41/78  
(53%)

13/40 
(33%)

4 35/58 
(60%)

25/60  
(42%)

35/58  
(60%)

5 45/86 
(52%)

56/85  
(65%)

* This drug is not approved for the treatment of Crohn’s disease in the United States.
Two placebo-controlled clinical trials (Studies 2 and 3) were conducted. Study 2 
involved 258 patients and tested the effects of graded doses of budesonide capsules 
(enteric coated) (1.5 mg twice daily, 4.5 mg twice daily, or 7.5 mg twice daily) 
versus placebo. At baseline, the median CDAI was 290. The 3 mg per day dose level 
(data not shown) could not be differentiated from placebo. The 9 mg per day arm 
was statistically different from placebo (Table 4), while no additional benefit was 
seen when the daily budesonide capsules (enteric coated) dose was increased to  
15 mg per day (data not shown). In Study 3, the median CDAI at baseline was 263. 
Neither 9 mg daily nor 4.5 mg twice daily budesonide capsules (enteric coated) dose 
levels was statistically different from placebo (Table 4). 
Two clinical trials (Studies 4 and 5) compared budesonide capsules (enteric 
coated) with oral prednisolone (initial dose 40 mg per day). At baseline, the 
median CDAI was 277. Equal clinical improvement rates (60%) were seen in the 
budesonide capsules (enteric coated) 9 mg daily and the prednisolone groups 
in Study 4. In Study 5, 13% fewer patients in the budesonide capsules (enteric 
coated) group experienced clinical improvement than in the prednisolone group 
(no statistical difference) (Table 4). 
The proportion of patients with normal plasma cortisol values (greater than 
150 nmol/L) was significantly higher in the budesonide capsules (enteric 
coated) groups in both trials (60 to 66%) than in the prednisolone groups 
(26 to 28%) at Week 8. 
The efficacy and safety of budesonide capsules (enteric coated) for maintenance 
of clinical remission were evaluated in four double-blind, placebo-controlled, 
12 month trials in which 380 patients were randomized and treated once daily 
with 3 mg or 6 mg budesonide capsules (enteric coated) or placebo. Patients 
ranged in age from 18 to 73 (mean 37) years. Sixty percent of the patients were 
female and 99% were Caucasian. The mean CDAI at entry was 96. Among the 
four clinical trials, approximately 75% of the patients enrolled had exclusively 
ileal disease. Colonoscopy was not performed following treatment. Budesonide 
capsules (enteric coated) 6 mg per day prolonged the time to relapse, defined 
as an increase in CDAI of at least 60 units to a total score greater than  
150 or withdrawal due to disease deterioration. The median time to relapse 
in the pooled population of the 4 studies was 154 days for patients taking 
placebo, and 268 days for patients taking budesonide capsules (enteric coated) 
6 mg per day. Budesonide capsules (enteric coated) 6 mg per day reduced the 
proportion of patients with loss of symptom control relative to placebo in the 
pooled population for the 4 studies at 3 months (28% vs. 45% for placebo).
16      HOW SUPPLIED/STORAGE AND HANDLING
Budesonide Capsules (Enteric Coated), 3 mg are available as elongated,  
two-piece hard gelatin capsules with dark peach opaque cap and white opaque 
body, filled with white to off-white pellets, imprinted with “TEVA 7445” in black 
ink, containing 3 mg budesonide, packaged in bottles of 100 capsules. 
Store at 20° to 25°C (68° to 77°F) [See USP Controlled Room Temperature].
Dispense in a tight, light-resistant container as defined in the USP, with a 
child-resistant closure (as required).
17      PATIENT COUNSELING INFORMATION
“See FDA-Approved Patient Labeling (Patient Information)” 
Patients being treated with budesonide capsules (enteric coated) should receive 
the following information and instructions. This information is intended to aid 
the patient in the safe and effective use of the medication. It is not a disclosure 
of all possible adverse or intended effects. For proper use of budesonide 
capsules (enteric coated) and to attain maximum improvement, the patient 
should read and follow the accompanying FDA-Approved Patient Labeling.
17.1      Hypercorticism and Adrenal Suppression 
Patients should be advised that budesonide capsules (enteric coated) may 
cause systemic glucocorticosteroid effects of hypercorticism and adrenal 
suppression. Patients should taper slowly from systemic glucocorticosteroids 
if transferring to budesonide capsules (enteric coated) [see Warnings and 
Precautions (5.1) and (5.2)].
17.2      Immunosuppression 
Patients who are on immunosuppressant doses of glucocorticosteroids should 
be warned to avoid exposure to chicken pox or measles and, if exposed, to 
consult their physician without delay. Patients should be informed of potential 
worsening of existing tuberculosis, fungal, bacterial, viral or parasitic infections 
[see Warnings and Precautions (5.3)]. 
17.3      How to Take Budesonide Capsules (Enteric Coated)
Budesonide capsules (enteric coated) should be swallowed whole and NOT CHEWED 
OR BROKEN. Patients should be advised to avoid the consumption of grapefruit juice 
for the duration of their budesonide capsules (enteric coated) therapy. 

TEVA PHARMACEUTICALS USA 
Sellersville, PA 18960

Iss. 12/2011 

Patient Information  
Budesonide (bue des’ oh nide)  

Capsules (Enteric Coated) 
Read the Patient Information that comes with budesonide 
capsules (enteric coated) before you start taking it and each time 
you get a refill. There may be new information. This information 
does not take the place of talking with your healthcare provider 
about your medical condition or your treatment. 
What are Budesonide Capsules (Enteric Coated)? 
Budesonide capsules (enteric coated) is a prescription 
glucocorticosteroid medicine used in people with mild to 
moderate Crohn’s disease that affects part of the small intestine 
(ileum) and part of the large intestine (ascending colon): 

•  to treat active Crohn’s disease 
•  �to help keep symptoms from coming back for up to 3 months.

It is not known if budesonide capsules (enteric coated) is 
safe and effective in children. 
Who should not take Budesonide Capsules (Enteric Coated)? 
Do not take Budesonide Capsules (Enteric Coated) if: 

•  �you are allergic to budesonide or any of the ingredients 
in budesonide capsules (enteric coated). See the end 
of this leaflet for a complete list of ingredients in 
budesonide capsules (enteric coated). 

What should I tell my healthcare provider before taking 
Budesonide Capsules (Enteric Coated)? 
Before you take Budesonide Capsules (Enteric Coated) 
tell your healthcare provider if you: 

•  have liver problems 
•  are planning to have surgery 
•  �have chicken pox or measles or have recently been near 

anyone with chicken pox or measles 
•  �have or had a family history of diabetes, cataracts or 

glaucoma
•  have or had tuberculosis 
•  have high blood pressure (hypertension) 
•  have decreased bone mineral density (osteoporosis) 
•  stomach ulcers 
•  any other medical condition 
•  �are pregnant or plan to become pregnant. It is not 

known if budesonide capsules (enteric coated) may 
harm your unborn baby. 

•  �are breastfeeding or plan to breastfeed. Budesonide 
capsules (enteric coated) can pass into breast milk and 
may harm your baby. You and your healthcare provider 
should decide if you will take budesonide capsules 
(enteric coated) or breastfeed. You should not do both. 

Tell your healthcare provider about all the medicines you 
take, including prescription and nonprescription medicines, 
vitamins, and herbal supplements. Budesonide capsules 
(enteric coated) and other medicines may affect each other 
causing side effects. 
Especially tell your healthcare provider if you take: 

•  a glucocorticosteroid medicine 
•  �medicines that suppress your immune system 

(immunosuppressant) 
•  �ketoconazale or other medicines that affect how your 

liver works. 
Ask your healthcare provider or pharmacist if you are not 
sure if your medicine is one listed above. 
How should I take Budesonide Capsules (Enteric Coated)? 

•  �Take budesonide capsules (enteric coated) exactly as 
your healthcare provider tells you. 

•  �Your healthcare provider will tell you how many 
budesonide capsules (enteric coated) to take. Your 
healthcare provider may change your dose if needed. 

•  �Take budesonide capsules (enteric coated) in the 
morning.

•  �Take budesonide capsules (enteric coated) whole. Do 
not chew or crush budesonide capsules (enteric coated) 
before swallowing. 

What should I avoid while taking Budesonide Capsules 
(Enteric Coated)? 

•  �Do not eat grapefruit or drink grapefruit juice while taking 
budesonide capsules (enteric coated). Eating grapefruit 
or drinking grapefruit juice can increase the level of 
budesonide capsules (enteric coated) in your blood. 

What are the possible side effects of Budesonide Capsules 
(Enteric Coated)? 

•  �Effects of having too much glucocorticosteroid 
medicine in your blood (hypercorticism). Long-time 
use of budesonide capsules (enteric coated) can cause 
you to have too much glucocorticosteroid medicine in 
your blood. Tell your healthcare provider if you have any 
of the following signs and symptoms of hypercorticism:
•  acne 
•  bruise easily 
•  rounding of your face (moon face) 
•  ankle swelling 
•  thicker or more hair on your body and face 
•  �a fatty pad or hump between your shoulders (buffalo 

hump) 
•  �pink or purple stretch marks on the skin of your 

abdomen, thighs, breasts and arms 
•  �Adrenal suppression. When budesonide capsules (enteric 

coated) is taken for a long period of time (chronic use), 
adrenal suppression can happen. This is a condition in 
which the adrenal glands do not make enough steroid 
hormones. Symptoms of adrenal suppression include: 
tiredness, weakness, nausea and vomiting and low blood 
pressure. Tell your healthcare provider if you are under 
stress or have any symptoms of adrenal suppression during 
treatment with budesonide capsules (enteric coated). 

•  �Immune system effects and a higher chance of 
infections. Budesonide capsules (enteric coated) weakens 
your immune system. Taking medicines that weaken your 
immune system makes you more likely to get infections. 
Avoid contact with people who have contagious diseases 
such as chicken pox or measles, while taking budesonide 
capsules (enteric coated).
Tell your healthcare provider about any signs or 
symptoms of infection during treatment with budesonide 
capsules (enteric coated), including: 
•  fever 
•  chills 
•  pain 
•  feeling tired 
•  aches 
•  nausea and vomiting 

•  �Worsening of allergies. If you take certain other 
glucocorticosteroid medicines to treat allergies, switching 
to budesonide capsules (enteric coated) may cause your 
allergies to come back. These allergies may include eczema 
(a skin disease) or rhinitis (inflammation inside your nose). 
Tell your healthcare provider if any of your allergies become 
worse while taking budesonide capsules (enteric coated). 

The most common side effects of budesonide capsules 
(enteric coated) include: 

•  headache 
•  infection in your air passages (respiratory infection) 
•  back pain 
•  upset stomach 
•  dizziness 
•  abdominal pain 
•  excessive stomach or intestinal gas 
•  diarrhea 
•  sinus infection 
•  viral infection 
•  joint pain 

Tell your healthcare provider if you have any side effect that 
bothers you or that does not go away. 
These are not all the possible side effects of budesonide 
capsules (enteric coated). For more information, ask your 
healthcare provider or pharmacist. 
Call your healthcare provider for medical advice about side 
effects. You may report side effects to FDA at 1-800-FDA-1088 
or www.fda.gov/medwatch. 
How should I store Budesonide Capsules (Enteric Coated)? 

•  �Store budesonide capsules (enteric coated) at  
68°F to 77°F (20°C to 25°C). 

•  �Keep budesonide capsules (enteric coated) in a tight, 
light-resistant container as defined in the USP, with a 
child-resistant closure (as required).

Keep Budesonide Capsules (Enteric Coated) and all 
medicines out of reach from children.
General information about Budesonide Capsules 
(Enteric Coated).
Medicines are sometimes prescribed for purposes other 
than those listed in Patient Information leaflets. Do not 
use budesonide capsules (enteric coated) for a condition 
for which it was not prescribed. Do not give budesonide 
capsules (enteric coated) to other people, even if they have 
the same symptoms you have. It may harm them. 
This Patient Information leaflet summarizes the most 
important information about budesonide capsules (enteric 
coated). If you would like more information, talk with your 
healthcare provider. You can ask your healthcare provider 
or pharmacist for information about budesonide capsules 
(enteric coated) that is written for health professionals.
For more information call 1-888-838-2872, MEDICAL AFFAIRS. 
What are the ingredients in Budesonide Capsules 
(Enteric Coated)?
Active ingredient: budesonide, USP
Inactive ingredients: acetyltributyl citrate, ethylcellulose aqueous 
dispersion, glacial acetic acid, lactose monohydrate, methacrylic 
acid copolymer dispersion, polysorbate 80, simethicone, sodium 
hydroxide, sugar spheres, talc and triethyl citrate. 
The capsule shell contains: FD&C yellow no. 6, FD&C red no. 40, 
gelatin and titanium dioxide. 
The ingredients in the imprinting ink contains: D&C yellow 
no. 10 aluminum lake, FD&C blue no. 1 aluminum lake, 
FD&C blue no. 2 aluminum lake, FD&C red no. 40 aluminum 
lake, shellac glaze, black iron oxide and propylene glycol.

TEVA PHARMACEUTICALS USA 
Sellersville, PA 18960

Iss. 12/2011 
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LABELING APPROVAL SUMMARY #3 
(Supersedes AP SUM dated 1/19/2011) 

REVIEW OF PROFESSIONAL LABELING 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
__________________________________________________________________________________________ 
 
ANDA Number: 90379            Dates of Submission:  February 1, 2012 and April 12, 2013 
 
Applicant's Name: Barr Laboratories, Inc. (subsidiary of TEVA Pharmaceuticals USA) 
 
Established Name:  Budesonide Enteric Coated Capsules 
 
 
  
Labeling Comments below are considered:   
 

 NOT easily correctable (applicant cannot respond within 10 business days) 
   

 Easily correctable (respond within 10 business days)   
 

 No Comments (Labeling Approval Summary or Tentative Approval Summary)  
 
------------------------------------------------------------------------------------------------------------------------------------ 
RPM Note - Labeling comments to be sent to the firm start below: 
_ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ 
 
The Labeling Review Branch has no further questions/comments at this time based on your labeling 
submission dated February 1, 2012.    
 
