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DEPARTMENT OF HEALTH & HUMAN SERVICES 

Food and Drug Administration 
   Rockville, MD  20857 

ANDA 78-734 


Ranbaxy Inc. 

Attention: Usha Sankaran 

U.S Agent for: Ranbaxy Laboratories Limited 

600 College Road East 

Princeton, NJ 08540 


Dear Madam: 


This is in reference to your abbreviated new drug application 

(ANDA) dated December 22, 2006, submitted pursuant to section 

505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 

for Oxcarbazepine Oral Suspension, 300 mg/5 mL. 


Reference is also made to your amendments dated August 3, 

August 17, September 11, and September 17, 2007; December 1, 

2008; and May 21, and June 25, 2009. 


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 Oxcarbazepine Oral Suspension, 300 mg/5 mL, to 

be bioequivalent and, therefore, therapeutically equivalent to 

the reference listed drug (RLD), Trileptal Oral Suspension, 

300 mg/5 mL, of Novartis Pharmaceuticals Corp. (Novartis). Your 

dissolution testing should be incorporated into the stability 

and quality control program using the same method proposed in 

your application. 


The RLD upon which you have based your ANDA, Novartis’ Trileptal 

Oral Suspension, 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. 7,037,525 (the '525 patent) is scheduled 

to expire on August 12, 2018 (with pediatric exclusivity added). 




 

 

 

   

   

 
 
 

Your ANDA contains a paragraph IV certification under section 

505(j)(2)(A)(vii)(IV) of the Act stating that the ‘525 patent is 

invalid, unenforceable, or will not be infringed by your 

manufacture, use, or sale of Oxcarbazepine Oral Suspension, 

300 mg/5 mL, under this ANDA. You have notified the agency that 

Ranbaxy Laboratories Limited (Ranbaxy) complied with the 

requirements of section 505(j)(2)(B) of the Act, and that no 

action for infringement of the ‘525 patent was brought against 

Ranbaxy within the statutory 45-day period, which action would 

have resulted in a 30-month stay of approval under section 

505(j)(5)(B)(iii). 


With respect to 180-day generic drug exclusivity, we note that 

Ranbaxy was the first ANDA applicant to submit a substantially 

complete ANDA with a paragraph IV certification to the ‘525 

patent. Therefore, with this approval, Ranbaxy is eligible for 

180-days of generic drug exclusivity for Oxcarbazepine Oral 

Suspension, 300 mg/5 mL. This exclusivity, which is provided 

for under section 505(j)(5)(B)(iv) of the Act, will begin to run 

from the commercial marketing date identified in section 

505(j)(5)(B)(iv). Please submit correspondence to this ANDA 

informing the agency of the date the exclusivity begins to run. 


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. 


We 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 

Division of Drug Marketing, Advertising, and Communications 

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 Division of 

Drug Marketing, Advertising, and Communications with a completed 

Form FDA 2253 at the time of their initial use. 


Within 14 days of the date of this letter, submit updated 

content of labeling [21 CFR 314.50(1)] in structured product 

labeling (SPL) format, as described at 

http://www.fda.gov/oc/datacouncil/spl.html, that is identical in 

content to the approved labeling. Upon receipt and 

verification, we will transmit that version to the National 

Library of Medicine for public dissemination. For 

administrative purposes, please designate this submission as 

“Miscellaneous Correspondence – SPL for Approved ANDA 78-734”.
 

Sincerely yours, 


{See appended electronic signature page}
 

Gary Buehler 

Director 

Office of Generic Drugs 

Center for Drug Evaluation and Research 




---------------------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------------------

---------------------

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
 
6/26/2009 11:40:33 AM
 
Deputy Director, for Gary Buehler
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LABELING REVIEWS



APPROVAL SUMMARY #2 
REVIEW OF PROFESSIONAL LABELING  

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:        78-734 
 
Date of Submission:     May 21, 2009 
 
Applicant's Name:       Ranbaxy Laboratories Limited   
 
Established Name:     Oxcarbazepine Oral Suspension, 300 mg/5 mL. 
 
Proposed Proprietary Name:  None 
____________________________________________________________________________________ 
___________________________________________________________________________________ 
 
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
 
Do you have 12 Final Printed Labels and Labeling?   E-submission  

 
CONTAINER:  250 mL  
 
• Satisfactory in final print as of August 17, 2007 submission. 
 
CARTON:  250 mL. 
 
• Satisfactory in final print as of August 17, 2007 submission. 
    
PROFESSIONAL PACKAGE INSERT  
 
• Satisfactory in final print as of May 21, 2009 submission. 
 
REVISIONS NEEDED POST-APPROVAL:  None 
  
 
NOTE TO CHEMIST:  None 
 
FOR THE RECORD: 

 
 

1. MODEL LABELING 
 

This review was based on the labeling for Trileptal® by Novartis [NDA 21-285/S-021; approved 
April 23, 2009].   

    
2. USP ITEM 

 
   No 
 
3. PROPRIETARY NAME 

 
   None 
 

4. PATENTS/EXCLUSIVITIES  





 3

  RLD:   Bottle of 250 mL. 
      
  ANDA:  Bottle of 250 mL. 

 
9. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 

 
  RLD:   Store at 25° C (77°F); excursions permitted to 15°-30°C (59°-86°F)  
     [see USP Controlled Room Temperature] 
  
  ANDA: Store at 20°-25° (68° – 77°F) [see USP Controlled Room Temperature] 
 

 
Date of Review:  May 29, 2009  Date of Submission: May 21, 2009 
 
 
Primary Reviewer:  _____________________  ___________ 
      Melaine Shin       Date: 
 
Team Leader:   ____________________   ___________ 
      Lillie Golson       Date: 
 
 
 
cc:   ANDA 78-734 
   DUP/DIVISION FILE 

 HFD-613/MShin/LGolson  (no cc) 
 APPROVAL SUMMARY 
 M:\LABELING REVIEWS\ANDA 78-734 Oxcarbazepine Oral Sus (ranbaxy)\78734 Ap2.Labeling 
  review.doc 
 FINAL:  May 29, 2009 





section). Studies w th other oral or implant contraceptives have not been conducted.
Calcium Antagonists
After repeated coadministration of oxcarbazepine, the AUC of felodipine was lowered by 28% [90% CI: 20 to 33].

Verapamil produced a decrease of 20% [90% CI: 18 to 27] of the plasma levels of MHD.
Other Drug Interactions
Cimetidine, erythromycin and dextropropoxyphene had no effect on the pharmacokinetics of MHD. Resu ts with warfarin show no evidence of interaction
with either single or repeated doses of oxcarbazepine.
Drug/Laboratory Test Interactions
There are no known interactions of oxcarbazepine with commonly used laboratory tests.
Carcinogenesis/Mutagenesis/Impairment of Fertility
In two-year carcinogenicity studies, oxcarbazepine was administered in the diet at doses of up to 100 mg/kg/day to mice and by gavage at doses of up to
250 mg/kg to rats, and the pharmacologically active 10-hydroxy metabolite (MHD) was administered orally at doses of up to 600 mg/kg/day to rats. In
mice, a dose-related increase in the incidence of hepatocellular adenomas was observed at oxcarbazepine doses ≥ 70 mg/kg/day or approximately 0.1 times
the maximum recommended human dose (MRHD) on a mg/m2 basis. In rats, the incidence of hepatocellular carcinomas was increased in females treated
with oxcarbazepine at doses ≥ 25 mg/kg/day (0.1 times the MRHD on a mg/m2 basis), and incidences of hepatocellular adenomas and/or carcinomas were
increased in males and females treated w th MHD at doses of 600 mg/kg/day (2.4 times the MRHD on a mg/m2 basis) and ≥ 250 mg/kg/day (equivalent
to the MRHD on a mg/m2 basis), respectively. There was an increase in the incidence of benign testicular interstitial cell tumors in rats at 250 mg oxcar-
bazepine/kg/day and at ≥ 250 mg MHD/kg/day, and an increase in the incidence of granular cell tumors in the cervix and vagina in rats at 600 mg
MHD/kg/day.

Oxcarbazepine increased mutation frequencies in the Ames test in vitro in the absence of metabolic activation in one of five bacterial strains. Both
oxcarbazepine and MHD produced increases in chromosomal aberrations and polyploidy in the Chinese hamster ovary assay in vitro in the absence of meta-
bolic activation. MHD was negative in the Ames test and no mutagenic or clastogenic activity was found with either oxcarbazepine or MHD in V79 Chinese
hamster cells in vitro. Oxcarbazepine and MHD were both negative for clastogenic or aneugenic effects (micronucleus formation) in an in vivo rat bone
marrow assay.

In a fertility study in which rats were administered MHD (50, 150, or 450 mg/kg) orally prior to and during mating and early gestation, estrous cyc ic-
ity was disrupted and numbers of corpora lutea, implantations, and live embryos were reduced in females receiving the highest dose (approximately two
times the MRHD on a mg/m2 basis).
Pregnancy Category C
Increased incidences of fetal structural abnormalities and other manifestations of developmental toxicity (embryolethality, growth retardation) were ob-
served in the offspring of animals treated with either oxcarbazepine or its active 10-hydroxy metabolite (MHD) during pregnancy at doses similar to the
maximum recommended human dose.

When pregnant rats were given oxcarbazepine (30, 300, or 1000 mg/kg) orally throughout the period of organogenesis, increased incidences of fetal
malformations (craniofacial, cardiovascular, and skeletal) and variations were observed at the intermediate and high doses (approximately 1.2 and 4 times,
respectively, the maximum recommended human dose [MRHD] on a mg/m2 basis). Increased embryofetal death and decreased fetal body weights were
seen at the high dose. Doses ≥ 300 mg/kg were also maternally toxic (decreased body weight gain, clinical signs), but there is no evidence to suggest that
teratogenicity was secondary to the maternal effects.

In a study in which pregnant rabbits were orally administered MHD (20, 100, or 200 mg/kg) during organogenesis, embryofetal mortality was in-
creased at the highest dose (1.5 times the MRHD on a mg/m2 basis). This dose produced only minimal maternal toxicity.

In a study in which female rats were dosed orally with oxcarbazepine (25, 50, or 150 mg/kg) during the latter part of gestation and throughout the
lactation period, a persistent reduction in body weights and altered behavior (decreased activity) were observed in offspring exposed to the highest dose
(0.6 times the MRHD on a mg/m2 basis). Oral administration of MHD (25, 75, or 250 mg/kg) to rats during gestation and lactation resulted in a persist-
ent reduction in offspring weights at the highest dose (equivalent to the MRHD on a mg/m2 basis).

There are no adequate and well-controlled c inical studies of oxcarbazepine in pregnant women; however, oxcarbazepine is closely related structurally
to carbamazepine, which is considered to be teratogenic in humans. Given this fact, and the resu ts of the animal studies described, it is ikely that oxcar-
bazepine is a human teratogen. Oxcarbazepine should be used during pregnancy only if the potential benef t justifies the potential risk to the fetus.

To provide information regarding the effects of in utero exposure to oxcarbazepine, physicians are advised to recommend that pregnant patients tak-
ing oxcarbazepine enroll in the NAAED Pregnancy Registry. This can be done by cal ing the toll free number 1-888-233-2334, and must be done by pa-
tients themselves. Information on the registry can also be found at the website http://www.aedpregnancyregistry.org/.
Labor and Delivery
The effect of oxcarbazepine on labor and delivery in humans has not been evaluated.
Nursing Mothers
Oxcarbazepine and its active metabolite (MHD) are excreted in human breast m lk. A milk-to-plasma concentration ratio of 0.5 was found for both. Because
of the potential for serious adverse reactions to oxcarbazepine in nursing infants, a decision should be made about whether to discontinue nursing or to
discontinue the drug in nursing women, taking into account the importance of the drug to the mother.
Patients with Renal Impairment
In rena ly-impaired patients (creatinine clearance < 30 mL/min), the elimination half-life of MHD is prolonged with a corresponding two-fold increase in
AUC (see CLINICAL PHARMACOLOGY, Pharmacokinetics subsection). Oxcarbazepine therapy should be initiated at one-half the usual starting dose and
increased, f necessary, at a slower than usual rate until the desired c inical response is achieved.
Pediatric Use
Oxcarbazepine is indicated for use as adjunctive therapy for partial seizures in patients aged 2 to 16 years. Oxcarbazepine is also indicated as monother-
apy for partial seizures in patients aged 4 to 16 years. Oxcarbazepine has been given to 898 patients between the ages of 1 month to 17 years in controlled
clinical trials (332 treated as monotherapy) and about 677 patients between the ages of 1 month to 17 years in other trials (See ADVERSE REACTIONS
section for a description of the adverse events associated with oxcarbazepine use in this population).
Geriatric Use
There were 52 patients over age 65 in controlled clinical trials and 565 patients over the age of 65 in other trials. Following administration of single (300
mg) and multiple (600 mg/day) doses of oxcarbazepine in elderly volunteers (60 to 82 years of age), the maximum plasma concentrations and AUC val-
ues of MHD were 30% to 60% higher than in younger volunteers (18 to 32 years of age). Comparisons of creatinine clearance in young and elderly vol-
unteers indicate that the difference was due to age-related reductions in creatinine clearance.
ADVERSE REACTIONS
Most Common Adverse Events in All Clinical Studies
Adjunctive Therapy/Monotherapy in Adults Previously Treated with other AEDs: The most commonly observed (≥ 5%) adverse experiences seen in as-
sociation with oxcarbazepine and substantially more frequent than in placebo-treated patients were: Dizziness, somnolence, diplopia, fatigue, nausea,
vomiting, ataxia, abnormal vision, abdominal pain, tremor, dyspepsia, abnormal gait.

Approximately 23% of these 1537 adu t patients discontinued treatment because of an adverse experience. The adverse experiences most com-
monly associated with discontinuation were: Dizziness (6.4%), diplopia (5.9%), ataxia (5.2%), vomiting (5.1%), nausea (4.9%), somnolence (3.8%),
headache (2.9%), fatigue (2.1%), abnormal vision (2.1%), tremor (1.8%), abnormal gait (1.7%), rash (1.4%), hyponatremia (1%).
Monotherapy in Adults Not Previously Treated with other AEDs: The most commonly observed (≥ 5%) adverse experiences seen in association with ox-
carbazepine in these patients were similar to those in previously treated patients.

Approximately 9% of these 295 adult patients discontinued treatment because of an adverse experience. The adverse experiences most commonly
associated with discontinuation were: Dizziness (1.7%), nausea (1.7%), rash (1.7%), headache (1.4%).
Adjunctive Therapy/Monotherapy in Pediatric Patients 4 Years Old and Above Previously Treated with other AEDs: The most commonly observed (≥
5%) adverse experiences seen in association w th oxcarbazepine in these patients were similar to those seen in adu ts.

Approximately 11% of these 456 pediatric patients discontinued treatment because of an adverse experience. The adverse experiences most com-
monly associated with discontinuation were: Somnolence (2.4%), vomiting (2%), ataxia (1.8%), diplopia (1.3%), dizziness (1.3%), fatigue (1.1%), nys-
tagmus (1.1%).
Monotherapy in Pediatric Patients 4 Years Old and Above Not Previously Treated with other AEDs: The most commonly observed (≥ 5%) adverse ex-
periences seen in association with oxcarbazepine in these patients were sim lar to those in adults.

Approximately 9.2% of 152 pediatric patients discontinued treatment because of an adverse experience. The adverse experiences most commonly
associated (≥ 1%) with discontinuation were rash (5.3%) and maculopapular rash (1.3%).
Adjunctive Therapy/Monotherapy in Pediatric Patients 1 month to < 4 years Old Previously Treated or Not Previously Treated with other AEDs: The
most commonly observed (≥ 5%) adverse experiences seen in association with oxcarbazepine in these patients were similar to those seen in older chil-
dren and adults except for infections and infestations which were more frequently seen in these younger children.
Approximately 11% of these 241 pediatric patients discontinued treatment because of an adverse experience. The adverse experiences most commonly
associated with discontinuation were: Convulsions (3.7%), status epilepticus (1.2%), and ataxia (1.2%).
Incidence in Controlled Clinical Studies: The prescr ber should be aware that the figures in Tables 4, 5, 6 and 7 cannot be used to predict the frequency
of adverse experiences in the course of usual medical practice where patient characteristics and other factors may differ from those prevailing during clin-
ical studies. Similarly, the cited frequencies cannot be directly compared with figures obtained from other clinical investigations involving different treat-
ments, uses, or investigators. An inspection of these frequencies, however, does provide the prescriber with one basis to estimate the relative contr bution
of drug and nondrug factors to the adverse event incidences in the population studied.
Controlled Clinical Studies of Adjunctive Therapy/Monotherapy in Adults Previously Treated with other AEDs: Table 4 lists treatment-emergent signs
and symptoms that occurred in at least 2% of adu t patients with epilepsy treated with oxcarbazepine or placebo as adjunctive treatment and were nu-
merically more common in the patients treated with any dose of oxcarbazepine. Table 5 lists treatment-emergent signs and symptoms in patients con-
verted from other AEDs to either high dose oxcarbazepine or low dose (300 mg) oxcarbazepine. Note that in some of these monotherapy studies patients
who dropped out during a preliminary tolerability phase are not included in the tables.

Table 4: Treatment-Emergent Adverse Event Incidence in a Controlled Clinical Study of Adjunctive Therapy in Adults (Events in at Least 2% of Pa-
tients Treated with 2400 mg/day of Oxcarbazepine and Numerically More Frequent Than in the Placebo Group)

Oxcarbazepine Dosage (mg/day)
Body System/ OXC 600 OXC 1200 OXC 2400 Placebo
Adverse Event N = 163 % N = 171 % N = 126 % N = 166 %
Body as a Whole

Fatigue 15 12 15 7
Asthenia 6 3 6 5
Edema Legs 2 1 2 1
Weight Increase 1 2 2 1
Feeling Abnormal 0 1 2 0

Cardiovascular System
Hypotension 0 1 2 0

Digestive System
Nausea 15 25 29 10
Vomiting 13 25 36 5
Pain Abdominal 10 13 11 5
Diarrhea 5 6 7 6
Dyspepsia 5 5 6 2
Constipation 2 2 6 4
Gastritis 2 1 2 1

Metabolic and Nutritional Disorders
Hyponatremia 3 1 2 1

Musculoskeletal System
Muscle Weakness 1 2 2 0
Sprains and Strains 0 2 2 1

Nervous System
Headache 32 28 26 23
Dizziness 26 32 49 13
Somnolence 20 28 36 12
Ataxia 9 17 31 5
Nystagmus 7 20 26 5
Gait Abnormal 5 10 17 1
Insomnia 4 2 3 1
Tremor 3 8 16 5
Nervousness 2 4 2 1
Agitation 1 1 2 1
Coordination Abnormal 1 3 2 1
EEG Abnormal 0 0 2 0
Speech Disorder 1 1 3 0
Confusion 1 1 2 1
Cranial Injury NOS 1 0 2 1
Dysmetria 1 2 3 0
Thinking Abnormal 0 2 4 0

Respiratory System
Rhinitis 2 4 5 4

Skin and Appendages
Acne 1 2 2 0

Special Senses
Diplopia 14 30 40 5
Vertigo 6 12 15 2
Vision Abnormal 6 14 13 4
Accommodation Abnormal 0 0 2 0