Please continue to monitor available labeling resources such as DRUGS@FDA, the Electronic Orange 
Book and the NF-USP online for recent updates, and make any necessary revisions to your labels and 
labeling.    
 
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://service.govdelivery.com/service/subscribe.html?code=USFDA 17 
 
_ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _  
Note RPM - Labeling comments end here 
 
REMS required?  NO 

 
MedGuides and/or PPIs (505-1(e))    Yes   No 
 
Communication plan (505-1(e))      Yes   No 
 
Elements to assure safe use (ETASU) (505-1(f)(3))   Yes   No 
 
Implementation system if certain ETASU (505-1(f)(4))   Yes   No 

Reference ID: 3294705



 
Timetable for assessment (505-1(d))     Yes   No 

 
ANDA REMS acceptable? 

 Yes   No   n/a 
 
 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for 
approval): 
Do you have 12 Final Printed Labels and Labeling? Yes 
 
CONTAINER (100’s)  
Satisfactory in FPL, January 7, 2011 
 
PACKAGE INSERT 
Satisfactory in FPL, February 1, 2012 
 
PATIENT INFORMATION/ INSTRUCTIONS [Font size is 8 font] 
Satisfactory in FPL, February 1, 2012 
 
Revisions needed post-approval: Yes, we encourage you to increase the font size of the Patient Information 
Leaflet to size 8 font.  
 
BASIS OF APPROVAL: 
Was this approval based upon a petition? 
What is the RLD on the 356(h) form: 
NDA Number: 021234 
NDA Drug Name: Entecort EC 
NDA Firm: Astra Zeneca Pharmaceuticals LP 
Date of Approval of NDA Insert and supplement #:021234/S-009, approved December 20, 2011 
Was this approval based upon an OGD labeling guidance? No 
Other Comments 
 
COMMENTS FROM CHEMIST/MICROBIOLOGIST/BIO REVIEWERS 
___________________________________________________________________________________________
___________________________________________________________________________________________ 
 
 
FOR THE RECORD:  
 
1.  Labeling model 

Review based on the labeling of Astra Zeneca’s “Entecort EC”, (NDA 021324/S-011, approved, December 
20, 2011).  S-011 provides for PLR labeling.  

  
 RLD container labels: 

Reference ID: 3294705
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REVIEW OF PROFESSIONAL LABELING 
APPROVAL SUMMARY - SUPERSEDES APPROVAL SUMMARY DATED MAY 15, 2009 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:       090379                            Date of Submission: January 7, 2011 
                 
Applicant's Name:   TEVA Pharmaceuticals 
 
Established Name:  Budesonide Capsules, 3 mg 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
BASIS OF APPROVAL: 
APPROVAL SUMMARY  
 
REMS required? 

 
MedGuides and/or PPIs (505-1(e))    Yes  X No 
 
Communication plan (505-1(e))      Yes   No 
 
Elements to assure safe use (ETASU) (505-1(f)(3))   Yes   No 
 
Implementation system if certain ETASU (505-1(f)(4))   Yes   No 
 
Timetable for assessment (505-1(d))     Yes   No 

 
ANDA REMS acceptable? 

 Yes   No  X n/a 
 
 
CONTAINER LABEL (3 mg: 100’s):  
Satisfactory in FPL, January 7, 2011 
 
PACKAGE INSERT: 
Satisfactory in FPL, January 7, 2011 
 
PATIENT INFORMATION: 
Satisfactory in FPL, January 7, 2011 
 
FUTURE REVISIONS:  
None Identified 
 
BASIS OF APPROVAL: 
Was this approval based upon a petition?    
What is the RLD on the 356(h) form:    
NDA Number: 021234 
NDA Drug Name:   Entecort EC 
NDA Firm: Astra Zeneca Pharmaceuticals LP 
Date of Approval of NDA Insert and supplement #:021234/S-008, approved June 22, 2009 
Has this been verified by the MIS system for the NDA?   Yes 
Was this approval based upon an OGD labeling guidance?   No 
Other Comments 
___________________________________________________________________________________ 
FOR THE RECORD (Some taken from previous review – a Labeling AS was completed on May 15, 2009): 

Reference ID: 2891206
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 APPROVALSUMMARY #1 
 LABELING REVIEW BRANCH  
 
1.  APPLICANT INFORMATION: 

   
ANDA Number 90-379 

Que Date of Submission 28 APR 2009 
Applicant Barr 

Drug Name Budesonide Capsule, enteric coated 
Strength(s) 3 mg 

 
 

                                              Labels and Labeling Summary    
Container   100s- Satisfactory in FPL 28 APR 2009 
\\Fdswa150\nonectd\N90379\N_000\2009-04-28\Module 1.14\1.14.1.1 Final Printed Container 
Labels.pdf 
 
Patient 
leaflet 

Satisfactory in FPL 28 APR 2009 
\\Fdswa150\nonectd\N90379\N_000\2009-04-28\Module 1.14\1.14.1.3 Final Printed 
Patient Insert.pdf 

 Insert  Satisfactory in FPL on 28 APR 2009 
\\Fdswa150\nonectd\N90379\N_000\2009-04-28\Module 1.14\1.14.1.3 Final Printed 
Package Insert.pdf 

 
2. NOTE TO CHEMIST: Product has iron and yellow no.6  
 
3. MODEL LABELING- This review was based on the labeling for the RLD.   
 

Reference Listed Drug 
RLD on the 356(h) form Entocort EC 

NDA Number 21-324 
RLD established name Budesonide enteric coated capsule 

Firm AstraZeneca 
Currently approved PI SE-005 

AP Date Apr. 29, 2005 
 Note:  RLD has one pending supplement -008 

 
 

4.  PATENTS/EXCLUSIVITIES: See above [Vol. A1.1] REFERENCE LISTED DRUG: 
 

REFERENCE LISTED DRUG: 
Patent Data For NDA   

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling 
Impact 

5643602 
 

Jul 1, 2014 
Jan 1, 2015 

ped 
U-655 

TREATMENT OF MILD TO MODERATE ACTIVE 
CHROHN'S DISEASE INVOLVING THE ILEUM AND/OR 

THE ASCENDING COLON AND THE MAINTENANCE OF 
CLINICAL REMISSION OF MILD TO MODERATE 

CROHN'S DISEASE INVOLVING THE ILEUM AND/OR 
ASCENDING COLON FOR UP TO 3 MONTHS 

PIV Same 

6423340 
 

Nov 15, 2010 
May 15, 

2011 
  PIV Same 

(b) (4)

(b) (4)



 

 

 

Exclusivity  Data For NDA  

Code/sup  
Expiration Description Labeling impact 

  None    
 
5. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM by Barr Laboratories in NJ. 
 
6. Packaging/CONTAINER/CLOSURE  
 

RLD: 100s 
NDA:  100s 
 

7. INACTIVE INGREDIENTS  
 
The description of the inactive ingredients in the insert labeling appears accurate according to the 
composition statement. [Vol. A1.1 pg]   

ANDA:   Each capsule contains 3 mg of micronized budesonide with the following inactive ingredients: 
acetyltributyl citrate, ethylcellulose aqueous dispersion, glacial acetic acid, lactose, methacrylic acid 
copolymer dispersion, polysorbate 80, simethicone, sodium hydroxide, sugar spheres, talc and triethyl 
citrate. The ingredients in the capsule shell are FD&C yellow no. 6, FD&C red no. 40, gelatin and titanium 
dioxide. The ingredients in the imprinting ink are D&C yellow no. 10 aluminum lake, FD&C blue no. 1 
aluminum lake, FD&C blue no. 2 aluminum lake, FD&C red no. 40 aluminum lake, iron oxide black and 
propylene glycol. 

RLD: Each capsule contains 3 mg of micronized budesonide with the following inactive ingredients:  
ethylcellulose, acetyltributyl citrate, methacrylic acid copolymer type C, triethyl citrate, antifoam M, 
polysorbate 80, talc, and sugar spheres. The capsule shells have the following inactive ingredients: 
gelatin, iron oxide, and titanium dioxide 
 
8. DISPENSING AND STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 
 

USP: None 
RLD:  dispense it tight, light resistant….store at  25C (77F); excursion permitted to 15-30… 
ANDA: Store at 20-25c… 
 

9. BIOAVAILABILITY/BIOEQUIVALENCE:  
____________________________________________________________________________________ 
 
Date of Review:  5/13/09       Date of Submission:  28 APR 2009      
Primary Reviewer:  Angela Payne  Date: 
Team Leader:  John Grace    Date: 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
cc: 

ANDA:  90-379 
DUP/DIVISION FILE 
HFD-613/Apayne/JGrace  (no cc) 
V:\FIRMSAM\Barr\LTRS&REV\90379na1labdfsreview.doc 

(b) (4)

Following this page, 7 Pages of Draft Labeling have been Withheld in Full as (b)(4) 
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LABELING REVIEWER





 
 
  
 FOR THE RECORD 
 LABELING REVIEW BRANCH  
 
1.  APPLICANT INFORMATION: 

   
ANDA Number 90-379 

Que Date of Submission  
Applicant Barr 

Drug Name Budesonide Capsule, enteric coated 
Strength(s) 3 mg 

 
 

                                              Labels and Labeling Summary    
Container   100s 
 
 
Patient 
leaflet 

 

 Insert   
 
2. NOTE TO CHEMIST: Product has iron and yellow no.6  
 
3. MODEL LABELING- This review was based on the labeling for the RLD.   
 

Reference Listed Drug 
RLD on the 356(h) form Entocort EC 

NDA Number 21-324 
RLD established name Budesonide enteric coated capsule 

Firm AstraZeneca 
Currently approved PI SE-005 

AP Date Apr. 29, 2005 
 Note:  RLD has one pending supplement -008 

 
 

4.  PATENTS/EXCLUSIVITIES: See above [Vol. A1.1] REFERENCE LISTED DRUG: 
 

REFERENCE LISTED DRUG: 
Patent Data For NDA   

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling 
Impact 

5643602 
 

Jul 1, 2014 
Jan 1, 2015 

ped 
U-655 

TREATMENT OF MILD TO MODERATE ACTIVE 
CHROHN'S DISEASE INVOLVING THE ILEUM AND/OR 

THE ASCENDING COLON AND THE MAINTENANCE OF 
CLINICAL REMISSION OF MILD TO MODERATE 

CROHN'S DISEASE INVOLVING THE ILEUM AND/OR 
ASCENDING COLON FOR UP TO 3 MONTHS 

PIV Same 

6423340 
 

Nov 15, 2010 
May 15, 

2011 
  PIV Same 

(b) (4)

(b) (4)



 

 

 

Exclusivity  Data For NDA  

Code/sup  
Expiration Description Labeling impact 

  None    
 
5. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM by Barr Laboratories in NJ. 
 
6. Packaging/CONTAINER/CLOSURE  
 

RLD: 100s 
NDA:  100s 
 

7. INACTIVE INGREDIENTS  
 
The description of the inactive ingredients in the insert labeling appears accurate according to the 
composition statement. [Vol. A1.1 pg]   

ANDA:   Each capsule contains 3 mg of micronized budesonide with the following inactive ingredients: 
acetyltributyl citrate, ethylcellulose aqueous dispersion, glacial acetic acid, lactose, methacrylic acid 
copolymer dispersion, polysorbate 80, simethicone, sodium hydroxide, sugar spheres, talc and triethyl 
citrate. The ingredients in the capsule shell are FD&C yellow no. 6, FD&C red no. 40, gelatin and titanium 
dioxide. The ingredients in the imprinting ink are D&C yellow no. 10 aluminum lake, FD&C blue no. 1 
aluminum lake, FD&C blue no. 2 aluminum lake, FD&C red no. 40 aluminum lake, iron oxide black and 
propylene glycol. 

RLD: Each capsule contains 3 mg of micronized budesonide with the following inactive ingredients:  
ethylcellulose, acetyltributyl citrate, methacrylic acid copolymer type C, triethyl citrate, antifoam M, 
polysorbate 80, talc, and sugar spheres. The capsule shells have the following inactive ingredients: 
gelatin, iron oxide, and titanium dioxide 
 
8. DISPENSING AND STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 
 

USP: None 
RLD:  dispense it tight, light resistant….store at  25C (77F); excursion permitted to 15-30… 
ANDA: Store at 20-25c… 
 

9. BIOAVAILABILITY/BIOEQUIVALENCE:  
____________________________________________________________________________________ 
 
Date of Review:  3/04/09       Date of Submission:  14 NOV 2008 and 17 FEB 2009      
Primary Reviewer:  Angela Payne  Date: 
Team Leader:  John Grace    Date: 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
cc: 

ANDA:  90-379 
DUP/DIVISION FILE 
HFD-613/Apayne/JGrace  (no cc) 
V:\FIRMSAM\Barr\LTRS&REV\90379na1labdfsreview.doc 

(b) (4)
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Page 3 of 101 

07/25/20111, a telephone request was placed to the firm. On 07/26/20102, the firm 
provided the required information.   
 
The application is acceptable with no deficiencies. 
 
 

                                                 
1 Darrts Search: ANDA 090379; COR-ANDAIR-01 (Advice/Information Request); Final Date: 
07/25/2011.  
2 Electronic Document Room: ANDA 090379; Bioequivalence/Response to Information Request; Final 
Date: 07/26/2011.  

Reference ID: 2997650

APPEARS THIS WAY ON 
ORIGINAL



 

Page 4 of 101 

 
2 TABLE OF CONTENTS 

1 Executive Summary ................................................................................................................................ 2 
2 Table of Contents .................................................................................................................................... 4 
3 Submission Summary.............................................................................................................................. 5 

3.1 Drug Product Information, ............................................................................................................... 5 
3.2 PK/PD Information, , ....................................................................................................................... 5 
3.3 OGD Recommendations for Drug Product ...................................................................................... 5 
3.4 Contents of Submission.................................................................................................................... 7 
3.5 Pre-Study Bioanalytical Method Validation .................................................................................... 8 
3.6 In Vivo Studies............................................................................................................................... 10 
3.7 Formulation.................................................................................................................................... 16 
3.8 In Vitro Dissolution........................................................................................................................ 16 
3.9 Deficiency Comments .................................................................................................................... 17 
3.10 Recommendations .......................................................................................................................... 17 
3.11 Comments for Other OGD Disciplines .......................................................................................... 19 

4 Appendix ............................................................................................................................................... 20 
4.1 Individual Study Reviews .............................................................................................................. 20 

4.1.1 Single-dose Fasting Bioequivalence Study........................................................................... 20 
4.1.1.1 Study Design..................................................................................................................... 20 
4.1.1.2 Clinical Results................................................................................................................. 23 
4.1.1.3 Bioanalytical Results ........................................................................................................ 26 
4.1.1.4 Pharmacokinetic Results................................................................................................... 28 

4.1.2 Single-dose Fed Bioequivalence Study ................................................................................ 33 
4.1.2.1 Study Design..................................................................................................................... 33 
4.1.2.2 Clinical Results................................................................................................................. 37 
4.1.2.3 Bioanalytical Results ........................................................................................................ 40 
4.1.2.4 Pharmacokinetic Results................................................................................................... 42 

4.2 Formulation Data ........................................................................................................................... 48 
4.3 Dissolution Data............................................................................................................................. 52 
4.4 Division of Scientific Investigation (DSI) Inspection Report Review ........................................... 56 

4.4.1 Summarization of the DSI Inspection of Clinical Site.......................................................... 56 
4.4.2 Summarization of the DSI Inspection of Analytical Site...................................................... 56 

4.5 Detailed Regulatory History (If Applicable).................................................................................. 61 
4.6 Consult Reviews............................................................................................................................. 62 
4.7 SAS Output .................................................................................................................................... 63 

4.7.1 Fasting Study Data................................................................................................................ 63 
4.7.2 Fasting Study Output ............................................................................................................ 74 
4.7.3 Fed Study Data ..................................................................................................................... 86 
4.7.4 Fed Study Output.................................................................................................................. 89 

4.8 Additional Attachments ................................................................................................................. 98 
4.9 Outcome Page .............................................................................................................................. 101 

 

Reference ID: 2997650













 

Page 10 of 101 

 
3.6 In Vivo Studies 

Table 1.  Summary of all in vivo Bioequivalence Studies 

 
 
Reviewer’s note: There is an error in the table for the units of Cmax. It should be pg/mL 
instead of ng/mL.  
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Note: There is an error in the table for the units of Cmax. It should be pg/mL instead of 
ng/mL.  
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1. The Division of Bioequivalence finds the fasting BE study (10716217) conducted by 

Barr Laboratories, Inc. on its Budesonide Capsules, 3 mg (lot # 800206) comparing it 
to Astrazeneca’s Entocort EC® (Budesonide) Capsules, 3 mg Base (lot # NC0077), 
acceptable.  

 
2. The Division of Bioequivalence finds the fed BE study (10716218) conducted by 

Barr Laboratories, Inc. on its Budesonide Capsules, 3 mg (lot # 800206) comparing it 
to Astrazeneca’s Entocort EC® (Budesonide) Capsules, 3 mg Base (lot # NC0077), 
acceptable. 

 
3. The firm’s in vitro dissolution testing is acceptable. The dissolution testing should be 

conducted using the following method and specification.   
 
 

Apparatus: USP Apparatus 2 (Paddle), with capsule sinker 
Rotation speed 75 rpm 
Medium Temperature: 37ºC Volume 

First 2 hours; Acid stage 0.1 N HCl or 0.01 N 
HCl, pending 
clarification 

1000 mL 

2-10 hours Buffer stage Phosphate Buffer, pH 7.5 1000 mL 
Sampling times  

Acid stage 2 Hours 
Buffer stage 1, 2, 4 and 6 hours 

 
Acid stage 

Time (hours) % Budesonide Dissolved 
2 NMT  % 

 
Buffer stage: 

Time (hours) % Budesonide Dissolved 
1  % 
2  % 
4 % 
6 NLT % 

 
 
The firm should be informed of the above recommendations 
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This subject was dropped from the study. This participant refused end-of-study 
evaluations.  

 
2. Per the firm’s report, “A total of 2 adverse events (0, Test; 2, Reference) were 

reported by 2 of the 24 subjects who participated in this study. All adverse events 
were mild and resolved spontaneously, with the exception of 1 abnormal post 
study laboratory evaluation. The subject exhibiting this abnormal value is 
considered lost to follow-up”.  

 
3. There was one protocol deviation observed as stated above in subject 24 which 

was in regards to additional 240 ml of water required to swallow the capsule. This 
deviation is not likely to have an impact on the outcome of the study.  
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4. The 90% confidence intervals for log-transformed AUC0-t, AUC∞ and Cmax of Budesonide are within the acceptable BE limits 
of 80.00% - 125.00%. 
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4. All components present in the black ink have been used in approved drug 

products.  
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4.5 Detailed Regulatory History (If Applicable) 
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4.6 Consult Reviews 
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4.8 Additional Attachments 
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 090379 

APPLICANT: Barr Laboratories, Inc.  

DRUG PRODUCT: Budesonide Capsules, 3 mg 

 
The Division of Bioequivalence has completed its review of 
your submission acknowledged on the cover sheet and has no 
further questions.  
 
We acknowledge that you will conduct your dissolution 
testing using the following dissolution method:  
 
 

Apparatus: USP Apparatus 2 (Paddle), with capsule 
sinker 

Rotation speed 75 rpm 
Medium Temperature: 37ºC Volume 
Acid stage First 2 

hours 
0.1 N HCl 1000 mL

Buffer stage  1-6 hours Phosphate Buffer, 
pH 7.5 

1000 mL

Sampling times  
Acid stage 2 Hours 
Buffer stage 1, 2, 4, and 6 hours 

 
 
And your test product will meet the following 
Specifications: 
 
Acid stage: 

Time (hours) % Budesonide 
Dissolved 

2 NMT  % 
 
Buffer stage: 

Time (hours) % Budesonide 
Dissolved 

1  % 
2  % 
4 % 
6 NLT % 
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(b) 
(4)

(b) (4)

(b) 
(4)
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Please note that the bioequivalence comments provided in 
this communication are preliminary.  These comments are 
subject to revision after review of the entire application, 
upon consideration of the chemistry, manufacturing and 
controls, microbiology, labeling, or other scientific or 
regulatory issues.  Please be advised that these reviews may 
result in the need for additional bioequivalence information 
and/or studies, or may result in a conclusion that the 
proposed formulation is not approvable. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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4.9 Outcome Page 

ANDA:  090379 
 
Enter Review Productivity and Generate Report 

ID Letter 
Date 

Productivity 
Category Sub Category Productivity Subtotal

14711  1/31/2008  Bioequivalence 
Study  

Fasting Study  1   1   

14711  1/31/2008  Bioequivalence 
Study  

Fed Study  1   1   

14711  1/31/2008  Other  DSI Inspection Report  1   1   
14711  7/26/2011  Other  Study Amendment 

Without Credit (WC)  
0   0   

    Bean Total:  3   
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    After 8 hr  NLT % of labeled content 
 
The media used are simulated gastric fluid (pH 1.2) for the acid stage and simulated 
intestinal fluid (pH 7.5) for the buffer stage. 
 
Firm’s proposed method: 
 

Apparatus: USP Apparatus 2 (Paddle), with capsule sinker 
Rotation speed 75 rpm 
Medium Temperature: 37ºC Volume 

First 2 hours; Acid stage 0.1 N HCl 1000 mL 
2-10 hours Buffer stage Phosphate Buffer, pH 7.5 1000 mL 

Sampling times  
Acid stage 2 Hours 

Buffer stage 1, 2, 4, 6,and 8 hours 
 
Firm’s Proposed Specifications:  
Acid stage 

Time (hours) % Budesonide Dissolved 
2 NMT  % 

 
Buffer stage: 

Time (hours) % Budesonide Dissolved 
1  % 
2  % 
4 % 
6 NLT % 

 
Data driven DBE-recommended specifications: 
 
Acid stage 

Time (hours) % Budesonide Dissolved 
2 NMT  % 

 
Buffer stage: 

Time (hours) % Budesonide Dissolved 
1  % 
2  % 
4 % 
6 NLT % 

 

(b) 
(4)

(b) (4)

(b) 
(4)

(b) 
(4)

(b) (4)

(b) 
(4)

(b) 
(4)



II.  REVIEW OF THE CURRENT SUBMISSION  

 
Deficiency 1: 
 
You stated that you used 0.01 N HCl as the acid stage dissolution medium in the in vitro - 
in vivo correlation study report in the fasting study Clinical Study Report (Module 
5.3.1.3, page # 660) and in the Summary Table for In vitro Dissolution Studies. But in the 
same in vitro - in vivo correlation study report (Module 5.3.1.3, page # 665) and in the 
analytical method validation report (located in Module 3.2, page # 221) you stated that 
0.1 N HCI was used as the acid stage dissolution medium. Please clarify which medium, 
0.1 N or 0.01 N HCI, was used in the acid stage dissolution study. 
 
Firm’s Response:  
 
0.1 N HCI was used as the medium in the acid stage dissolution study. Please note that the 
reference to 0.01 N HCI as the acid stage dissolution medium in the in vitro - in vivo 
correlation study report in the fasting study Clinical Study Report (Module 5.3.1.3, page # 
660) and in the Summary Table for In vitro Dissolution Studies was a typographical error. 
 
Reviewer’s Comment:  
 
The firm has stated that 0.1 N HCl was used in acid stage of the dissolution. The 
firm’s response is satisfactory. 
 
Deficiency 2: 
 
You conducted dissolution testing in pH 4.5 and pH 6.8 media. Please clarify the type of 
buffers (acetate or phosphate) used for the two dissolution media. 
 
Firm’s Response: 
 
Dissolution testing was conducted in pH 4.5 acetate buffer and pH 6.8 phosphate buffer. Please 
see the updated Special Studies Report: Dissolution of Budesonide EC Capsules, 3 mg in various 
dissolution media (ARD_RPT-3041, Version 2.0), which clarifies pH 4.5 acetate buffer and pH 
6.8 phosphate buffer were used for dissolution testing. 
 
Reviewer’s Comment:  
 
The firm stated that it used pH 4.5 acetate buffer and pH 6.8 phosphate buffer for additional 

dissolution testing. This is acceptable; the firm’s response is satisfactory. 
 
Deficiency 3: 
 





 
Reviewer’s Comment:  
 
The firm has previously conducted and submitted the dissolution data for 2 hours in acid 
(0.1 N HCl) followed by for 1-8 hours in phosphate buffer pH 7.5. The specifications 
were set up to 6 hours. The firm is inclined to conduct two-stage dissolution testing as 
follows: 
 

 
 
This firm’s proposed change in the dissolution sample time points is acceptable. The firm 
has accepted and acknowledged the DBE recommended method and specifications. The 
firm’s response is satisfactory. 
 



 

III. OVERALL COMMENTS: 

1. The firm has satisfactorily responded to all deficiencies. The firm should conduct the 
dissolution as follows: 

Method: 
 

Apparatus: USP Apparatus 2 (Paddle), with capsule sinker 
Rotation speed 75 rpm 
Medium Temperature: 37ºC Volume 
Acid stage First 2 hours 0.1 N HCl 1000 mL 
Buffer stage  1-6 hours Phosphate Buffer, pH 7.5 1000 mL 
Sampling times  
Acid stage 2 Hours 
Buffer stage 1, 2, 4, and 6 hours 

 
Specifications: 
 
Acid stage 

Time (hours) % Budesonide Dissolved 
2 NMT  % 

 
Buffer stage: 

Time (hours) % Budesonide Dissolved 
1  % 
2  % 
4 % 
6 NLT % 

 
 
IV. RECOMMENDATIONS: 

The in vitro dissolution testing conducted by Barr Laboratories, Inc. on its test product, 
Budesonide Capsule 3 mg, comparing it with the reference listed drug product, Astra 
Zeneca’s Entocort®   EC, 3 mg, is acceptable. 

(b) 
(4)

(b) (4)

(b) 
(4)



 

BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 90-379 

APPLICANT: Barr Laboratories, Inc. 

DRUG PRODUCT: Budesonide Capsule, 3 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of the dissolution testing portion of your 
submission acknowledged on the cover sheet. The review of 
the bioequivalence studies will be conducted later. 
 
We concur that you have acknowledged the DBE-recommended 
dissolution method and specification as follows: 
 
Method: 
 

Apparatus: USP Apparatus 2 (Paddle), with capsule 
sinker 

Rotation speed 75 rpm 
Medium Temperature: 37ºC Volume 
Acid stage First 2 

hours 
0.1 N HCl 1000 mL

Buffer stage  1-6 hours Phosphate Buffer, 
pH 7.5 

1000 mL

Sampling times  
Acid stage 2 Hours 
Buffer stage 1, 2, 4, and 6 hours 

 



 

Specifications: 
 
Acid stage 

Time (hours) % Budesonide 
Dissolved 

2 NMT  % 
 
Buffer stage: 

Time (hours) % Budesonide 
Dissolved 

1  % 
2  % 
4 % 
6 NLT % 

 
 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 

   Barbara M. Davit, Ph.D., J.D. 
   Acting Director 
   Division of Bioequivalence II  
   Office of Generic Drugs 
   Center for Drug Evaluation and Research  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
ANDA 90-379/ Barr/ Budesonide Capsule 
 
 

(b) 
(4)

(b) (4)

(b) 
(4)



 

V. OUTCOME 

ANDA: 90-379 
 
Reviewer:  Anand, Om  Date Completed:
Verifier:   Date Verified:  
Division:  Division of Bioequivalence   

Description: Budesonide Enteric Coated Capsule  
 

Productivity:  

ID Letter 
Date 

Productivity 
Category Sub Category Productivity Subtotal

7597  2/9/2009  Other  Dissolution 
Amendment  

1 1 

    Bean Total:  1 
 
DIVISION OF BIOEQUIVALENCE 2 REVIEW COMPLEXITY SUMMARY 
 

Study Amendment (s) 
Study Amendment Dissolution data  1 
Study Amendment Total 1 
 
Grand Total  1 
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The media used are simulated gastric fluid (pH 1.2) for the acid stage and simulated 
intestinal fluid (pH 7.5) for the buffer stage. 
 