Table 5: Treatment-Emergent Adverse Event Incidence in Controlled Clinical Studies of Monotherapy in Adults Previously Treated with Other AEDs
(Events in at Least 2% of Patients Treated with 2400 mg/day of Oxcarbazepine and Numerically More Frequent Than in the Low Dose Control

Group)
Oxcarbazepine Dosage (mg/day)

Body System/ 2400 300
Adverse Event N = 86 % N = 86 %
Body as a Whole

Fatigue 21 5
Fever 3 0
A lergy 2 0
Edema Generalized 2 1
Pain Chest 2 0

Digestive System
Nausea 22 7
Vom ting 15 5
Diarrhea 7 5
Dyspepsia 6 1
Anorexia 5 3
Pain Abdominal 5 3
Mouth Dry 3 0
Hemorrhage Rectum 2 0
Toothache 2 1

Hemic and Lymphatic System
Lymphadenopathy 2 0

Infections and Infestations
Infection Viral 7 5
Infection 2 0

Metabolic and Nutritional Disorders
Hyponatremia 5 0
Thirst 2 0

Nervous System
Headache 31 15
Dizziness 28 8
Somnolence 19 5
Anxiety 7 5
Ataxia 7 1
Confusion 7 0
Nervousness 7 0
Insomnia 6 3
Tremor 6 3
Amnesia 5 1
Convulsions

Aggravated 5 2
Emotional Labil ty 3 2
Hypoesthesia 3 1
Coordination Abnormal 2 1
Nystagmus 2 0
Speech Disorder 2 0

Respiratory System
Upper Respiratory Tract Infection 10 5
Coughing 5 0
Bronch tis 3 0
Pharyngitis 3 0

Skin and Appendages
Hot Flushes 2 1
Purpura 2 0

Special Senses
Vision Abnormal 14 2
Diplopia 12 1
Taste Perversion 5 0
Vertigo 3 0
Earache 2 1
Ear Infection NOS 2 0

Urogenital and Reproductive System
Urinary Tract Infection 5 1
Micturition Frequency 2 1
Vaginitis 2 0

Controlled Clinical Study of Monotherapy in Adults Not Previously Treated with other AEDs: Table 6 lists treatment-emergent signs and symptoms in
a controlled clinical study of monotherapy in adults not previously treated w th other AEDs that occurred in at least 2% of adult patients w th epilepsy treated
with oxcarbazepine or placebo and were numerically more common in the patients treated w th oxcarbazepine.

Table 6: Treatment-Emergent Adverse Event Incidence in a Controlled Clinical Study of Monotherapy in Adults Not Previously Treated with Other
AEDs (Events in at Least 2% of Patients Treated with Oxcarbazepine and Numerically

More Frequent Than in the Placebo Group)
Body System/ Oxcarbazepine Placebo
Adverse Event N = 55 % N = 49 %
Body as a Whole

Falling Down NOS 4 0
Digestive System

Nausea 16 12
Diarrhea 7 2
Vomiting 7 6
Constipation 5 0
Dyspepsia 5 4

Musculoskeletal System
Pain Back 4 2

Nervous System
Dizziness 22 6
Headache 13 10
Ataxia 5 0
Nervousness 5 2
Amnesia 4 2
Coordination Abnormal 4 2
Tremor 4 0

Respiratory System
Upper Respiratory Tract Infection 7 0
Epistaxis 4 0
Infection Chest 4 0
Sinusitis 4 2

Skin and Appendages
Rash 4 2

Special Senses
Vision Abnormal 4 0

Controlled Clinical Studies of Adjunctive Therapy/Monotherapy in Pediatric Patients Previously Treated with other AEDs: Table 7 lists treatment-
emergent signs and symptoms that occurred in at least 2% of pediatric patients with epilepsy treated with oxcarbazepine or placebo as adjunctive treat-
ment and were numerica ly more common in the patients treated with oxcarbazepine.

Table 7: Treatment-Emergent Adverse Event Incidence in Controlled Clinical Studies of Adjunctive Therapy/Monotherapy in
Pediatric Patients Previously Treated with Other AEDs (Events in at Least 2% of Patients Treated with Oxcarbazepine

and Numerically More Frequent Than in the Placebo Group)

Body System/ Oxcarbazepine Placebo
Adverse Event N = 171 % N = 139 %
Body as a Whole

Fatigue 13 9
Allergy 2 0
Asthenia 2 1

Digestive System
Vomiting 33 14
Nausea 19 5
Constipation 4 1
Dyspepsia 2 0

Nervous System
Headache 31 19
Somnolence 31 13
Dizziness 28 8
Ataxia 13 4
Nystagmus 9 1
Emotional Labi ity 8 4
Gait Abnormal 8 3
Tremor 6 4
Speech Disorder 3 1
Concentration Impaired 2 1
Convulsions 2 1
Muscle Contractions Involuntary 2 1

Respiratory System
Rhinitis 10 9
Pneumonia 2 1

Skin and Appendages
Bruising 4 2
Sweating Increased 3 0

Special Senses
Diplopia 17 1
Vision Abnormal 13 1
Vertigo 2 0

Other Events Observed in Association with the Administration of Oxcarbazepine

In the paragraphs that fo low, the adverse events other than those in the preceding tables or text, that occurred in a total of 565 ch ldren and 1574 adults
exposed to oxcarbazepine and that are reasonably likely to be related to drug use are presented. Events common in the population, events reflecting
chronic llness and events ikely to reflect concomitant illness are omitted particularly f minor. They are listed in order of decreasing frequency. Because
the reports cite events observed in open label and uncontrolled trials, the role of oxcarbazepine in their causation cannot be reliably determined.
Body as a Whole: Fever, malaise, pain chest precordial, rigors, weight decrease.
Cardiovascular System: Bradycardia, cardiac failure, cerebral hemorrhage, hypertension, hypotension postural, palpitation, syncope, tachycardia.
Digestive System: Appet te increased, blood in stool, cholel thiasis, colitis, duodenal ulcer, dysphagia, enteritis, eructation, esophagitis, flatulence, gas-
tric ulcer, gingival bleeding, gum hyperplasia, hematemesis, hemorrhage rectum, hemorrhoids, hiccup, mouth dry, pain biliary, pain right hypochondrium,
retching, sialoadenitis, stomatitis, stomat tis ulcerative.
Hemic and Lymphatic System: Leukopenia, thrombocytopenia.
Laboratory Abnormality: Gamma-GT increased, hyperglycemia, hypocalcemia, hypoglycemia, hypokalemia, liver enzymes elevated, serum transaminase
increased.
Musculoskeletal System: Hypertonia muscle.
Nervous System: Aggressive reaction, amnesia, anguish, anxiety, apathy, aphasia, aura, convulsions aggravated, delirium, delusion, depressed level of
consciousness, dysphonia, dystonia, emotional lability, euphoria, extrapyramidal disorder, feeling drunk, hemiplegia, hyperkinesia, hyperreflexia, hypoes-
thesia, hypokinesia, hyporeflexia, hypotonia, hysteria, libido decreased, ibido increased, manic reaction, migraine, muscle contractions involuntary, nerv-
ousness, neuralgia, oculogyric crisis, panic disorder, paralysis, paroniria, personality disorder, psychosis, ptosis, stupor, tetany.
Respiratory System: Asthma, dyspnea, epistaxis, laryngismus, pleurisy.
Skin and Appendages: Acne, alopecia, angioedema, bruising, dermatitis contact, eczema, facial rash, flushing, follicu itis, heat rash, hot flushes, photo-
sensitivity reaction, pruritus genital, psoriasis, purpura, rash erythematous, rash maculopapular, viti igo, urticaria.
Special Senses: Accommodation abnormal, cataract, conjunctival hemorrhage, edema eye, hemianopia, mydriasis, otitis externa, photophobia, scotoma,
taste perversion, tinnitus, xerophthalmia.
Surgical and Medical Procedures: Procedure dental oral, procedure female reproductive, procedure musculoskeletal, procedure skin.
Urogenital and Reproductive System: Dysuria, hematuria, intermenstrual bleeding, leukorrhea, menorrhagia, micturition frequency, pain renal, pain uri-
nary tract, polyuria, priapism, renal calculus.
Other: Systemic lupus erythematosus.
Postmarketing and Other Experience
The following adverse events not seen in controlled clinical trials have been observed in named patient programs or postmarketing experience:
Body as a Whole: Multi-organ hypersensitivity disorders characterized by features such as rash, fever, lymphadenopathy, abnormal iver function tests,
eosinophilia and arthralgia (see PRECAUTIONS, Multi-Organ Hypersensitivity subsection).
Anaphylaxis (see WARNINGS, Anaphylactic Reactions and Angioedema subsection).
Skin and Appendages: Erythema multiforme, Stevens-Johnson syndrome, toxic epidermal necrolysis (see WARNINGS, Serious Dermatological Reac-
tions subsection).
DRUG ABUSE AND DEPENDENCE
Abuse
The abuse potential of oxcarbazepine has not been evaluated in human studies.
Dependence
Intragastric injections of oxcarbazepine to four cynomolgus monkeys demonstrated no signs of physical dependence as measured by the desire to self-
administer oxcarbazepine by lever pressing activity.
OVERDOSAGE
Human Overdose Experience
Isolated cases of overdose with oxcarbazepine have been reported. The maximum dose taken was approximately 24,000 mg. All patients recovered with
symptomatic treatment.
Treatment and Management
There is no specific antidote. Symptomatic and supportive treatment should be administered as appropriate. Removal of the drug by gastric lavage and/or
inactivation by administering activated charcoal should be considered.
DOSAGE AND ADMINISTRATION
Oxcarbazepine oral suspension is recommended as adjunctive treatment in the treatment of partial seizures in adults and children aged 2 to 16 years. Ox-
carbazepine oral suspension is also recommended as monotherapy in the treatment of partial seizures in adults and children aged 4 to 16 years. All dos-
ing should be given in a twice-a-day (BID) regimen. Oxcarbazepine oral suspension and oxcarbazepine film-coated tablets may be interchanged at equal
doses.
Oxcarbazepine oral suspension should be kept out of the reach and sight of children.