Firm’s proposed method: 
 

Apparatus: USP Apparatus 2 (Paddle), with capsule sinker 
Rotation speed 75 rpm 
Medium Temperature: 37ºC Volume 

First 2 hours; Acid stage 0.1 N HCl 1000 mL 
2-10 hours Buffer stage Phosphate Buffer, pH 7.5 1000 mL 

Sampling times  
Acid stage 2 Hours 

Buffer stage 1, 2, 4, 6,and 8 hours 
 
 
Firm’s Proposed Specifications:  
Acid stage 

Time (hours) % Budesonide Dissolved 
2 NMT  % 

 
Buffer stage: 

Time (hours) % Budesonide Dissolved 
1  % 
2  % 
4 % 
6 NLT % 

 
DBE-recommended specifications: 
 
Acid stage 

Time (hours) % Budesonide Dissolved 
2 NMT  % 

 
Buffer stage: 

Time (hours) % Budesonide Dissolved 
1  % 
2  % 
4 % 
6 NLT % 

 

(b) 
(4)

(b) (4)

(b) 
(4)

(b) 
(4)

(b) (4)

(b) 
(4)











 

II. COMMENTS: 

1. The firm conducted dissolution with its own proposed method. The RLD used a two 
stage dissolution method using USP apparatus 4 with flow-through cells. The RLD 
also conducted dissolution testing on one composite sample consisting of the contents 
from 8 capsules. The firm is using individual units for conducting the dissolution 
testing. 

 
2. The firm’s proposed two stage dissolution method as given below is acceptable: 
 

Apparatus: USP Apparatus 2 (Paddle), with capsule sinker 
Rotation speed 75 rpm 
Medium Temperature: 37ºC Volume 

First 2 hours Acid stage 0.1 N HCl 1000 mL 
2-10 hours Buffer stage Phosphate Buffer, pH 7.5 1000 mL 

Sampling times  
Acid stage 2 Hours 

Buffer stage 1, 2, 4, 6,and 8 hours 
 
3. The firm also conducted acceptable comparative dissolution testing in two additional 

media: pH 4.5 and pH 6.8. However, it is not clear what type buffers (acetate or 
phosphate) were used. The firm conducted dissolution testing in 0.1 N HCl for the 
duration of only 2 hours, similar to the acid stage dissolution testing. 

 
4. The reviewer noted that the 90% CI for both the bioequivalence studies are within the 

acceptable range of 80-125% although the data of the BE studies have not been 
verified. 

 
5. The firm submitted long term frozen sample storage stability data for 525 days at 

-20°C, which exceeds the storage period of biostudy samples for both the fasting 
and the fed bioequivalence study. 

 
6. The firm submitted all the required summary bio-tables which are located in module 

5. 
 
7. The SAS files are present for all the studies and are located in module 5. 
 
 
III. DEFICIENCY COMMENTS: 

 
1.  The firm stated that it used 0.01 N HCl as the acid stage dissolution medium in the in 

vitro-in vivo correlation study report in the fasting study Clinical Study Report 
(Module 5.3.1.3, page # 660) and in the Summary Biotable for In vitro Dissolution 
Studies. But in the same in vitro-in vivo correlation study report (Module 5.3.1.3, 
page # 665) and in the analytical method validation report (located in Module 3.2, 





 

BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 90-379 

APPLICANT: Barr Laboratories, Inc. 

DRUG PRODUCT: Budesonide Enteric Coated Capsule, 3 mg 

 
The Division of Bioequivalence (DBE) has completed its 
review of the dissolution testing portion of your 
submission acknowledged on the cover sheet. The review of 
the bioequivalence studies will be conducted later. The 
following deficiencies have been identified: 
 
1. You stated that you used 0.01 N HCl as the acid stage 

dissolution medium in the in vitro - in vivo correlation 
study report in the fasting study Clinical Study Report 
(Module 5.3.1.3, page # 660) and in the Summary Table for 
In vitro Dissolution Studies. But in the same in vitro - 
in vivo correlation study report (Module 5.3.1.3, page # 
665) and in the analytical method validation report 
(located in Module 3.2, page # 221) you stated that 0.1N 
HCl was used as the acid stage dissolution medium. Please 
clarify which medium, 0.1 N or 0.01 N HCl, was used in 
the acid stage dissolution study. 

 
2. You conducted dissolution testing in pH 4.5 and pH 6.8 

media. Please clarify the type of buffers (acetate or 
phosphate) used for the two dissolution media. 

 
3. The DBE agrees that the dissolution testing should be 

conducted using the two-staged dissolution method as 
proposed by you: 

 
Apparatus: USP Apparatus 2 (Paddle), with capsule 

sinker 
Rotation speed 75 rpm 
Medium Temperature: 37ºC Volume 
First 2 hours; Acid stage 0.1 N HCl or 0.01 

N HCl, pending 
clarification 

1000 mL 

2-10 hours Buffer stage Phosphate Buffer, 
pH 7.5 

1000 mL 

Sampling times  
Acid stage 2 Hours 

Buffer stage 1, 2, 4 and 6 hours 
 



 

However, the DBE finds your proposed buffer stage 
dissolution specifications of 1 hr: %; 2 hrs: %; 
4 hrs: %; and 6 hrs: NLT % for your test product as 

. Based on the dissolution testing data submitted 
by you, the DBE is recommending the following dissolution 
specifications: 
 
Acid stage 

Time (hours) % Budesonide Dissolved 
2 NMT  % 

 
Buffer stage: 

Time (hours) % Budesonide Dissolved 
1  % 
2  % 
4 % 
6 NLT % 

 
Please acknowledge that you will conduct the dissolution 
testing for the test product using the above dissolution 
method and the FDA-recommended specifications. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
 

 
 

(b) (4) (b) (4)

(b) (4) (b) 
(4)

(b) 
(4)

(b) (4)

(b) 
(4)

(b) (4)
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ANDA: 90-379 
 

Reviewer:  Anand, Om  Date 
Completed:  

Verifier:    Date Verified:  
Division:  Division of Bioequivalence   

Description:  Dissolution Review Budesonide Enteric Coated 
Capsule   

 
Productivity:  

ID Letter 
Date 

Productivity 
Category Sub Category Productivity Subtota

l 
6034  1/31/2008  Dissolution Data Dissolution 

Review  
1   1   Edit Delete

    Bean Total: 1     
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notice sent via  to Aktiebolaget Draco in Sodertalje Sweden with notice delivered on 4/14/2008, notice sent via  

 to AZ in Wilmington DE with notice delivered on 4/11/2008.   Patent Amendment rec'd on 2/10/2009-CA 08-305 filed 
in the D of DE on 5/23/2008 for infringement of the '340 and '602 patents.  Patent Amendment rec'd on 12/1/2010-on 
5/21/2010 CA 08-305 was dismissed with prejudice with the dismissal including a clause that Barr was enjoined from 
infringing the '340 and '602 patents until 2/15/2012. TEVA was the applicant that was once eligible for 180 day 
exclusivity for this product.  However, in a memo dated 2/28/2011 the Agency determined that TEVA forfeited eligibility 
for 180 day exclusivity. 
The '340 patent expired on 5/11/2011 so this patent is not a barrier to the approval of this ANDA.  Also, since the CA 
against TEVA was dismissed on 5/21/2010 the '602 patent is not a barrier to approval. 
ANDA is eligible for Full Approval and is NOT eligible for 180 day exclusivity. 

Rechecked 9/24/2013- No new patents listed, no patent amendments submitted to the ANDA, no other pertinent 
information before the Agency.  ANDA remains eligible for Full Approval. 

2. Labeling Endorsement

Reviewer, :       Labeling Team Leader, rlw/for:

REMS required?       REMS acceptable? 
Yes     No Yes   No    n/a

Comments:
From: Grace, John F 

Sent: Wednesday, April 02, 2014 9:12 AM
To: Lee, Erin; Vu, Thuyanh (Ann)
Subject: RE: Budesonide Enteric Coated Capsules ANDA 090379 

concur.

From: Vu, Thuyanh (Ann) 
Sent: Tuesday, April 01, 2014 4:32 PM

Date   Date 4/2/14
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Revised, Jan 2013

To: Lee, Erin; Grace, John F
Cc: Park, Chan H
Subject: RE: Budesonide Enteric Coated Capsules ANDA 090379 

Erin, 

There are no new RLD labeling changes, USP changes or Orange Book changes.  The LBL AP SUM dated 4/17/2013 remains 
acceptable. 

Ann 

From: Grace, John F 
Sent: Thursday, January 09, 2014 2:35 PM
To: Vu, Thuyanh (Ann); Lee, Erin
Subject: Re: ANDA 90379/Budesonid Caps/Barr

Concur

From: Vu, Thuyanh (Ann) 
Sent: Thursday, January 09, 2014 2:00 PM
To: Lee, Erin; Grace, John F
Subject: RE: ANDA 90379/Budesonid Caps/Barr

Please endorse for me.  I checked OB, Drugs@FDA, USP and DARRTS. 

Thanks
Ann 

From: Grace, John F 
Sent: Tuesday, September 24, 2013 11:05 AM
To: Vu, Thuyanh (Ann); Lee, Erin
Subject: RE: ANDA 90379/Budesonide Cap/Barr

concur

John F. Grace
Team Leader, Labeling Review Team 1 (HFD-613)
FDA/CDER/OPS/OGD/DLPS/LRB/LRT1
7520 Standish Place, MPN1
Rockville, MD 20855
(240)276-8985
                  john.grace@fda.hhs.gov

From: Vu, Thuyanh (Ann) 
Sent: Tuesday, September 24, 2013 10:00 AM
To: Lee, Erin; Grace, John F
Subject: RE: ANDA 90379/Budesonide Cap/Barr

Erin please sign off for me.  I checked Drugs@FDA, OB and USP. 

Thanks
Ann 
From: Grace, John F 
Sent: Wednesday, April 17, 2013 1:00 PM
To: Vu, Thuyanh (Ann); Lee, Erin
Subject: RE: ANDA 90379/budesonide cap/Barr

concur
Reference ID: 3482222



Revised, Jan 2013

John F. Grace
Team Leader, Labeling Review Team 1 (HFD-613)
FDA/CDER/OPS/OGD/DLPS/LRB/LRT1
7520 Standish Place, MPN1
Rockville, MD 20855
(240)276-8985
                  john.grace@fda.hhs.gov

This communication is consistent with 21 CFR 10.85(k) and constitutes an informal communication that represents our best 
judgement at this time. 
It does not necessarily represent an advisory opinion or the formal position of FDA. 
It does not bind or otherwise commit the Agency to the views expressed.

________________________________________
From: Vu, Thuyanh (Ann) 
Sent: Wednesday, April 17, 2013 1:00 PM
To: Lee, Erin; Grace, John F
Subject: RE: ANDA 90379/budesonide cap/Barr
Please endorse the AP letter for me.  I checked OB, Drugs@FDA and DARRTS yesterday. 

Thanks
Ann 

3. Paragraph IV Evaluation                            PIV’s Only
David Read Date 23Apr2013
OGD Regulatory Counsel InitialsDTR

Pre-MMA Language included  
Post-MMA Language Included  
Comments:Changes to AP letter saved to V drive.

4. Quality Division Director /Deputy Director Evaluation Date 9/24/2013
Chemistry Div. II (Smith) InitialsGJS

Comments:CMC Acceptable.

OGD Office Management Evaluation 
5. Peter Rickman Date 4/2/14

Director, DLPS Initials rlw/for
Para.IV Patent Cert:     Yes �� No
Pending Legal Action: Yes � No
Petition:                        Yes       No
Entered to APTrack database     
GDUFA User Fee Obligation Status    Met       Unmet
Press Release Acceptable 
Date PETS checked for first generic drug 

Comments: A complete response letter issued to Barr on 4/3/12 concluding that this ANDA was acceptable for approval
pending receipt by OGD of a satisfactory recommendation from CDER's Office of Compliance (OC).  This 
recommendation was received by OGD on 4/1/14.

Bioequivalence studies (fasting and non-fasting) found acceptable for approval.  In-vitro dissolution studies also
found acceptable. Bio study sites have acceptable OSI inspection histories.  Office-level bio endorsed 8/10/11.
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Revised, Jan 2013

Finjal-printed labeling (FPL) found acceptable for approval 4/17/13, as endorsed 4/2/14.  No REMS is required.

CMC found acceptable for approval (Chemistry Review #5) 9/23/13.

OR
6. Robert L. West Date 4/2/14

Deputy Director, OGD Initials RLWest
Para.IV Patent Cert:     Yes �� No
Pending Legal Action: Yes � No
Petition:                        Yes       No
Entered to APTrack database     
GDUFA User Fee Obligation Status    Met       Unmet
Press Release Acceptable 
Date PETS checked for first generic drug 

Comments: Acceptable EES dated 4/1/14 (Verified 4/2/14).  No "OAI" Alerts noted.

Barr provided a paragraph IV certification to the '602 patent and was sued within the 45-day period.  The litigation
was subsequently dismissed by the court with both parties entering into a settlement agreement.  There are no additional
patents or exclusivity currently listed in the "Orange Book" for this drug product.

This ANDA is recommended for approval.

7. OGD Director Evaluation
Kathleen Uhl

Comments: RLWest for Kathleen Uhl, M.D., Acting Director, Office of Generic Drugs 4/2/14.
First Generic Approval       
PD or Clinical for BE      
Special Scientific or Reg. Issue 
Press Release Acceptable 

Comments:

8. Project Manager Date 4/2/14
Office of Management, API/FDF facility list provided. Initials EL
Date Emailed: 

Comments:

Check Communication and Routing Summary into DARRTS
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FDA FAX

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room,  Metro Park North VII
7620 Standish Place
Rockville, Maryland 20855

TO: BARR LABORATORIES INC     

ATTN:  Scott Tomsky

  

TEL: 201-930-2230

FAX: 201-489-1403

This facsimile is in reference to your abbreviated new drug application(s), submitted pursuant to Section 505(j) of 
the Federal Food, Drug, and Cosmetic Act. 

This facsimile is to be regarded as an official FDA communication and unless requested, a hard copy will not be 
mailed. 

Pages (including cover):   4

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.
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DATE: 2/6/2014

TO: BARR LABORATORIES INC     

ATTN: Scott Tomsky  

E-Mail: scott.tomsky@tevapharm.com

FAX: 201-489-1403

RE:  Update summary of filed and pending original ANDA(s)

Dear Sir:

The Office of Generic Drugs (OGD) in the Center for Drug Evaluation and Research, Food and 
Drug Administration (FDA), is providing you with this one-time communication on the status of 
your filed and pending original abbreviated new drug application(s) (ANDA) submitted under 
section 505(j) of the Federal Food, Drug, and Cosmetic Act.  OGD is providing these updates as 
an interim measure to help applicants assess the status of their current submissions as we 
transition towards predictable goal times pursuant to the Generic Drug User Fee Amendments of 
2012 (GDUFA).

Your status update is limited to available review information as of January 29, 2014.  Any 
additional information regarding your ANDA collected after this date is neither considered nor 
provided.   Furthermore, your ANDA status is subsequently subject to revision pending 
additional information or concerns raised by any of the discipline reviews (bioequivalence, 
clinical, chemistry, microbiology, labeling, facility), other unforeseen legal, scientific or 
regulatory issues, or inspectional results, which can also impact the status or ability to issue a 
complete response.  Any applicable fees can also affect the status of your ANDA.

OGD is providing your ANDA status update in the attached chart with a list of applicable 
acronyms. The chart only contains current information regarding discipline review and does not 
forecast if and when OGD will issue a complete response, tentative approval, or final approval 
letter.

Please do not respond to this communication by asking FDA or your Regulatory Project 
Manager for additional or more detailed information. This is a one-time communication intended 
to assist you to ascertain the current status of submissions. It is not feasible for us to respond to a 
high volume of follow up inquiries.

Sincerely yours,

CAPT Aaron W. Sigler, USPHS
Chief, Review Support Branch

Reference ID: 3448816



ANDA DRUG NAME CHEM BIO MICRO LABEL CLINICAL FACILITY

90308 CLOZAPINE AQ IQ NA IQ NA AC

90526 OXYBUTYNIN CHLORIDE AQ AQ NA AQ AQ AC

90379 BUDESONIDE AQ AQ NA AQ NA PN

CHART ACRONYMS

Column Headings

ANDA - The application number for your Abbreviated New Drug Application
DRUG NAME - The official filed name of the drug associated with the ANDA number
CHEM - Product Quality Chemistry Review
BIO - Bioequivalence Review, typically including OSI, if applicable
MICRO - Microbiology Review 
LABEL - Labeling Review
CLINICAL - Clinical Review 
FACILITY - Overall Facility inspections summary.  All facilities must be acceptable at the time of 

29 JAN 14 in order to warrant an adequate notation.  If one of more facility is not acceptable then 
the FACILITY column will be marked as such. OSI information is not considered.

Discipline Notations

IQ - Inadequate.  This particular discipline is currently found to be inadequate.

AQ - Adequate.  This particular discipline was found to be adequate when the information was 
gathered for this communication.

UR - Under Review.  This particular discipline is currently assigned OR under review with the 
discipline team.

NR -Not Reviewed.  This particular discipline is either currently not under review or assigned.

NA - Not applicable.  This particular discipline is not required for the approval of this ANDA.

Reference ID: 3448816
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Facility Notations

PN - Pending, i.e., one or more facilities have been inspected and are pending an outcome.

AC - All facilities are acceptable at the time of this publication.

*Please note that you may receive your updates in multiple communications over time, based on 
the number of ANDAs pending in OGD.
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ROUTING SHEET 
 APPROVAL     TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)    CGMP 

 
Division: II Team: 7 PM: Frank Nice 
 
ANDA #:90379 
Firm Name:Teva Phaermaceuticals, Inc. 
ANDA Name:Budesonide Capsule, Enteric Coated, 3 mg 
RLD Name:Entocort EC 
 
Electronic AP Routing Summary Located: 
\\CDSNAS\OGDS11\Chemistry Division II\Team 21\Electronic AP-TA-
NAcGMPSummaries\90379.NAcGMP.doc 
 

AP/TA Letter Located: 
\\CDSNAS\OGDS11\Chemistry Division II\Team 21\Final Version For DARRTS\AP TA  NAcGMP CR WD 
Letters\90379.NAcGMP.ltr.doc 

 
Project Manager Evaluation:        Date: 11/15/10   Initials: fjn 

 Previously reviewed and tentatively approved --- Date       
 Previously reviewed and CGMP Complete Response issued -- Date        

 
Original Recd date February 1, 2008 Date of Application January 31, 2008 Date Acceptable for Filing April 7, 2008 
Patent Certification (type) PIV Date Patent/Excl. expires 11/15/10 Citizens' Petition/Legal Case?    Yes  No  

(If YES, attach email from PM to CP coord) 
First Generic                 Yes  No  
DMF#:        (provide MF Jackets) 

Priority Approval   (Top 100, PEPFAR, etc.)?     Yes  No    Comment:       
Prepared Draft Press Release sent to Cecelia Parise Yes  No    Date:       

 Suitability Petition/Pediatric Waiver  Pediatric Waiver Request:   Accepted  Rejected  Pending  
 
EER Status:  Pending    Acceptable    OAI EES Date Acceptable:        Warning Letter Issued; Date:       
Has there been an amendment providing for a Major change in formulation since filling? Yes   No        Comment:       
Date of Acceptable Quality (Chemistry) 11/15/10        Addendum Needed: Yes   No        Comment:       
Date of Acceptable Bio 8/10/11       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 5/15/09  Attached labeling to Letter: Yes  No     Comment:       
Date of Acceptable Sterility Assurance (Micro) n/a 
 
Methods Val. Samples Pending: Yes  No ;   Commitment Rcvd. from Firm:  Yes  No  
 
Post Marketing Agreement (PMA): Yes   No   (If yes, email PM Coordinator)   Comment:       
 
Modified-release dosage form: Yes   No      (If yes, enter dissolution information in Letter) 
 
Routing: 

 Labeling Endorsement, Date emailed: 11/15/10  REMS Required: Yes  No   REMS Acceptable: Yes  No  
 

 Regulatory Support 
 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed: 2/15/11 
 

 Division 
 

 1st Generic Review 
 

 Bob West / Peter Rickman/Tim Ames 
 Keith Webber 

 
Filed AP Routing Summary in DARRTs Notified Firm and Faxed Copy of Approval Letter 

 
 Sent Email to "CDER-OGDAPPROVALS 

distribution list 

Electronic ANDA:  
Yes   No  
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The attached labeling approval summary #1 sign-off 5.15.2009 remains acceptable.  There are no new changes in DARRTS, USP, 
or OB to the RLD labeling.  One supplement remains opened for the RLD.    NO REMS REQUIRED. 
 
Angela 
 
concur 
John 
 
 
3. Paragraph IV Evaluation                             PIV’s Only 

David Read            Date 25Feb2011 
OGD Regulatory Counsel           InitialsDTR 

Pre-MMA Language included     
Post-MMA Language Included     
Comments:Changes to AP letter saved to V drive. 

 
4. Quality Division Director /Deputy Director Evaluation      Date 6/20/2011 

Chemistry Div. II (Fang) InitialsGJS 
Comments:CMC Acceptable. 

 
5. First Generic Evaluation                              First Generics Only 

Frank Holcombe           Date 6/30/11 
  Assoc. Dir. For Chemistry          Initials rlw/for     
  Comments: (First generic drug review) 
 Mylan's ANDA 90-410 for this drug product was approved on 5/16/11. 
 
 
OGD Office Management Evaluation  
 
6. Peter Rickman           Date      
  Director, DLPS           Initials      

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments: CMC found acceptable for approval (Chemistry Review #4A) 6/16/11. 
 
Final-printed labeling (FPL) found acceptable for approval 1/19/11.  No REMS is required. 
 
 
 
 

 
AND/OR 
 
7. Robert L. West           Date 4/2/2012 

Deputy Director, OGD          Initials TWAmes for 
RLWest 
      Para.IV Patent Cert: Yes  No  

Pending Legal Action: Yes  No  
Petition: Yes  No  

      Press Release Acceptable  
Date PETS checked for first generic drug       

 
 Comments: Withhold recommendation in EES as of 26-OCT-2011, pending re-inspection.  NA cGMP letter to issue in the 
meanwhile./twa 
 
         Barr provided paragraph IV certifications to the '602 and '340 patents.  The '340 patent expired on May 15, 2011 
         (with pediatric exclusivity extension).  Barr was sued within the 45-day period on each patent.  The patent litigation Reference ID: 3110731



 

 

         was dismissed as a result of a settlement agreement between the parties.  The settlement agreement permits Barr to 
         market this product no earlier than February 15, 2012.  There are no additional patents or exclusivity listed in the 
         current "Orange Book" for this drug product. 
 
 
 
 
8. OGD Director Evaluation 

Keith Webber            
Deputy Director, OPS           

Comments:      
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  

 Press Release Acceptable  
  
 Comments:      
 
9. Project Manager 

Date 4/3/12 
Initials fjn 
 
Check Communication and Routing Summary into DARRTS 
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DARRTS Application History: 
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Orange Book Report: 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 
ANDA 090379 
 
Barr Laboratories, Inc. 
Attention: Robert S. Vincent 
   Director, Regulatory Affairs 
400 Chestnut Ridge Road 
Woodcliff Lake, NJ 07677 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated January 31, 2008, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Budesonide Capsules (Enteric Coated), 3 mg.  
 
Reference is also made to your amendments dated May 27 and  
July 26, 2011. 
  
We have completed the review of your application and have 
determined that we cannot approve this application in its 
present form because the Center for Drug Evaluation and Research 
(CDER) is unable to find that the methods used in, and the 
facilities and controls used for, the manufacture, processing, 
packaging, or holding of Budesonide Capsules (Enteric Coated),  
3 mg  by Barr Laboratories, Inc. in Woodcliff Lake, NJ 07677  
comply with current good manufacturing practice (cGMP) 
regulations. 
 
Our conclusion is based upon the findings revealed during an 
inspection of Barr Laboratories, Inc. (Division of Teva),    
2150 Perrowville Road, Forest, VA 24551-4129 conducted during 
the period of August 1, 2011 through August 25, 2011 by 
representatives of the United States Food and Drug 
Administration. Upon review of this report and the inspectional 
observations noted during this inspection, we have received a 
recommendation from our Division of Manufacturing and Product 
Quality (DMPQ), Office of Compliance, to withhold approval of 
your abbreviated application. 
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Until such time that you can demonstrate to the Agency that the 
problems have been corrected and the Agency’s concerns are 
otherwise satisfied, your application cannot be approved.  
 
You should amend this application when the cGMP-related issues 
have been satisfactorily resolved.  Your amendment to the 
application submitted in response to this not approvable letter 
will be considered a MINOR AMENDMENT provided that the amendment 
contains no significant additional information necessary to 
remedy the cGMP problems, and includes a statement from a 
responsible corporate official certifying that your facilities 
have been found to be in compliance with cGMPs and have been 
cleared for approval of the drug product by representatives of 
the local FDA District Office.  If, as a result of follow-up 
inspections related to the ongoing evaluation of this or other 
applications, it is necessary for you to significantly revise 
your procedures, controls or practices to correct the 
deficiencies, then the amendment will be considered to represent 
a MAJOR AMENDMENT.  Your amendment should be plainly marked as 
such in your cover letter. 
 
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 this application.  If you have substantial 
disagreement with our reasons for not approving this 
application, you may request an opportunity for a hearing.  
 
 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Keith Webber, Ph.D. 
Deputy Director 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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TELEPHONE REQUEST 
 

Date:  July 19th, 2011        
ANDA# 090379, Budesonide Capsules, 3 mg 
Firm: Barr Laboratories, Inc.        
Contact:  Paresh Gupta @ (201) 930-3626 
Reviewer:  Haritha Mandula 
 
For both your fasting (Study # 10716217) and fed studies (Study # 10716218), Please 
provide peak area for the drug, peak area for the internal standard, the ratio of the peak area 
for the drug to the peak area for the internal standard, dilution factor (if any), and the 
corresponding concentration for each assayed sample for all subjects, calibration standard 
concentration samples, and quality control samples.  
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TELEPHONE REQUEST 
 

Date:  July 19th, 2011        
ANDA# 090379, Budesonide Capsules, 3 mg 
Firm: Barr Laboratories, Inc.        
Contact:  Nicholas Tantillo, Sr. Director, Regulatory Affairs @ (201) 930-3650 
Reviewer:  Haritha Mandula 
Re:  20% Chromatograms 
 
For both your fasting study (Study # 10716217), you submitted 10% of the chromatograms 
and for your fed study (Study # 10716218), you submitted 13% chromatograms. Please 
provide chromatograms for at least 20% of the subjects analyzed for both the fasting and 
fed studies.  
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Record of Telephone Conversation 
 

 
Date: 

 
5/23/11 

 
ANDA Number: 

 
90-379 

 
Product Name: 

Budesonide Enteric 
Coated Capsules, 3 

mg 
 

Firm Name: 
Teva 

(formerly Barr) 

 
Firm Representative: 

Robert Vincent 

 
Phone Number: 
201-930-3610 

 
FDA Representative: 
Karen Bernard, PhD 

Frank Nice  

On May 23. 2011 a T-con was made to Robert S. 
Vincent regarding ANDA 90-379 and their response 
to the Agency’s information request (3/14/11) 
submitted 3/28/11.  
 