Before using oxcarbazepine oral suspension, shake the bottle well and prepare the dose immediately afterwards. The prescr bed amount of oral sus-
pension should be withdrawn from the bottle using the oral dosing syringe supplied. Oxcarbazepine oral suspension can be mixed in a sma l glass of water
just prior to administration or, a ternatively, may be swallowed directly from the syringe. After each use, close the bottle and rinse the syringe with warm
water and allow it to dry thoroughly.

Oxcarbazepine oral suspension can be taken with or without food (see CLINICAL PHARMACOLOGY, Pharmacokinetics subsection).
Adults
Adjunctive Therapy
Treatment with oxcarbazepine oral suspension should be initiated with a dose of 600 mg/day, given in a BID regimen. If clinically indicated, the dose may
be increased by a maximum of 600 mg/day at approximately weekly intervals; the recommended daily dose is 1200 mg/day. Daily doses above 1200
mg/day show somewhat greater effectiveness in controlled trials, but most patients were not able to tolerate the 2400 mg/day dose, primarily because of
CNS effects. It is recommended that the patient be observed closely and plasma levels of the concomitant AEDs be monitored during the period of ox-
carbazepine oral suspension titration, as these plasma levels may be a tered, especially at oxcarbazepine oral suspension doses greater than 1200 mg/day
(see PRECAUTIONS, Drug Interactions subsection).
Conversion to Monotherapy
Patients receiving concom tant AEDs may be converted to monotherapy by initiating treatment with oxcarbazepine oral suspension at 600 mg/day (given in
a BID regimen) while simultaneously in tiating the reduction of the dose of the concomitant AEDs. The concomitant AEDs should be completely withdrawn
over 3 to 6 weeks, while the maximum dose of oxcarbazepine oral suspension should be reached in about 2 to 4 weeks. Oxcarbazepine oral suspension may
be increased as clinically indicated by a maximum increment of 600 mg/day at approximately weekly intervals to achieve the recommended daily dose of
2400 mg/day. A daily dose of 1200 mg/day has been shown in one study to be effective in patients in whom monotherapy has been in tiated with oxcar-
bazepine oral suspension. Patients should be observed closely during this transition phase.
Initiation of Monotherapy
Patients not currently being treated with AEDs may have monotherapy initiated with oxcarbazepine oral suspension. In these patients, oxcarbazepine oral
suspension should be initiated at a dose of 600 mg/day (given in a BID regimen); the dose should be increased by 300 mg/day every third day to a dose
of 1200 mg/day. Controlled trials in these patients examined the effectiveness of a 1200 mg/day dose; a dose of 2400 mg/day has been shown to be ef-
fective in patients converted from other AEDs to oxcarbazepine oral suspension monotherapy (see above).
Pediatric Patients
Adjunctive Therapy (Aged 2 to 16 years)
In pediatric patients aged 4 to 16 years, treatment should be initiated at a daily dose of 8 to 10 mg/kg generally not to exceed 600 mg/day, given in a BID
regimen. The target maintenance dose of oxcarbazepine oral suspension should be achieved over two weeks, and is dependent upon patient weight, ac-
cording to the following chart:

20 to 29 kg - 900 mg/day
29.1 to 39 kg - 1200 mg/day
> 39 kg to 1800 mg/day

In the clinical trial, in which the intention was to reach these target doses, the median daily dose was 31 mg/kg with a range of 6 to 51 mg/kg.
In pediatric patients aged 2 to < 4 years, treatment should also be initiated at a daily dose of 8 to 10 mg/kg generally not to exceed 600 mg/day, given

in a BID regimen. For patients under 20 kg, a starting dose of 16 to 20 mg/kg may be considered (see CLINICAL PHARMACOLOGY). The maximum main-
tenance dose of oxcarbazepine oral suspension should be achieved over 2 to 4 weeks and should not exceed 60 mg/kg/day in a BID regimen.

In the clinical trial in pediatric patients (2 to 4 years of age) in which the intention was to reach the target dose of 60 mg/kg/day, 50% of patients reached
a final dose of at least 55 mg/kg/day.
Under adjunctive therapy (with and without enzyme-inducing AEDs), when normalized by body weight, apparent clearance (L/hr/kg) decreased when age
increased such that children 2 to < 4 years of age may require up to twice the oxcarbazepine dose per body weight compared to adults; and children 4 to
£ 12 years of age may require a 50% higher oxcarbazepine oral suspension dose per body weight compared to adults.
Conversion to Monotherapy (Aged 4 to 16 years)
Patients receiving concom tant antiepileptic drugs may be converted to monotherapy by initiating treatment with oxcarbazepine oral suspension at ap-
proximately 8 to 10 mg/kg/day given in a BID regimen, wh le simultaneously initiating the reduction of the dose of the concom tant antiepileptic drugs.
The concomitant antiepileptic drugs can be completely withdrawn over 3 to 6 weeks while oxcarbazepine oral suspension may be increased as clinically
indicated by a maximum increment of 10 mg/kg/day at approximately weekly intervals to achieve the recommended da ly dose. Patients should be observed
closely during this trans tion phase.
The recommended total daily dose of oxcarbazepine oral suspension is shown in the table below.
Initiation of Monotherapy (Aged 4 to 16 years)
Patients not currently being treated with antiepileptic drugs may have monotherapy initiated with oxcarbazepine oral suspension. In these patients, ox-
carbazepine oral suspension should be initiated at a dose of 8 to 10 mg/kg/day given in a BID regimen. The dose should be increased by 5 mg/kg/day every
third day to the recommended daily dose shown in the table below.

Table 8: Range of Maintenance Doses of Oxcarbazepine Oral Suspension for Children by Weight During Monotherapy
From To

Weight Dose Dose
in kg (mg/day) (mg/day)
20 600 900
25 900 1200
30 900 1200
35 900 1500
40 900 1500
45 1200 1500
50 1200 1800
55 1200 1800
60 1200 2100
65 1200 2100
70 1500 2100

Patients with Hepatic Impairment
In general, dose adjustments are not required in patients with mild-to-moderate hepatic impairment (see CLINICAL PHARMACOLOGY, Pharmacokinet-
ics, Special Populations subsection).
Patients with Renal Impairment
In patients w th impaired renal function (creatinine clearance < 30 mL/min) oxcarbazepine oral suspension therapy should be initiated at one-half the usual
starting dose (300 mg/day) and increased slowly to achieve the desired clinical response (see CLINICAL PHARMACOLOGY, Pharmacokinetics, Special
Populations subsection).
HOW SUPPLIED
300 mg/5mL (60 mg/mL)
Oxcarbazepine oral suspension is an off-white to slightly yellow liquid which contains 300 mg of oxcarbazepine per 5 mL and is filled in 250 mL amber
glass bottle with child resistant closure and is supplied with a 10 mL dosing syringe and press in bottle adapter.
NDC 63304-653-25 Bottle of 250 mL
Use within 7 weeks of first opening the bottle.
Store oxcarbazepine oral suspension in the original container. Shake well before using.
Store at 20 - 25° C (68 - 77° F) [See USP Controlled Room Temperature].
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

Manufactured for:
Ranbaxy Pharmaceuticals Inc.
Jacksonville, FL 32257 USA
by: Ohm Laboratories Inc.
Gloversv lle, NY 12078 USA
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Manufactured for: 
Ranbaxy Pharmaceuticals Inc.
Jacksonville, FL 32257 USA
by: Ohm Laboratories Inc.
Gloversville, NY 12078 0807

Each 5 mL contains 300 mg 
oxcarbazepine.

IMPORTANT: Shake well before using.

For oral use only.

Usual Dosage: See package insert.

See enclosed Oxcarbazepine 
Oral Suspension Instruction Sheet.

Store in original container.

Use within 7 weeks of first opening 
the bottle.

Store at 20 - 25°C (68 - 77°F). [See 
USP Controlled Room Temperature].

Keep this and all drugs out of the reach 
of children.
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In a fertility study in which rats were administered MHD (50, 150, or 450 mg/kg) orally prior to and during mating and early gestation, estrous
cyclicity was disrupted and numbers of corpora lutea, implantations, and live embryos were reduced in females receiving the highest dose (ap-
proximately two times the MRHD on a mg/m2 basis).
Pregnancy Category C
Increased incidences of fetal structural abnormalities and other manifestations of developmental toxicity (embryolethality, growth retardation)
were observed in the offspring of animals treated with either oxcarbazepine or its active 10-hydroxy metabolite (MHD) during pregnancy at
doses similar to the maximum recommended human dose.

When pregnant rats were given oxcarbazepine (30, 300, or 1000 mg/kg) orally throughout the period of organogenesis, increased incidences
of fetal malformations (craniofacial, cardiovascular, and skeletal) and variations were observed at the intermediate and high doses (approximately
1.2 and 4 times, respectively, the maximum recommended human dose [MRHD] on a mg/m2 basis). Increased embryofetal death and decreased
fetal body weights were seen at the high dose. Doses ≥ 300 mg/kg were also maternally toxic (decreased body weight gain, clinical signs), but
there is no evidence to suggest that teratogenicity was secondary to the maternal effects.

In a study in which pregnant rabbits were orally administered MHD (20, 100, or 200 mg/kg) during organogenesis, embryofetal mortality
was increased at the highest dose (1.5 times the MRHD on a mg/m2 basis). This dose produced only minimal maternal toxicity.