The following was relayed to Robert:  
 

 
Robert Vincent acknowledged these items and 
agreed to get back to us regarding these issues.  

 
Signatures: 

Karen Bernard 
Frank Nice PharmD 

 
CC:  ANDA 90-379 
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ANDA:  90379         
 
APPLICANT:  Teva Pharmaceuticals USA, Inc. 
 
DRUG PRODUCT:  Budesonide Enteric Coated Capsules, 3 mg  

 
The comments presented below represent an Information Request. 
 
Reference is made to your quality amendments dated April 23, 2010, October 28, 
2010, and November 8, 2010.  
 
1. 
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2.  Please provide samples of all 4 batches and a sample of the RLD product 
to: 

   
   Office of Generic Drugs 
   Document Control Room 
   7620 Standish Place 
   Rockville, MD 20855 
   ATTN: Dr. Frank J. Nice, RPh, DPA, CPHP 
  
    

 
Any additional studies or data supporting  

 should also be submitted. 
 

We will be in communication with you upon completion of our review of 
the above information and data. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND RESEARCH 
_____________________________________________________________________________  
 
DATE:  February 28, 2011 
  
FROM:  Martin Shimer 
  Branch Chief, Regulatory Support Branch, Office of Generic Drugs (HFD-600) 
   
TO:  ANDA 090379 
   
SUBJECT: 180-day Exclusivity for Teva’s Budesonide Enteric Coated Capsules, 3 mg 
  
  
The Medicare Prescription Drug, Improvement, and Modernization Act of 2003 (MMA) describes, 
among other things, certain events which can result in the forfeiture of a first applicant’s 180-day generic 
drug exclusivity as described in section 505(j)(5)(B)(iv).   
 
The forfeiture provisions of the MMA now appear at section 505(j)(5)(D) of the Federal Food, Drug, and 
Cosmetic Act (the Act).  Included among these is section 505(j)(5)(D)(i)(IV), which states the following: 
 

FAILURE TO OBTAIN TENTATIVE APPROVAL.--The first applicant fails to obtain 
tentative approval of the application within 30 months after the date on which the 
application is filed, unless the failure is caused by a change in or a review of the 
requirements for approval of the application imposed after the date on which the 
application is filed. 

 
A “first applicant” is eligible for 180-day exclusivity by virtue of filing a substantially complete 
ANDA with a paragraph IV certification on the first day on which such an ANDA is received.  
Section 505(j)(5)(B)(iv)(II)(bb).  If only one such ANDA is filed on the first day, there is only 
one first applicant; if two or more such ANDAs are filed on the first day, first applicant status is 
shared.  
 
“Tentative approval” means, generally, that an ANDA otherwise meets the requirements for approval 
under the Act, but cannot be fully approved for marketing because of patent or exclusivity protections.  
Section 505(j)(5)(B)(iv)(II)(dd).  The “failure to obtain tentative approval” forfeiture provision establishes 
a bright line standard: If within 30 months an ANDA has been determined by the agency to meet the 
statutory standards for approval and it is only patent and/or exclusivity protection that prevents full 
approval, then an applicant maintains eligibility for 180-day exclusivity.  If this standard is not met in 30 
months, eligibility for 180-day exclusivity is forfeited.  It should be noted that the 30-month timeframe 
generally is without regard to the length of time the ANDA was under review by the Agency.  One 
exception to this general rule, described in section 505(j)(5)(D)(i)(IV), states that forfeiture will not occur 
if "the failure [to obtain a tentative approval] is caused by a change in or a review of the requirements for 
approval of the application imposed after the date on which the application is filed".  A second exception 
is found in new section 505(q)(1)(G) of the Act, enacted as part of the Food and Drug Administration 
Amendments Act of 2007 (Pub. Law 110-85).  This provides that  
 

If the filing of an application resulted in first-applicant status under subsection 
(j)(5)(D)(i)(IV) and approval of the application was delayed because of a petition, 

Reference ID: 2910876



the 30-month period under such subsection is deemed to be extended by a period of 
time equal to the period beginning on the date on which the Secretary received the 
petition and ending on the date of final agency action on the petition (inclusive of 
such beginning and ending dates), without regard to whether the Secretary grants, in 
whole or in part, or denies, in whole or in part, the petition. 

 
Thus, pursuant to this provision, the 30-month period will be extended for the prescribed period 
during the review of a related petition subject to section 505(q).    
 
The terms of section 505(q)(1)(G) also clarify the scope of section 505(j)(5)(D)(i)(IV).  A number of 
comments have suggested that this section applies only when an ANDA is eligible for a tentative 
approval, not when an ANDA would be eligible for a final approval because there is no patent, 30-
month stay or exclusivity blocking approval.  Although a narrow interpretation of the scope finds 
support in the text of section 505(j)(5)(D)(i)(IV), the terms of section 505(q)(1)(G ) clearly describe a 
broader scope.  Section 505(q)(1)(G) expressly states that if "approval" of the first applicant's 
application was delayed because of a petition, the 30-month period will be extended.  Thus, Congress 
contemplated that section 505(j)(5)(D)(i)(IV) establishes a 30-month period within which an ANDA 
generally must obtain either tentative approval or final approval.  This interpretation squares both 
with the statutory language and with not permitting the 180-day exclusivity for a first applicant whose 
ANDA is technically deficient to delay approval of subsequent applications.  Therefore, FDA 
interprets section 505(j)(5)(D)(i)(IV) as requiring that, unless the period is extended for one of the 
reasons described in the Act, a first applicant that fails to obtain either tentative approval or approval 
for its ANDA within 30 months it will forfeit eligibility for 180-day exclusivity. 
 
The following is a timeline of ANDA 090379: 
 

2/1/2008 ANDA filed 
7/25/2008 Bioequivalence review (dissolution – deficient) 
7/29/2008 Bioequivalence deficiencies faxed 
8/25/2008 Chemistry review #1 (deficient); chemistry deficiencies faxed 
1/13/2009 Patent amendment 
2/10/2009 Bioequivalence amendment; patent amendment 
3/5/2009 Bioequivalence review (acceptable) 
3/12/2009 Labeling review (deficient); labeling deficiencies faxed 
4/2/2009 Chemistry amendment 
4/30/2009 Labeling amendment 
5/15/2009 Labeling review (acceptable) 
9/15/2009 Chemistry t-con deficiencies 
9/23/2009 Chemistry amendment 
11/3/2009 Chemistry amendment 
12/7/2009 Chemistry review #2 (deficient); chemistry deficiencies faxed 
4/27/2010 Chemistry amendment 
8/1/2010 2/1/2008 plus 30 months 
8/9/2010 Chemistry review #3 (deficient); chemistry deficiencies faxed 
10/29/2010 Chemistry amendment 
11/09/2010 Chemistry amendment 
11/15/2010 Chemistry review #4 (acceptable) 
12/1/2010 Patent amendment 
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Teva’s ANDA 090379 was received on February 1, 2008, and the ANDA has not been tentatively 
approved.  The filing date plus 30 months was August 1, 2010; therefore, Teva’s ANDA was not 
tentatively approved within 30 months.  Teva does not claim that the agency changed or reviewed the 
requirements for approval of Budesonide Enteric Coated Capsules, 3 mg.  The agency does not find that 
this failure to obtain tentative approval in 30 months was caused by a change in or a review of the 
requirements for approval.  We therefore conclude that the 180-day exclusivity period described in 
section 505(j)(5)(B)(iv) of the Act was forfeited by Teva. 
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
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----------------------------------------------------

MARTIN H Shimer
02/28/2011
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QUALITY DEFICIENCY - MINOR 
 
ANDA  090379 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 
 

 
APPLICANT:  TEVA Phamaceuticals USA 
 
ATTN:  Nicholas Tantillo 
 
FROM:  Frank J. Nice 

TEL: 201-930-3650 
 
FAX: 201-930-3318 
 
FDA CONTACT PHONE: (240) 276-8555 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated January 31, 2008, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Budesonide Enteric Coated (Delayed-Release) Capsules, 3 mg.  
 
Reference is also made to your amendment dated April 23, 2010. 
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached 3   pages.   This facsimile is to be regarded as an official FDA communication and 
unless requested, a hard copy will not be mailed.  
 
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.  
Your cover letter should clearly indicate that the response is a QUALITY MINOR AMENDMENT / RESPONSE TO 
INFORMATION REQUEST and should appear prominently in your cover letter.  
 
We also request that you include a copy of this communication with your response.  Please direct any questions concerning this 
communication to the project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents will be: 

Office of Generic Drugs, CDER, FDA 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855 

 
All ANDA documents will only be accepted at the new mailing address listed above. For further 
information, please refer to the following websites prior to submitting your ANDA Regulatory 
documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
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.



 
ANDA:     90379         
APPLICANT:   Teva Pharamceuticals, Inc. 
DRUG PRODUCT:     Budesonide Enteric-Coated (Delayed-Release) Capsules, 3 mg  

 
 The deficiencies presented below represent MINOR deficiencies. 
   

(b) (4)



6. 

7.   

 
8.  For ease of review, it is also recommended that you submit a copy of your amendment 

response in MS Word. 
   

 
Sincerely yours, 

 
{See appended electronic signature} 

 
     Florence S. Fang 
     Director 
     Division of Chemistry II 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 

(b) (4)



Application
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-------------------- -------------------- -------------------- ------------------------------------------
ANDA-90379 ORIG-1 BARR

LABORATORIES
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BUDESONIDE

---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

RADHIKA RAJAGOPALAN
08/09/2010
For Florence Fang



QUALITY DEFICIENCY - MINOR 
 
ANDA  090379 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 
  
APPLICANT:  Barr Laboratories, Inc. 
 
ATTN:  Patricia Jaworski, Director, Regulatory Affairs 
 
FROM:  Theresa Liu 

TEL: 201-930-2230 
 
FAX: 201-489-1403 
 
FDA CONTACT PHONE: (240) 276-8555 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated January 31, 2008, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Budesonide Capsules, 3 mg.  
 
Reference is also made to your amendment dated April 1, September 22, and November 2, 2009. 
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has 
identified deficiencies which are presented on the attached 3  pages.   This facsimile is to be regarded 
as an official FDA communication and unless requested, a hard copy will not be mailed.  
 
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.  Your cover letter should clearly indicate that the response 
is a QUALITY MINOR AMENDMENT / RESPONSE TO INFORMATION REQUEST 
and should appear prominently in your cover letter.  
 
We also request that you include a copy of this communication with your response.  Please direct any questions 
concerning this communication to the project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
 
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.



 
ANDA:    090379         
APPLICANT:  Barr Laboratories, Inc. 
DRUG PRODUCT:    Budesonide Enteric-Coated Capsules (Delayed Release), 3 mg  
 

 The deficiencies presented below represent MINOR deficiencies. 
   
1. 

 

 
2. 

 

 

 

 

 
3. 

(b) (4)



 
4.  
 
5.  

 

 

 

 
 
Sincerely yours, 

 
{See appended electronic signature page}  

 
     Florence S. Fang 
     Director 
     Division of Chemistry II 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 
 

(b) (4)
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Record of Telephone Conversation 
 

 
Date: 

 
9/15/09 

 
ANDA Number: 

 
90-379 

 
Product Name: 

Budesonide Enteric 
Coated Capsules 

 
Firm Name: 

Barr 

 
Firm Representative: 
Nicholas Tantillo 

 
Phone Number: 
201-930-3650 

 
FDA Representative: 
Karen Bernard, PhD 

On 9/15/09 A T-con was made to Nick Tantillo at 
Barr. After review of the firm’s April 1, 2009 
amendment, the following items were requested 
from the firm: 
 

 
 
Nick Tantillo acknowledged these items and agreed 
to submit the requested data.     

 
Signatures: 

Karen Bernard 

 
CC:  ANDA 90-379 
 
 

(b) (4)
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Telephone Fax 
 
ANDA 90-379 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North I 
7520 Standish Place 
Rockville, MD  20855-2773   
Angela.payne@fda.hhs.gov 
 

  
TO:   Barr Labs 
 
ATTN: Nicholas Tantillo  
 
FROM:  Mrs. Angela Payne 

TEL:  201-930-3650 
 
 
FAX:  201-930-3318 
 
 
 

 
This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 505(j) of the 
Federal Food, Drug, and Cosmetic Act for Budesonide Capsules Enteric Coated.  
 
Pages (including cover): 3 
 
SPECIAL INSTRUCTIONS: 
 
 
See attached labeling comments.  
 
 
 
 
 
 
 
 
 
 
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. 
 



REVIEW OF PROFESSIONAL LABELING #1 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:    90-379    Date of Submission: 31 Jan 2008 
        
Applicant's Name:  Barr Laboratories 
 
Established Name:   Budesonide Capsules 3 mg, Enteric Coated 
____________________________________________________________________________________ 
 
Labeling Deficiencies: 
 
1. CONTAINER  100s):   Revise 

 to read "package insert".  Place "enteric coated" lower on the main panel. 
 

2. INSERT:  Where "Entocort EC" is used in the labeling of the reference listed drug, please use "budesonide 
capsules (enteric coated)".  Using this designation is important since the labeling also talks about uncoated 
oral formulation of budesonide with another product results in significant cortisol suppression. In addition, 
specify the source of lactose in the Description section.    