In a study in which female rats were dosed orally with oxcarbazepine (25, 50, or 150 mg/kg) during the latter part of gestation and throughout
the lactation period, a persistent reduction in body weights and altered behavior (decreased activity) were observed in offspring exposed to the
highest dose (0.6 times the MRHD on a mg/m2 basis). Oral administration of MHD (25, 75, or 250 mg/kg) to rats during gestation and lactation
resulted in a persistent reduction in offspring weights at the highest dose (equivalent to the MRHD on a mg/m2 basis).

There are no adequate and well-controlled clinical studies of oxcarbazepine in pregnant women; however, oxcarbazepine is closely related
structurally to carbamazepine, which is considered to be teratogenic in humans. Given this fact, and the results of the animal studies described,
it is likely that oxcarbazepine is a human teratogen. Oxcarbazepine should be used during pregnancy only f the potential benefit justifies the po-
tential risk to the fetus.
Labor and Delivery
The effect of oxcarbazepine on labor and delivery in humans has not been evaluated.
Nursing Mothers
Oxcarbazepine and ts active metabolite (MHD) are excreted in human breast milk. A milk-to-plasma concentration ratio of 0.5 was found for both.
Because of the potential for serious adverse reactions to oxcarbazepine in nursing infants, a decision should be made about whether to discontinue
nursing or to discontinue the drug in nursing women, taking into account the importance of the drug to the mother.
Patients with Renal Impairment
In renally-impaired patients (creatinine clearance < 30 mL/min), the elimination half- ife of MHD is prolonged with a corresponding two-fold in-
crease in AUC (see CLINICAL PHARMACOLOGY, Pharmacokinetics subsection). Oxcarbazepine therapy should be initiated at one-half the usual
starting dose and increased, if necessary, at a slower than usual rate until the desired clinical response is achieved.
Pediatric Use
Oxcarbazepine is indicated for use as adjunctive therapy for partial seizures in patients aged 4 to 16 years. Oxcarbazepine is also indicated as
monotherapy for partial seizures in patients aged 4 to 16 years. Oxcarbazepine has been given to 770 patients between the ages of 3 to 17 years
in controlled clinical trials (332 treated as monotherapy) and about 615 patients between the ages of 3 to 17 years in other trials. (See ADVERSE
REACTIONS section for a description of the adverse events associated with oxcarbazepine use in this population.)
Additional pediatric use information in patients ages 2 to 4 years is approved for Novartis Pharmaceuticals corporation’s oxcarbazepine tablets
and oral suspension. However due to Novartis’ marketing exclusivity rights, this drug product is not labeled for this pediatric age group.
Geriatric Use
There were 52 patients over age 65 in contro led clinical trials and 565 patients over the age of 65 in other trials. Following administration of single
(300 mg) and multiple (600 mg/day) doses of oxcarbazepine in elderly volunteers (60 to 82 years of age), the maximum plasma concentrations
and AUC values of MHD were 30% to 60% higher than in younger volunteers (18 to 32 years of age). Comparisons of creatinine clearance in
young and elderly volunteers indicate that the difference was due to age-related reductions in creatinine clearance.
ADVERSE REACTIONS
Most Common Adverse Events in All Clinical Studies
Adjunctive Therapy/Monotherapy in Adults Previously Treated with other AEDs: The most commonly observed (≥ 5%) adverse experiences
seen in association with oxcarbazepine and substantially more frequent than in placebo-treated patients were: Dizziness, somnolence, diplopia,
fatigue, nausea, vomiting, ataxia, abnormal vision, abdominal pain, tremor, dyspepsia, abnormal gait.

Approximately 23% of these 1,537 adult patients discontinued treatment because of an adverse experience. The adverse experiences most
commonly associated with discontinuation were: Dizziness (6.4%), diplopia (5.9%), ataxia (5.2%), vomiting (5.1%), nausea (4.9%), somnolence
(3.8%), headache (2.9%), fatigue (2.1%), abnormal vision (2.1%), tremor (1.8%), abnormal gait (1.7%), rash (1.4%), hyponatremia (1%).
Monotherapy in Adults not Previously Treated with other AEDs: The most commonly observed (≥ 5%) adverse experiences seen in association
with oxcarbazepine in these patients were similar to those in previously treated patients.

Approximately 9% of these 295 adult patients discontinued treatment because of an adverse experience. The adverse experiences most com-
monly associated with discontinuation were: Dizziness (1.7%), nausea (1.7%), rash (1.7%), headache (1.4%).
Adjunctive Therapy/Monotherapy in Pediatric Patients 4 Years Old and Above Previously Treated with other AEDs: The most commonly ob-
served (≥ 5%) adverse experiences seen in association with oxcarbazepine in these patients were similar to those seen in adults.

Approximately 11% of these 456 pediatric patients discontinued treatment because of an adverse experience. The adverse experiences
most commonly associated with discontinuation were: Somnolence (2.4%), vomiting (2%), ataxia (1.8%), diplopia (1.3%), dizziness (1.3%),
fatigue (1.1%), nystagmus (1.1%).
Monotherapy in Pediatric Patients 4 Years Old and Above not Previously Treated with other AEDs: The most commonly observed (≥ 5%) ad-
verse experiences seen in association w th oxcarbazepine in these patients were similar to those in adults.

Approximately 9.2% of 152 pediatric patients discontinued treatment because of an adverse experience. The adverse experiences most com-
monly associated (≥ 1%) with discontinuation were rash (5.3%) and maculopapular rash (1.3%).
Adjunctive Therapy/Monotherapy in Pediatric Patients 1 month to < 4 Old Previously Treated or not Previously Treated with other AEDs:
The most commonly observed (≥ 5%) adverse experiences seen in association with oxcarbazepine in these patients were similar to those seen
in older children and adults except for infections and infestations which were more frequently seen in these younger children.
Approximately 11% of these 241 pediatric patients discontinued treatment because of an adverse experience. The adverse experiences most com-
monly associated with discontinuation were: Convulsions (3.7%), status epilepticus (1.2%), and ataxia (1.2%).
Incidence in Controlled Clinical Studies: The prescriber should be aware that the figures in Tables 3, 4, 5 and 6 cannot be used to predict the
frequency of adverse experiences in the course of usual medical practice where patient characteristics and other factors may differ from those
prevailing during clinical studies. Similarly, the cited frequencies cannot be directly compared with figures obtained from other clinical investi-
gations involving different treatments, uses, or investigators. An inspection of these frequencies, however, does provide the prescriber with one
basis to estimate the relative contribution of drug and nondrug factors to the adverse event incidences in the population studied.
Controlled Clinical Studies of Adjunctive Therapy/Monotherapy in Adults Previously Treated with other AEDs: Table 3 lists treatment-emergent
signs and symptoms that occurred in at least 2% of adult patients with epilepsy treated with oxcarbazepine or placebo as adjunctive treatment
and were numerically more common in the patients treated with any dose of oxcarbazepine. Table 4 lists treatment-emergent signs and symptoms
in patients converted from other AEDs to either high dose oxcarbazepine or low dose (300 mg) oxcarbazepine. Note that in some of these
monotherapy studies patients who dropped out during a preliminary tolerability phase are not included in the tables.

Table 3: Treatment-Emergent Adverse Event Incidence in a Controlled Clinical Study of Adjunctive Therapy in Adults (Events in at Least
2% of Patients Treated with 2400 mg/day of Oxcarbazepine and Numerically More Frequent Than in the Placebo Group)

Oxcarbazepine Dosage (mg/day)
Body System/ OXC 600 OXC 1200 OXC 2400 Placebo
Adverse Event N = 163 % N = 171 % N = 126 % N = 166 %
Body as a Whole

Fatigue 15 12 15 7
Asthenia 6 3 6 5
Edema Legs 2 1 2 1
Weight Increase 1 2 2 1
Feeling Abnormal 0 1 2 0

Cardiovascular System
Hypotension 0 1 2 0

Digestive System
Nausea 15 25 29 10
Vom ting 13 25 36 5
Pain Abdominal 10 13 11 5
Diarrhea 5 6 7 6
Dyspepsia 5 5 6 2
Constipation 2 2 6 4
Gastritis 2 1 2 1

Metabolic and Nutritional Disorders
Hyponatremia 3 1 2 1

Musculoskeletal System
Muscle Weakness 1 2 2 0
Sprains and Strains 0 2 2 1

Nervous System
Headache 32 28 26 23
Dizziness 26 32 49 13
Somnolence 20 28 36 12
Ataxia 9 17 31 5
Nystagmus 7 20 26 5
Gait Abnormal 5 10 17 1
Insomnia 4 2 3 1
Tremor 3 8 16 5
Nervousness 2 4 2 1
Agitation 1 1 2 1
Coordination Abnormal 1 3 2 1
EEG Abnormal 0 0 2 0
Speech Disorder 1 1 3 0
Confusion 1 1 2 1
Cranial Injury NOS 1 0 2 1
Dysmetria 1 2 3 0
Thinking Abnormal 0 2 4 0

Respiratory System
Rhinitis 2 4 5 4

Skin and Appendages
Acne 1 2 2 0

Special Senses
Diplopia 14 30 40 5
Vertigo 6 12 15 2
Vision Abnormal 6 14 13 4
Accommodation Abnormal 0 0 2 0

Table 4: Treatment-Emergent Adverse Event Incidence in Controlled Clinical Studies of Monotherapy in Adults Previously Treated with
Other AEDs (Events in at Least 2% of Patients Treated with 2400 mg/day of Oxcarbazepine and Numerically More Frequent Than in the

Low Dose Control Group)
Oxcarbazepine Dosage (mg/day)

Body System/ 2400 300
Adverse Event N = 86 % N = 86 %
Body as a Whole

Fatigue 21 5
Fever 3 0
Allergy 2 0
Edema Generalized 2 1
Pain Chest 2 0

Digestive System
Nausea 22 7
Vomiting 15 5
Diarrhea 7 5
Dyspepsia 6 1
Anorexia 5 3
Pain Abdominal 5 3
Mouth Dry 3 0
Hemorrhage Rectum 2 0
Toothache 2 1

Hemic and Lymphatic System
Lymphadenopathy 2 0

Infections and Infestations
Infection Viral 7 5
Infection 2 0

Metabolic and Nutritional Disorders
Hyponatremia 5 0
Thirst 2 0

Nervous System
Headache 31 15
Dizziness 28 8
Somnolence 19 5
Anxiety 7 5
Ataxia 7 1
Confusion 7 0
Nervousness 7 0
Insomnia 6 3
Tremor 6 3
Amnesia 5 1
Convulsions

Aggravated 5 2
Emotional Lability 3 2
Hypoesthesia 3 1
Coordination Abnormal 2 1
Nystagmus 2 0
Speech Disorder 2 0

Respiratory System
Upper Respiratory Tract Infection 10 5
Coughing 5 0
Bronchitis 3 0
Pharyngitis 3 0

Skin and Appendages
Hot Flushes 2 1
Purpura 2 0

Special Senses
Vision Abnormal 14 2
Diplopia 12 1
Taste Perversion 5 0
Vertigo 3 0
Earache 2 1
Ear Infection NOS 2 0

Urogenital and Reproductive System
Urinary Tract Infection 5 1
Micturition Frequency 2 1
Vaginitis 2 0

Controlled Clinical Study of Monotherapy in Adults not Previously Treated with other AEDs: Table 5 lists treatment-emergent signs and symp-
toms in a controlled clinical study of monotherapy in adults not previously treated with other AEDs that occurred in at least 2% of adult patients
with epilepsy treated with oxcarbazepine or placebo and were numerically more common in the patients treated with oxcarbazepine.
Table 5: Treatment-Emergent Adverse Event Incidence in a Controlled Clinical Study of Monotherapy in Adults not Previously Treated with

Other AEDs (Events in at Least 2% of Patients Treated with Oxcarbazepine and Numerically
More Frequent Than in the Placebo Group)

Body System/ Oxcarbazepine Placebo
Adverse Event N = 55 % N = 49 %
Body as a Whole

Falling Down NOS 4 0
Digestive System

Nausea 16 12
Diarrhea 7 2
Vomiting 7 6
Constipation 5 0
Dyspepsia 5 4

Musculoskeletal System
Pain Back 4 2

Nervous System
Dizziness 22 6
Headache 13 10
Ataxia 5 0
Nervousness 5 2
Amnesia 4 2
Coordination Abnormal 4 2
Tremor 4 0

Respiratory System
Upper Respiratory Tract Infection 7 0
Epistaxis 4 0
Infection Chest 4 0
Sinusitis 4 2

Skin and Appendages
Rash 4 2

Special Senses
Vision Abnormal 4 0

Controlled Clinical Studies of Adjunctive Therapy/Monotherapy in Pediatric Patients Previously Treated with other AEDs: Table 6 lists treat-
ment-emergent signs and symptoms that occurred in at least 2% of pediatric patients with ep lepsy treated with oxcarbazepine or placebo as
adjunctive treatment and were numerically more common in the patients treated with oxcarbazepine.

Table 6: Treatment-Emergent Adverse Event Incidence in Controlled Clinical Studies of Adjunctive Therapy/Monotherapy in
Pediatric Patients Previously Treated with Other AEDs (Events in at Least 2% of Patients Treated with Oxcarbazepine

and Numerically More Frequent Than in the Placebo Group)

Body System/ Oxcarbazepine Placebo
Adverse Event N = 171 % N = 139 %
Body as a Whole

Fatigue 13 9
A lergy 2 0
Asthenia 2 1

Digestive System
Vomiting 33 14
Nausea 19 5
Constipation 4 1
Dyspepsia 2 0

Nervous System
Headache 31 19
Somnolence 31 13
Dizziness 28 8
Ataxia 13 4
Nystagmus 9 1
Emotional Lability 8 4
Gait Abnormal 8 3
Tremor 6 4
Speech Disorder 3 1
Concentration Impaired 2 1
Convulsions 2 1
Muscle Contractions Involuntary 2 1

Respiratory System
Rhinitis 10 9
Pneumonia 2 1

Skin and Appendages
Bruising 4 2
Sweating Increased 3 0

Special Senses
Diplopia 17 1
Vision Abnormal 13 1
Vertigo 2 0

Other Events Observed in Association with the Administration of Oxcarbazepine
In the paragraphs that follow, the adverse events other than those in the preceding tables or text, that occurred in a total of 565 children and
1,574 adults exposed to oxcarbazepine and that are reasonably likely to be related to drug use are presented. Events common in the population,
events reflecting chronic illness and events likely to reflect concomitant illness are omitted particularly if minor. They are listed in order of de-
creasing frequency. Because the reports cite events observed in open label and uncontrolled trials, the role of oxcarbazepine in their causation
cannot be re iably determined.
Body as a Whole: Fever, malaise, pain chest precordial, rigors, weight decrease.
Cardiovascular System: Bradycardia, cardiac failure, cerebral hemorrhage, hypertension, hypotension postural, palpitation, syncope, tachycardia.

Digestive System: Appetite increased, blood in stool, cholelithiasis, colitis, duodenal ulcer, dysphagia, enteritis, eructation, esophagitis, flatulence,
gastric ulcer, gingival bleeding, gum hyperplasia, hematemesis, hemorrhage rectum, hemorrhoids, hiccup, mouth dry, pain biliary, pain right
hypochondrium, retching, sialoadenitis, stomatitis, stomatitis ulcerative.
Hemic and Lymphatic System: Leukopenia, thrombocytopenia.
Laboratory Abnormality: Gamma-GT increased, hyperglycemia, hypocalcemia, hypoglycemia, hypokalemia, liver enzymes elevated, serum
transaminase increased.
Musculoskeletal System: Hypertonia muscle.
Nervous System: Aggressive reaction, amnesia, anguish, anxiety, apathy, aphasia, aura, convulsions aggravated, delirium, delusion, depressed
level of consciousness, dysphonia, dystonia, emotional lability, euphoria, extrapyramidal disorder, feeling drunk, hemiplegia, hyperkinesia, hy-
perreflexia, hypoesthesia, hypokinesia, hyporeflexia, hypotonia, hysteria, libido decreased, libido increased, manic reaction, migraine, muscle con-
tractions involuntary, nervousness, neuralgia, oculogyric crisis, panic disorder, paralysis, paroniria, personality disorder, psychosis, ptosis,
stupor, tetany.
Respiratory System: Asthma, dyspnea, epistaxis, laryngismus, pleurisy.
Skin and Appendages: Acne, alopecia, angioedema, bruising, dermatitis contact, eczema, facial rash, flushing, folliculitis, heat rash, hot flushes,
photosensitivity reaction, pruritus genital, psoriasis, purpura, rash erythematous, rash maculopapular, vitiligo, urticaria.
Special Senses: Accommodation abnormal, cataract, conjunctival hemorrhage, edema eye, hemianopia, mydriasis, otitis externa, photophobia,
scotoma, taste perversion, tinnitus, xerophthalmia.
Surgical and Medical Procedures: Procedure dental oral, procedure female reproductive, procedure musculoskeletal, procedure skin.
Urogenital and Reproductive System: Dysuria, hematuria, intermenstrual bleeding, leukorrhea, menorrhagia, micturition frequency, pain renal,
pain urinary tract, polyuria, priapism, renal calculus.
Other: Systemic lupus erythematosus.
Postmarketing and Other Experience
The following adverse events not seen in controlled clinical trials have been observed in named patient programs or postmarketing experience:
Body as a Whole: Multi-organ hypersensitivity disorders characterized by features such as rash, fever, lymphadenopathy, abnormal liver function
tests, eosinophilia and arthralgia (see PRECAUTIONS, Multi-Organ Hypersensitivity subsection).
Anaphylaxis (see WARNINGS, Anaphylactic Reactions and Angioedema subsection).
Digestive system: Pancreatitis and/or lipase and/or amylase increase.
Skin and Appendages: Erythema multiforme, Stevens-Johnson syndrome, toxic epidermal necrolysis (see WARNINGS, Serious Dermatological
Reactions subsection).
DRUG ABUSE AND DEPENDENCE
Abuse
The abuse potential of oxcarbazepine has not been evaluated in human studies.
Dependence
Intragastric injections of oxcarbazepine to four cynomolgus monkeys demonstrated no signs of physical dependence as measured by the desire
to self-administer oxcarbazepine by lever pressing activity.
OVERDOSAGE
Human Overdose Experience
Isolated cases of overdose with oxcarbazepine have been reported. The maximum dose taken was approximately 24,000 mg. All patients recovered
with symptomatic treatment.
Treatment and Management
There is no specific antidote. Symptomatic and supportive treatment should be administered as appropriate. Removal of the drug by gastric lavage
and/or inactivation by administering activated charcoal should be considered.
DOSAGE AND ADMINISTRATION
Oxcarbazepine is recommended as adjunctive treatment in the treatment of partial seizures in adults and children aged 4 to 16 years. Oxcar-
bazepine is also recommended as monotherapy in the treatment of partial seizures in adults and children aged 4 to 16 years. All dosing should
be given in a twice-a-day (BID) regimen. Oxcarbazepine oral suspension and oxcarbazepine film-coated tablets may be interchanged at equal
doses.
Oxcarbazepine should be kept out of the reach and sight of children.

Before using oxcarbazepine oral suspension, shake the bottle well and prepare the dose immediately afterwards. The prescribed amount
of oral suspension should be withdrawn from the bottle using the oral dosing syringe supplied. Oxcarbazepine oral suspension can be mixed in
a small glass of water just prior to administration or, alternatively, may be swallowed directly from the syringe. After each use, close the bottle
and rinse the syringe with warm water and allow it to dry thoroughly.