 
3. PATIENT LEAFLET- See comment under insert. Also, In accordance with the requirements for a toll-free 

number for the reporting of adverse events, we encourage you to include the following text at the end of the 
Patient Information:  

 
 Call your doctor for medical advice about side effects.  You may report side effects to  FDA at 1-800- 

FDA-1088. 
 

Revise your lables and labeling, as instructed above, and submit final printed electronically according to the 
guidance for industry titled Providing Regulatory Submissions in Electronic Format – ANDA.  

 
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://www.fda.gov/cder/cdernew/listserv.html 

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

{See appended electronic signature page}   
        
 ___________________________ 

Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research   

(b) (4) (b) (4)

(b) (4)



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
John Grace
3/12/2009 06:41:01 PM
for Wm Peter Rickman



COMPLETE RESPONSE -- MINOR 
 
ANDA  90-379 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 
  
APPLICANT:  Barr Laboratories, Inc. 
 
ATTN:  Nicholas  Tantillo 
 
FROM:  Theresa Liu 

TEL: (201) 930-3650 
 
FAX: (201) 930-3318 
 
FDA CONTACT PHONE: (240) 276-8555 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated January 31, 2008, submitted pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Budesonide Capsules, 3 mg.  
 
 

SPECIAL INSTRUCTIONS: 
 

Please submit your response in electronic format and MS word 
where applicable.  
This will improve document availability to review staff. 
 
We have completed the review of your ANDA and have determined that we cannot approve this application in its present form.  
We have described below our reasons for this action and, where possible, our recommendations to address these issues in the 
following attachments ( 4  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. Upon OGD's acceptance for filing of your ANDA, it was determined that an adequate amount of 
information was submitted to allow for review of your Bioequivalence and Microbiology data.  You will be notified in a 
separate communication of any further deficiencies identified during our review of your Bioequivalence and Microbiology data  
If you have substantial disagreement with our reasons for not approving this application, you may request an opportunity for a 
hearing. 
 
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  

 



ANDA:    90-379         
APPLICANT:  Barr Laboratories, Inc. 
DRUG PRODUCT:    Budesonide Enteric-Coated Capsules (Delayed Release), 3 mg  
 

 The deficiencies presented below represent MINOR deficiencies. 
   
 

1.  

 
2. 
 
3. 

4.  

 
5. 

 
6. 

 
7. 

 

(b) (4)

Following this page, 1 Page Withheld in Full as (b)(4)



 
18. 

 
19.  

 
20. 

 21. 

   22.  

 
23.  

24.  

25.  The label storage conditions should read: “Store at 20° to 25°C (68° to 77°F) [See USP 
Controlled Room Temperature].  

 
 
 

 
     Sincerely yours, 
 

{electronic signature on file} 
 
     Florence S. Fang 
     Director 
     Division of Chemistry II 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 
 

(b) (4)



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Damaris Maldonado
8/25/2008 10:02:09 AM



BIOEQUIVALENCY AMENDMENT 
 
ANDA  90-379 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 

 
  
APPLICANT:  Barr Laboratories, Inc. 
 
ATTN:  Nicholas  Tantillo 
 
FROM:  Aaron Sigler 

TEL: (201) 930-3650 
 
FAX: (201) 930-3318 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalency data submitted on January 31, 2008, pursuant to Section 505(j) 
of the Federal Food, Drug, and Cosmetic Act for Budesonide Capsules, 3 mg.  
 
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: 
 

Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
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. 
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ANDA CHECKLIST FOR CTD or eCTD FORMAT 
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR 

FILING 
 

For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD) 
Format please go to:  http://www fda.gov/cder/regulatory/ersr/ectd.htm 

*For a Comprehensive Table of Contents Headings and Hierarchy please go to:  
http://www fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf 

** For more CTD and eCTD informational links see the final page of the ANDA Checklist 
*** A model Quality Overall Summary for an immediate release tablet and an extended release capsule can 

be found on the OGD webpage http://www.fda.gov/cder/ogd/ *** 
 

 
ANDA #: 90-379    FIRM NAME:  BARR LABORATORIES  INC. 
 
PIV:  YES   Electronic or Paper Submission: ECTD FORMAT (ELECTRONIC DATA)  
  
 RELATED APPLICATION(S):  NA 

First Generic Product Received?  YES  PER MARTY  

3/14/08  ANY DETAILS  SEE MARTY   
 
DRUG NAME:   BUDESONIDE   ENTERIC  
COATED  
DOSAGE FORM: CAPSULES,  3 MG   
 
Random Queue:   7 
Chem Team Leader:  Darmaris Maldonado      PM:    Theresa Liu      Labeling Reviewer: Koung Lee  

           Letter Date:   JANUARY  31, 2008  Received Date:  FEBRUARY  01, 2008 
 
   Comments:     EC- 1  YES                         On Cards:   YES         
     Therapeutic Code:    8015651  ULCERATIVE   COLITIS   
 

Archival  copy:  ECTD  FORMAT            Sections   I       
Review copy:                 E-Media Disposition:  YES  SENT  TO EDR 
Not applicable to electronic sections                     
 
PART 3 Combination Product Category   N Not a Part3 Combo Product   
(Must be completed for ALL Original Applications)           Refer to the Part 3 Combination Algorithm 

 
 
Reviewing 
CSO/CST      Susan E. Pellock 
 
        Date    April 4, 2008   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        

Bio Assignments: 
 

 BPH            BCE 

 BST            BDI 

 
 Micro Review 

      (No) 



 
 ADDITIONAL COMMENTS REGARDING THE ANDA: 
Nicholas Tantillo      
201.930.3650 (P)      
201.930.3318 (F) 
 
First Generic:  DBE Found Studies meet statutory requirements – 1st Generic Checklist is in DFS 
 
Lot Numbers: 
T: 800206 
R: NC0077 
 
FDA Form 3674 is provided in Volume 1.1 
 
You can now access ANDA 90-379 Barr's Budesonide EC Caps DR Pellets 3 mg by using 
the link below. 
   

  
 
Firm was contacted on April 4, 2008 and the following information was requested: 

o Please include a contact name for the testing site facilities,  
o Please do not leave any sections blank – Unable to locate 3.2.R.1.P.2 Information on Components and 3.2.R.2.P 

Comparability Protocols if the sections do not apply to the ANDA please state as such 
 
 

(b) (4)

(b) (4)



 
 
 
 
MODULE 1 
     ADMINISTRATIVE                  
                                                                     ACCEPTABLE 

 
1.1 

 
1.1.2  Signed and Completed Application Form (356h)  (original signature)  
     (Check Rx/OTC Status)  RX   YES  

 

  





   
1.12.12 
 

 
Comparison between Generic Drug and RLD-505(j)(2)(A) 
1. Conditions of use     Same     
2. Active ingredients   Budesonide     
3. Inactive ingredients        
4. Route of administration   Oral     
5. Dosage Form    Capsules    
6. Strength     3 mg    
 

 
 

1.12.14  Environmental Impact Analysis Statement YES  
 

 

1.12.15 
 

Request for Waiver  
Request for Waiver of In-Vivo BA/BE Study(ies):  NA 

 
 

1.14.1 
 

Draft Labeling  (E-Submissions) – Module 2 Intro states SPL sent 
1.14.1.1  4 copies of draft (each strength and container)    x    
1.14.1.2  1 side by side labeling comparison of containers and carton with all 
differences annotated and explained    x    
1.14.1.3  1  package insert (content of labeling) submitted electronically  
 PDF/Word     
    ***Was a proprietary name request submitted?    No        
    (If yes, send email to Labeling Reviewer indicating such.) 

 100s 

 
 

 1.14.3 
 

Listed Drug Labeling  
1.14.3.1  1 side by side labeling (package and patient insert) comparison with all 
differences annotated and explained    x    
1.14.3.3  1 RLD label and 1 RLD container label    x    
 

 
 

(b) (4)



MODULE 2 
     SUMMARIES 
            ACCEPTABLE 
 
2.3 

 
Quality Overall Summary (QOS)  
     E-Submission:  PDF   x     
                                Word Processed e.g., MS Word    x     
 
A model Quality Overall Summary for an immediate release tablet and an extended release capsule 
can be found on the OGD webpage http://www fda.gov/cder/ogd/   
 
Question based Review (QbR)   x    
 
2.3.S Drug Substance (Active Pharmaceutical Ingredient)   x    
       2.3.S.1 General Information 
       2.3.S.2 Manufacture 
       2.3.S.3 Characterization 
       2.3.S.4 Control of Drug Substance 
       2.3.S.5 Reference Standards or Materials 
       2.3.S.6 Container Closure System 
       2.3.S.7 Stability 
 
2.3.P Drug Product   x    
       2.3.P.1 Description and Composition of the Drug Product 
       2.3.P.2  Pharmaceutical Development        
                  2.3.P.2.1 Components of the Drug Product 
                            2.3.P.2.1.1 Drug Substance 
                            2.3.P.2.1.2 Excipients 
                 2.3.P.2.2 Drug Product 
                 2.3.P.2.3 Manufacturing Process Development 
                 2.3.P.2.4 Container Closure System 
      2.3.P.3 Manufacture 
      2.3.P.4 Control of Excipients 
      2.3.P.5 Control of Drug Product 
      2.3.P.6 Reference Standards or Materials 
      2.3.P.7 Container Closure System 
      2.3.P.8 Stability 

 
 

 
2.7 

 
Clinical Summary (Bioequivalence)  
– ok as per DBE (see 1st Generic checklist in DFS) 
     E-Submission:  PDF   x     
                                Word Processed e.g., MS Word   x    
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods   
2.7.1.1 Background and Overview 
            Table 1. Submission Summary       
              Table 4. Bioanalytical Method Validation       
              Table 6. Formulation Data       
2.7.1.2 Summary of Results of Individual Studies  
              Table 5. Summary of In Vitro Dissolution       
2.7.1.3 Comparison and Analyses of Results Across Studies  
            Table 2. Summary of Bioavailability (BA) Studies       
              Table 3. Statistical Summary of the Comparative BA Data       
2.7.1.4 Appendix       
2.7.4.1.3 Demographic and Other Characteristics of Study Population 
             Table 7. Demographic Profile of Subjects Completing the Bioequivalence Study       
2.7.4.2.1.1 Common Adverse Events 
             Table 8. Incidence of Adverse Events in Individual Studies       
 

 
 

 
 
 



MODULE 3 
     3.2.S DRUG SUBSTANCE 
            ACCEPTABLE 
 
3.2.S.1 General Information 

3.2.S.1.1  Nomenclature       
3.2.S.1.2  Structure       
3.2.S.1.3  General Properties       
 

 
 

 
3.2.S.2 

 
Manufacturer 
3.2.S.2.1 
     Manufacturer(s) (Includes contract manufacturers and testing labs) 
     Drug Substance (Active Pharmaceutical Ingredient) 
     1. Addresses of bulk manufacturers       
     2. Manufacturing Responsibilities        
     3. Type II DMF number for API       
     4. CFN or FEI numbers        
 

 
 

 
3.2.S.3  

Characterization 
 

 

 
3.2.S.4 

 
Control of Drug Substance (Active Pharmaceutical Ingredient) 
3.2.S.4.1  Specification 
     Testing specifications and data from drug substance manufacturer(s)    x    
3.2.S.4.2  Analytical Procedures   x    
3.2.S.4.3  Validation of Analytical Procedures 
     1. Spectra and chromatograms for reference standards and test samples   x     
     2. Samples-Statement of Availability and Identification of: 
         a. Drug Substance        
         b. Same lot number(s)  Barr: 0001001253 / Manuf. 21100M2 0020530 

 
3.2.S.4.4  Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s)   x     
     2. Applicant certificate of analysis   x    
3.2.S.4.5  Justification of Specification 
 

 
 

 
3.2.S.5 

 
Reference Standards or Materials 

 
 

 
3.2.S.6 

 
Container Closure Systems 

 
 

 
3.2.S.7 

 
Stability 

 
 

 



 
MODULE 3 
     3.2.P DRUG PRODUCT                                                                                               ACCEPTABLE 

 
3.2.P.1 

             
Description and Composition of the Drug Product 
     1) Unit composition       
     2) Inactive ingredients are appropriate per IIG  Justified as per IIG and 

control document and COMIS please see below     
 

 
 

 
3.2.P.2 

             
Pharmaceutical Development 
Pharmaceutical Development Report        
 

 
 

 
3.2.P.3 

 
Manufacture  
3.2.P.3.1  Manufacture(s) (Finished Dosage Manufacturer and Outside Contract 
Testing Laboratories) 
    1. Name and Full Address(es)of the Facility(ies)      x    
    2. CGMP Certification: YES  
    3. Function or Responsibility     x    
    4. CFN or FEI numbers     x    
3.2.P.3.2  Batch Formula  
    Batch Formulation  x    
3.2.P.3.3  Description of Manufacturing Process and Process Controls 
    1. Description of the Manufacturing Process   x    
    2. Master Production Batch Record(s) for largest intended production runs (no more than 10x 
     pilot batch) with equipment specified    capsules      
    3. If sterile product: Aseptic fill  / Terminal sterilization       
    4. Reprocessing Statement     x    
3.2.P.3.4  Controls of Critical Steps and Intermediates - x 
3.2.P.3.5   Process Validation and/or Evaluation 
    1. Microbiological sterilization validation       
    2. Filter validation (if aseptic fill)         
 

 
 

 
3.2.P.4 

 
Controls of Excipients (Inactive Ingredients)       
 Source of inactive ingredients identified    x    
 
3.2.P.4.1  Specifications 
    1. Testing specifications (including identification and characterization)   x    
    2. Suppliers' COA (specifications and test results)   x    
3.2.P.4.2  Analytical Procedures 
3.2.P.4.3  Validation of Analytical Procedures 
3.2.P.4.4   Justification of Specifications 
    Applicant COA    x    
 

 
 

 

(b) (4) (b) (4)



MODULE 3 
     3.2.P DRUG PRODUCT 
                                                                                                                                              ACCEPTABLE 

 
3.2.P.5 

 
Controls of Drug Product 
3.2.P.5.1  Specification(s)   x    
3.2.P.5.2  Analytical Procedures   x    
3.2.P.5.3  Validation of Analytical Procedures 
     Samples - Statement of Availability and Identification of: 
      1. Finished Dosage Form    x    
      2. Same lot numbers    x - Coated Intermediate Lot #800200   

 
3.2.P.5.4  Batch Analysis 
     Certificate of Analysis for Finished Dosage Form   x    
3.2.P.5.5  Characterization of Impurities 
3.2.P.5.6  Justification of Specifications 
 

 
 

3.2.P.7 Container Closure System 
     1. Summary of Container/Closure System (if new resin, provide data)   x    
     2. Components Specification and Test Data   x    
     3. Packaging Configuration and Sizes   225cc/45mm     
     4. Container/Closure Testing    x    
     5. Source of supply and suppliers address    x    

 
 

3.2.P.8 
 

3.2.P.8.1  Stability (Finished Dosage Form) 
     1. Stability Protocol submitted    x    
     2. Expiration Dating Period   24 months    
3.2.P.8.2  Post-approval Stability and Conclusion 
     Post Approval Stability Protocol and Commitments   x    
3.2.P.8.3  Stability Data  
     1. 3 month accelerated stability data   x    
     2. Batch numbers on stability records the same as the test batch   x    

 
 

 

(b) (4)



MODULE 3 
     3.2.R  Regional Information 
                                                                                                                                              ACCEPTABLE 

3.2.R 
(Drug 
Substance) 

 
3.2.R.1.S  Executed Batch Records for drug substance (if available)       
3.2.R.2.S  Comparability Protocols       
3.2.R.3.S  Methods Validation Package   NO  
       Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 
       (Required for Non-USP drugs)  

 
 

                                                                                                                                            
3.2.R 
(Drug 
Product) 

 
3.2.R.1.P.1  Executed Batch Records 
    Copy of Executed Batch Record  
     with Equipment Specified, including Packaging Records (Packaging and Labeling Procedures), 

    Batch Reconciliation and Label Reconciliation    See Below    
         Theoretical Yield        
         Actual Yield        
         Packaged Yield        
3.2.R.1.P.2  Information on Components        
3.2.R.2.P  Comparability Protocols        
3.2.R.3.P  Methods Validation Package NO  
        Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 
       (Required for Non-USP drugs) 

 
 

 
 
MODULE 5 
     CLINICAL STUDY REPORTS – SAS / Please see 1st Generic Checklist in DFS – DBE found studies 
meet statutory requirements 
                                                                                                                                              ACCEPTABLE 
 
5.2 
 

 
Tabular Listing of Clinical Studies 
     E-Submission:  PDF        
                                Word Processed e.g., MS Word       
 

 
 

 
5.3.1 
(complete 
study data) 

Bioavailability/Bioequivalence 
1. Formulation data same? 
    a. Comparison of all Strengths (check proportionality of multiple strengths)       
    b. Parenterals, Ophthalmics, Otics and Topicals  
       per 21 CFR 314.94 (a)(9)(iii)-(v)        
2. Lot Numbers of Products used in BE Study(ies):       
3. Study Type:     (Continue with the appropriate study type box below) 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 90-379 
 
 
 
 
 
 
Barr Laboratories, Inc. 
Attention: Nicholas Tantillo 
223 Quaker Road 
P.O. Box 2900 
Pomona, NY 10970 
 
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.   
 
Reference is also made to the telephone conversation dated        
April 4, 2008. 
 
NAME OF DRUG: Budesonide Enteric Coated Capsules, 3 mg 
 
DATE OF APPLICATION: January 31, 2008 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: February 1, 2008 
 
You have filed a Paragraph IV patent certification, in accordance with 
21 CFR 314.94(a)(12)(i)(A)(4) and Section 505(j)(2)(A)(vii)(IV) of the 
Act.  Please be aware that you need to comply with the notice 
requirements, as outlined below.  In order to facilitate review of 
this application, we suggest that you follow the outlined procedures 
below:   
 
CONTENTS OF THE NOTICE 
 
You must cite section 505(j)(2)(B)(ii) of the Act in the notice and 
should include, but not be limited to, the information as described in 
21 CFR 314.95(c). 
 
SENDING THE NOTICE 
 
In accordance with 21 CFR 314.95(a): 
 

• Send notice by U.S. registered or certified mail with 
return receipt requested to each of the following: 

 
1) Each owner of the patent or the representative 

designated by the owner to receive the notice; 
 



2) The holder of the approved application under section 
505(b) of the Act for the listed drug claimed by the 
patent and for which the applicant is seeking 
approval. 

           
3)   An applicant may rely on another form of documentation 

only if FDA has agreed to such documentation in 
advance. 

 
DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE 
 
You must submit an amendment to this application with the following: 
 

• In accordance with 21 CFR 314.95(b), provide a 
statement certifying that the notice has been provided 
to each person identified under 314.95(a) and that 
notice met the content requirements under 314.95(c). 

   
• In accordance with 21 CFR 314.95(e), provide 

documentation of receipt of notice by providing a copy 
of the return receipt or a letter acknowledging 
receipt by each person provided the notice.  

 
• A designation on the exterior of the envelope and 

above the body of the cover letter should clearly 
state "PATENT AMENDMENT".  This amendment should be 
submitted to your application as soon as documentation 
of receipt by the patent owner and patent holder is 
received. 

 
DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME 
 
You are requested to submit an amendment to this application that is 
plainly marked on the cover sheet “PATENT AMENDMENT” with the 
following: 
  

• If litigation occurs within the 45-day period as 
provided for in section 505(j)(4)(B)(iii) of the Act, 
we ask that you provide a copy of the pertinent 
notification. 

 
• Although 21 CFR 314.95(f) states that the FDA will 

presume the notice to be complete and sufficient, we 
ask that if you are not sued within the 45-day period, 
that you provide a letter immediately after the 45 day 
period elapses, stating that no legal action was taken 
by each person provided notice.   

 
 



 
• You must submit a copy of a copy of a court order or 

judgment or a settlement agreement between the 
parties, whichever is applicable, or a licensing 
agreement between you and the patent holder, or any 
other relevant information.  We ask that this 
information be submitted promptly to the application. 

 
If you have further questions you may contact Martin Shimer, Chief, 
Regulatory Support Branch, at (240) 276-8420. 
 
We will correspond with you further after we have had the opportunity 
to review the application. 
 
Please identify any communications concerning this application with 
the ANDA number shown above. 
 
Should you have questions concerning this application, contact: 
 
 

Theresa Liu              
Project Manager 
240-276-8555 
 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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Item Verified: YES NO Required 
Amount 

Amount 
Sent 

Comments 

Protocol   02 02 Fasting protocol: eCTD m5-3-1-2, 
(page # 49, Report #10716217)       
Fed protocol: eCTD m5-3-1-2, (page 
# 49, Report #10716218) 

Assay Methodology   01 01 eCTD m5-3-1-4, (page # 703, Report 
#10716217)(Same Analysis site for 
Fasting and Fed) 

Procedure SOP               Firm submitted SOPs in section 
eCTD m5-3-1-4, PK repeat analysis 
SOP was also submitted (page # 637, 
Report #10716218 ) 

Methods Validation   02 02 Fasting: eCTD m5-3-1-4 (page # 
1041, Report #10716217)               
Fed : eCTD m5-3-1-4 (page # 551, 
Report #10716218). Also in 
m3.2.R.3.P – 1 and m3.2.R.3.S - 1 

Study Results Ln/Lin   02 02 Fasting: eCTD m5-3-1-2, page # 45 
Fed : eCTD m5-3-1-2, page # 45 

Adverse Events   02 02 Fasting: eCTD m5-3-1-2, page # 40 
Fed : eCTD m5-3-1-2, page # 40 

IRB Approval   02 02 Fasting: eCTD m5-3-1-2, page # 49   
 Fed : eCTD m5-3-1-2, page # 49 

Dissolution Data   02 01 Fasting: eCTD m5-3-1-3, (page # 
660, Report #10716217)                     
   Fed: eCTD m5-3-1-3(page # 400, 
Report #10716218 ) 

Pre-screening of Patients               Fasting: eCTD m5-3-7 (page # 2035, 
Report #10716217)                        
Fed: eCTD m5-3-7 (page # 991, 
Report #10716218)                       

Chromatograms               Fasting: eCTD m5-3-1-4(page # 
1141, Report #10716217)                   
      Fed : eCTD m5-3-1-4(page # 
651, Report #10716218) 

Consent Forms     Fasting: eCTD m5-3-1-2 (page # 79, 
Report #10716217)                         
Fed : eCTD m5-3-1-2(page # 79, 
Report #10716218)   
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Composition     eCTD m2-3, page # 25 

Summary of Study   02 02 eCTD m2-7-1 (Fasting and Fed) 

Individual Data & Graphs, 
Linear & Ln 

  01 02 Fasting: eCTD m5-3-1-2 (page # 568, 
Report #10716217)                          
Fed : eCTD m5-3-1-2(page # 179, 
Report #10716218)                          

PK/PD Data Disk 
Submitted) 

  02 02 eCTD m5, SAS files. 

Randomization Schedule   02 02 Fasting: eCTD m5-3-1-2 (page # 154, 
Report #10716217)                         
Fed : eCTD m5-3-1-2(page # 157, 
Report #10716218)   

Protocol Deviations   02 02 Fasting: eCTD m5-3-1-2 (page # 35, 
Report #10716217)                         
Fed : eCTD m5-3-1-2(page # 35, 
Report #10716218) 

Clinical Site   02 02 Fasting: eCTD m5-3-1-2 (page # 3, 
Report #10716217)                         
Fed : eCTD m5-3-1-2(page # 3, 
Report #10716218) 

Analytical Site   02 02 Fasting: eCTD m5-3-1-2 (page # 3, 
Report #10716217)                         
Fed : eCTD m5-3-1-2(page # 3, 
Report #10716218) 

Study Investigators   02 02 Fasting: eCTD m5-3-1-2 (page # 3, 
Report #10716217)                         
Fed : eCTD m5-3-1-2(page # 3, 
Report #10716218) 

Medical Records   02 02 Fasting: eCTD m5-3-7 (page #2036, 
Report #10716217)                         
Fed : eCTD m5-3-7(page # 992, 
Report #10716218) 

Clinical Raw Data   02 02 Fasting: eCTD m5-3-7 (page #2036, 
Report #10716217)                         
Fed : eCTD m5-3-7(page # 992, 
Report #10716218) 



BIO_1G_CHKLST.dot  v.4/4/2003 
 

Test Article Inventory   02 02 Fasting: eCTD m5-3-1-2 (page #138, 
Report #10716217)                        
Fed : eCTD m5-3-1-2 (page # 143, 
Report #10716218)  

BIO Batch Size               eCTD m3-2-p-2 (page # 24 & 46) 

Assay of Active Content 
Drug 

              eCTD m2-3 (page # 7) 

Content Uniformity               eCTD m5-3-1-3 (page #669, Report 
#10716217)  and   (page # 400, 
Report #10716218)   

Date of Manufacture               eCTD m5-3-1-3 (page #674, Report 
#10716217)  and   (page # 396, 
Report #10716218)   

Exp. Date of RLD               eCTD m5-3-1-3 (page #674, Report 
#10716217)  and   (page # 396, 
Report #10716218)   

BioStudy Lot Numbers               eCTD m5-3-1-3 (page #674, Report 
#10716217)  and   (page # 396, 
Report #10716218)   

Statistics   02 02 Fasting: eCTD m5-3-1-2 (page # 161, 
Report #10716217)                         
Fed : eCTD m5-3-1-2(page #163, 
Report #10716218) 

Summary results provided 
by the firm indicate studies 
pass BE criteria  

  02 02 Fasting: eCTD m5-3-1-2 (page # 170, 
Report #10716217)                         
Fed : eCTD m5-3-1-2(page #172, 
Report #10716218) 

Waiver requests for other 
strengths / supporting data 

              No waiver requested 

 
 
Additional Comments regarding the ANDA: None 
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Enter Review Productivity and Generate Report 

Completed Assignment for 90379 ID: 5111  
Back to Main Menu  

 
 
Reviewer:  Anand, Om  Date Completed:  
Verifier:  ,  Date Verified:   
Division:  Division of Bioequivalence    
Description:  Budesonide Capsules (Enteric Coated), 3 mg   

 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtota
l 

5111  1/31/2008  Paragraph 4  Paragraph 4 Checklist 1   1   Edit Delete
    Bean Total:  1     
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
          PUBLIC HEALTH SERVICE 
      FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
                                                                 
 
DATE   :  March  14, 2008 
 
TO       : Director  
                        Division of Bioequivalence (HFD-650) 
 
FROM   :         Chief, Regulatory Support Branch 

Office of Generic Drugs (HFD-615) 
 
SUBJECT: Examination of the bioequivalence study submitted with an ANDA 90-379 for Budesonide 

Capsules, 3 mg to determine if the application is substantially complete for filing and/or 
granting exclusivity pursuant to 21 USC 355(j)(5)(B)(iv). 

 
Barr Laboratories Inc. has submitted ANDA 90-379 for Budesonide Capsules, 3 mg.  
The ANDA contains a certification pursuant to 21 USC 355(j)(5)(B)(iv) stating that 
patent(s) for the reference listed drug will not be infringed by the manufacturing or sale of 
the proposed product.  Also it is a first generic.  In order to accept an ANDA that contains 
a first generic, the Agency must formally review and make a determination that the 
application is substantially complete.  Included in this review is a determination that the 
bioequivalence study is complete, and could establish that the product is bioequivalent. 

 
Please evaluate whether the request for study submitted by Barr Laboratories Inc. on  
January 31, 2008 for its Budesonide product satisfies the statutory requirements of 
"completeness" so that the ANDA may be filed. 

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