Oxcarbazepine can be taken with or without food (see CLINICAL PHARMACOLOGY, Pharmacokinetics subsection).
Adults
Adjunctive Therapy
Treatment with oxcarbazepine should be initiated with a dose of 600 mg/day, given in a BID regimen. If clinically indicated, the dose may be in-
creased by a maximum of 600 mg/day at approximately weekly intervals; the recommended da ly dose is 1200 mg/day. Da ly doses above 1200
mg/day show somewhat greater effectiveness in controlled trials, but most patients were not able to tolerate the 2400 mg/day dose, primarily
because of CNS effects. It is recommended that the patient be observed closely and plasma levels of the concomitant AEDs be monitored during
the period of oxcarbazepine titration, as these plasma levels may be altered, especially at oxcarbazepine doses greater than 1200 mg/day (see
PRECAUTIONS, Drug Interactions subsection).
Conversion to Monotherapy
Patients receiving concomitant AEDs may be converted to monotherapy by initiating treatment with oxcarbazepine at 600 mg/day (given in a BID
regimen) while simultaneously initiating the reduction of the dose of the concomitant AEDs. The concomitant AEDs should be completely with-
drawn over 3 to 6 weeks, while the maximum dose of oxcarbazepine should be reached in about 2 to 4 weeks. Oxcarbazepine may be increased
as clinically indicated by a maximum increment of 600 mg/day at approximately weekly intervals to achieve the recommended daily dose of 2400
mg/day. A daily dose of 1200 mg/day has been shown in one study to be effective in patients in whom monotherapy has been initiated with ox-
carbazepine. Patients should be observed closely during this transition phase.
Initiation of Monotherapy
Patients not currently being treated with AEDs may have monotherapy initiated with oxcarbazepine. In these patients, oxcarbazepine should be
initiated at a dose of 600 mg/day (given in a BID regimen); the dose should be increased by 300 mg/day every third day to a dose of 1200
mg/day. Controlled trials in these patients examined the effectiveness of a 1200 mg/day dose; a dose of 2400 mg/day has been shown to be ef-
fective in patients converted from other AEDs to oxcarbazepine monotherapy (see above).
Pediatric Patients
Adjunctive Therapy (Aged 4 to 16 years)
In pediatric patients aged 4 to 16 years, treatment should be initiated at a daily dose of 8 to 10 mg/kg generally not to exceed 600 mg/day, given
in a BID regimen. The target maintenance dose of oxcarbazepine should be achieved over two weeks, and is dependent upon patient weight, ac-
cording to the following chart:

20 to 29 kg - 900 mg/day
29.1 to 39 kg - 1200 mg/day
> 39 kg to 1800 mg/day

In the clinical trial, in which the intention was to reach these target doses, the median daily dose was 31 mg/kg with a range of 6 to 51 mg/kg.
Under adjunctive therapy (with and without enzyme-inducing AEDs), when norma ized by body weight, apparent clearance (L/hr/kg) decreased
when age increased such that children 4 to ≤ 12 years of age may require a 50% higher oxcarbazepine dose per body weight compared to adults.
Pediatric dosing and drug clearance information for pediatric patients ages 2 to < 4 years is approved for Novartis Pharmaceuticals corporation’s
oxcarbazepine tablets and oral suspension. However due to Novartis’ marketing exclusivity rights, this drug product is not labeled for this age
group.
Conversion to Monotherapy (Aged 4 to 16 years)
Patients receiving concomitant antiepileptic drugs may be converted to monotherapy by initiating treatment with oxcarbazepine at approximately
8 to 10 mg/kg/day given in a BID regimen, while simultaneously initiating the reduction of the dose of the concomitant antiepileptic drugs. The
concomitant antiepileptic drugs can be completely withdrawn over 3 to 6 weeks while oxcarbazepine may be increased as clinically indicated by
a maximum increment of 10 mg/kg/day at approximately weekly intervals to achieve the recommended daily dose. Patients should be observed
closely during this transition phase.
The recommended total daily dose of oxcarbazepine is shown in the table below.
Initiation of Monotherapy (Aged 4 to 16 years)
Patients not currently being treated w th antiepileptic drugs may have monotherapy initiated with oxcarbazepine. In these patients, oxcarbazepine
should be initiated at a dose of 8 to 10 mg/kg/day given in a BID regimen. The dose should be increased by 5 mg/kg/day every third day to the
recommended daily dose shown in the table below.

Table 7: Range of Maintenance Doses of oxcarbazepine for Children by Weight During Monotherapy
From To

Weight Dose Dose
in kg (mg/day) (mg/day)
20 600 900
25 900 1200
30 900 1200
35 900 1500
40 900 1500
45 1200 1500
50 1200 1800
55 1200 1800
60 1200 2100
65 1200 2100
70 1500 2100

Patients with Hepatic Impairment
In general, dose adjustments are not required in patients with mild-to-moderate hepatic impairment (see CLINICAL PHARMACOLOGY, Pharma-
cokinetics, Special Populations subsection).
Patients with Renal Impairment
In patients with impaired renal function (creatine clearance < 30 mL/min) oxcarbazepine therapy should be initiated at one-half the usual starting
dose (300 mg/day) and increased slowly to achieve the desired clinical response (see CLINICAL PHARMACOLOGY, Pharmacokinetics, Special
Populations subsection).
HOW SUPPLIED:
300 mg/5mL (60 mg/mL)
Oxcarbazepine oral suspension are off-wh te to slightly yellow liquid suspension with characteristic fruity flavor filled in 250 mL amber glass bottle
with child resistant closure.
Supp ied with a 10 mL dosing syringe and press in bottle adapter.
Use within 7 weeks of first opening the bottle.
Store oxcarbazepine oral suspension in original container. Shake well before using
NDC 63304-653-25 Bottles of 250 mL
Store at 20 - 25°C (68 - 77°F) [see USP Controlled Room Temperature].

Manufactured for:
Ranbaxy Pharmaceuticals Inc.
Jacksonville, FL 32257 USA
by: Ohm Laboratories Inc.
Gloversville, NY 12078
September 2007 FDA-03
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NON VARNISH

Manufactured for: 
Ranbaxy Pharmaceuticals Inc.
Jacksonville, FL 32257 USA
by: Ohm Laboratories Inc.
Gloversville, NY 12078 0807

Each 5 mL contains 300 mg 
oxcarbazepine.

IMPORTANT: Shake well before using.

For oral use only.

Usual Dosage: See package insert.

See enclosed Oxcarbazepine 
Oral Suspension Instruction Sheet.

Store in original container.

Use within 7 weeks of first opening 
the bottle.

Store at 20 - 25°C (68 - 77°F). [See 
USP Controlled Room Temperature].

Keep this and all drugs out of the reach 
of children.

0000000

FPO

300 mg/5 mL

Rx only

250 mL

NDC 63304-653-25

OXCARBAZEPINE
Oral Suspension

Shake well before using.

RANBAXYR

300 mg/5 mL

Rx only

250 mL

NDC 63304-653-25

OXCARBAZEPINE
Oral Suspension

Shake well before using.

RANBAXYR

300 mg/5 mL

Rx only

250 mL

NDC 63304-653-25

OXCARBAZEPINE Oral Suspension

Shake well before using.

RANBAXY R

300 mg/5 mL

Rx only

250 mL

NDC 63304-653-25

OXCARBAZEPINE
Oral Suspension

Shake well before using.

RANBAXYR
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REVIEW OF PROFESSIONAL LABELING  
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:        78-734 
 
Date of Submission:     December 22, 2006 
 
Applicant's Name:       Ranbaxy Laboratories Limited   
 
Established Name:     Oxcarbazepine Oral Suspension, 300 mg/5 mL. 
 
Proposed Proprietary Name:  None 
____________________________________________________________________________________ 
___________________________________________________________________________________ 
 
Labeling Deficiencies: 

 
 

CONTAINER:  250 mL  
 
• Delete “Each 5 mL contains…” statement from the principal display panel. 
 
 
CARTON:  250 mL. 
 
• Relocate “Each 5 mL contains….” statement to the side display panel. 
 
    
PROFESSIONAL PACKAGE INSERT  
 
• Please note that the reference listed drug Trileptal®, has a marketing exclusivity, I-478:  FOR USE AS 

ADJUNCTIVE THERAPY IN THE TREATMENT OF PARTIAL SEIZURES IN CHILDREN WITH 
EPILEPSY AGED 2-4 YEARS which expires on April 28, 2009.  We consulted the New Drug Division 
and the Pediatric and Maternal Health Staff and the Division of Neurology Products, and now have a 
generic labeling template reflecting the carve outs of the information protected by exclusivity I-478 and 
applicable disclaimers.  Please revise your insert labeling according to the attached generic labeling 
template.   

 
• In the DESCRIPTION section, revise “Oxcarbazepine oral suspension contain….” To read 

“Oxcarbazepine oral suspension cotains…” and “hydroxy ethylcellulose” to read “hydroxyethyl 
cellulose”  

 
 
Please revise your labeling, as instructed above, and submit the revised labeling in final print. 
 
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  
 



 2

provide a side-by-side comparison of your proposed labeling with attached generic labeling template 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 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Attachment:  Generic oxcarbazepine model labeling 
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Chemistry Review Data Sheet 
 

 
1.  ANDA 78-734 
 
2.  REVIEW #: 3 
 
3.  REVIEW DATE: May 18, 2009 (Revised on June 25, 2009)  
 
4.  REVIEWER: Mujahid L. Shaikh  
 
5.  PREVIOUS DOCUMENTS:  

Previous Documents Document Date 
Original submission December 22, 2007 
Accepted for filing December 26, 2007 
Acknowledgement letter for acceptance of the 
ANDA - 

Minor Amendment July 30, 2007 
Bio Amendment  (Dissolution) August 3, 2007 
Labeling Amendment August 17, 2007 
Bio amendment (Response to September 7, 2007 
bio deficiency letter)   September 11, 2007 

Labeling amendment September 17, 2007 
CMC Telephone Amendment  June 16, 2008 

      
6.  SUBMISSION(S) BEING REVIEWED: 
 

Submission(s) Reviewed Document Date 
Minor Amendment December 1, 2008 
Telephone amendment June 25, 2009 
  

7.  NAME & ADDRESS OF APPLICANT: 
  

Name: Ranbaxy Laboratories Limited 

Address: Sector 18, Udyog Vihar, Gurgaon 122001, India   

Representative: 

U.S. Agent: 
Usha Sankaran, Ranbaxy Inc., 600 College Road 
East, Princeton, NJ 08540  
 

Telephone: U.S. Agent Telephone # 609-720-8061 
Fax# 609-514-9797 
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The Chemistry Review for A/NDA 78-734 
 
The Executive Summary 
 
 I.  Recommendations 
 

A. Recommendation and Conclusion on Approvability 
Approvable  
 

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk 
Management Steps, if Approvable: None   
 

II.  Summary of Chemistry Assessments  
 
Drug Product: The proposed drug product is Oxcarbazepine Oral Suspension 300 mg/5 mL. The 
Reference listed Drug is (RLD) is Trileptal ® (Oxcarbazepine) Oral Suspension  containing  300 
mg of Oxcarbazepine is approved in May 25, 2001 and manufactured by Novartis.        
 
Drug Substance: The active ingredient in proposed drug product is Oxcarbazepine and it is a non-
USP material and its acceptance specifications are based on its manufacturer and other 
information available to this chemist for Oxcarbazepine.  
 
B. Description of How the Drug Product is intended to be Used: Oral  
Oxcarbazepine Oral Suspension is used as Monotherapy or adjunctive therapy for partial seizure 
in adults and children ages 4 to 16 with epilepsy.     
 
The MDD of the drug product is 2400 mg based on the FPL for the RLD.  
 

 IT QT 
Drug Substance (ICH Q3A) % % 
Drug Product (ICH Q3B)  % % 

 
 
C.  Basis for Approvability or Not-Approval Recommendation 
Based on this CMC, a not approvable letter is being issued to Ranbaxy with deficiencies 
identified with respect to release and stability specifications for the drug product.  
 
DMF  Adequate. 
EER Status: Acceptable  
Labeling: Approvable  
Bio status: Acceptable 
Ranbaxy has accepted DBE recommended dissolution specification/method.     

 
 
 

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

(b) (4)

40 Pages have been Withheld as b4 (CCI/TS) immediately following this page
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Endorsements: 
 
 HFD-630 /M. Shaikh /Chemistry Reviewer/5/18/09/6/25/09  
 HFD-630 / Aloka Srinivasan, Ph.D./Team Leader/5/21/09 
 HFD-617 /Lisa Kwok, Pharm. D. /Project Manager/6/9/09 
 
 
V:\Chemistry Division III\Team 11\Final Version For DFS Folder\Mujahid\78734.R03.QBR..doc 
 
 
APPROVAL  
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Chemistry Review Data Sheet 
 

 
1.  ANDA 78-734 
 
2.  REVIEW #: 2 
 
3.  REVIEW DATE: November 5, 2007 (Revised on August 26, 2008) 
 
4.  REVIEWER: Mujahid L. Shaikh  
 
5.  PREVIOUS DOCUMENTS:  

Previous Documents Document Date 
Original submission December 22, 2007 

      
6.  SUBMISSION(S) BEING REVIEWED*: 
 

Submission(s) Reviewed Document Date 
*Minor Amendment July 30, 2007 
Bio Amendment  (Dissolution) August 3, 2007 
Labeling Amendment August 17, 2007 
Bio amendment (Response to September 7, 2007 
bio deficiency letter)   September 11, 2007 

Labeling amendment September 17, 2007 
*CMC Telephone Amendment  June 16, 2008 

Note: This ANDA was accepted for filing on December 26, 2006 and an 
acknowledgment letter was send to the firm.    

 
7.  NAME & ADDRESS OF APPLICANT: 
  

Name: Ranbaxy Laboratories Limited 

Address: Sector 18, Udyog Vihar, Gurgaon 122001, India  

Representative: 

U.S. Agent: 
Usha Sankaran, Ranbaxy Inc., 600 College Road 

East, Princeton, NJ 08540  
 

Telephone: U.S. Agent Telephone # 609-720-8061 
Fax# 609-514-9797 
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Review of July 30, 2007 CMC Minor Amendment and 
August 3, 2207 Bio amendment for ANDA 78-734 

 
Ranbaxy submitted Minor amendment on July 30, 2007 to submit response to June 20, 2007 
deficiency letter which included following deficiencies. Review of the response is also discussed 
below: 

 

 

 

 

 

 

 

 
 
 
 
 
 
 
 
 
 

(b) (4)
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cc: ANDA 78-734 
 ANDA DUP 
 DIV FILE 
 Field Copy 
Endorsements: 
 
 HFD-630 /M. Shaikh /Chemistry Reviewer/8/26/2008 
 HFD-630 / Aloka Srinivasan, Ph.D./Team Leader/8/26/2008 
 HFD-617 /Lisa Kwok, Pharm. D. /Project Manager/8/27/2008 
 
F/T by:  LK 
 
V:\Chemistry Division III\Team 11\Final Version For DFS\Mujahid\78734.R02.QBR.DOC 
 
NOT APPROVABLE - MINOR 
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1.  NDA or ANDA 78-734 
 
 
2.  REVIEW #: 1 
 
 
3.  REVIEW DATE: June 11, 2007 
 
 
4.  REVIEWER: Mujahid L. Shaikh  
 
 
5.  PREVIOUS DOCUMENTS: None 
 

Previous Documents Document Date 
  

      
6.  SUBMISSION(S) BEING REVIEWED: 
 

Submission(s) Reviewed Document Date 
Original submission 
 December 22, 2007 

Note: This ANDA was accepted for filing on December 26, 2006 and an 
acknowledgment letter was send to the firm.    

 
7.  NAME & ADDRESS OF APPLICANT: 
  

Name: Ranbaxy Laboratories Limited 

Address: Sector 18, Udyog Vihar, Gurgaon 122001, India  

Representative: 

U.S. Agent: 
Abha Pant, Ranbaxy Inc., 600 College Road East, 

Princeton, NJ 08540  
 

Telephone: U.S. Agent Telephone # 609-720-5666 
Fax# 609-514-9797 
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1 EXECUTIVE SUMMARY 

The firm previously submitted two single-dose, two-way, crossover bioequivalence (BE) 
studies under fasting and fed conditions comparing its test product, Oxcarbazepine Oral 
Suspension, 300 mg/5 mL, with the reference listed drug (RLD), Trileptal® 
(Oxcarbazepine) Oral Suspension, 300 mg/5 mL, manufactured by Novartis. However, the 
original application was incomplete due to apparent inconsistencies in bioanalytical 
methodologies and lack of potency data for the products tested.  
 
In the current submission, the firm responds to listed deficiencies. The firm’s responses 
are acceptable. As per the original review, the fasting study was performed in 35 healthy 
male subjects at a dose of 2 x 300 mg per 5 mL. The study results are: (point-estimate, 
90% CI for lnAUCt 0.93, 88.09-97.21; lnAUC∞ 0.96, 91.89-100.31; lnCmax 1.09, 99.22-
120.17). The fed study was performed in 33 healthy male subjects at a dose of 2 x 300 
mg per 5 mL. The study results are: (point-estimate, 90% CI for lnAUCt 0.92, 87.53-
97.39; lnAUC∞ 0.89, 83.20-95.04; lnCmax 0.89, 80.26-98.13). Although not required for 
the determination of BE, metabolic data support the claim of product equality; 10-
monohydroxyoxcarbazepine (MHC) data from both fasting and fed BE studies meet the 
90% CI criteria for BE.  
 
The product formulation and dissolution testing are both acceptable.1 
 
However, the application remains incomplete pending acceptable DSI inspection of both 
the clinical and analytical study sites. 
 
 

                                                 
1 The firm acknowledged that dissolution testing would be performed according to the DBE-recommended 
method and specification in the study amendment dated 03 Aug 2007.  
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4 APPENDIX 

4.1 DBE Deficiency #1 

Please submit potency (assay) data for the reference listed product (lot # H5144). In future 
submissions, please be sure to include potency data for both test and reference products within 
the bioequivalence section of your application. 
 
 
Firm’s Response #1 
The potency (assay) for the reference listed product (lot# H5144) is  mg %) as 
indicated in the certificate of analysis for the RLD (lot #H5144) provided in Module 5, Section 
5.3.1.3, Page 6471. 
 
Ranbaxy commits to include potency data for both test and reference products within the 
bioequivalence section in all future submissions as recommended by the Agency.  
 
 
DBE Comment #1 
The drug content for the test product ( %) does not differ by >5% from the RLD %), as 
recommended in our General BA/BE Guidance for Industry.  
 
The firm’s response is acceptable.  
 
 
 
4.2 DBE Deficiency #2 

The QC values reported in your original submission for the fasted oxcarbazepine (study 
#228_OXCAR_006) do not coincide with those you provided in your study amendment 
(electronic biosummary Table 14, submission date: 03 August 2007). Please explain which 
observations (n) were used to determine your mean concentrations and how you calculated the 
percent nominal values for each QC sample. In future submissions, please include the mean 
concentrations for both QC and standard samples instead of listing the nominal values; mean 
concentrations should be included in the biosummary tables for the pre- and within-study assay 
reports (e.g., Tables 4 and 14). 
 
 
Firm’s Response #2 
We note and acknowledge the Agency’s comments.  
 
The difference in the QC values for the fasted study provided in the original ANDA and in the 
bioequivalency amendment dated August 3, 2007 is a result of an error in the statistical 
calculation of the mean, percent nominal, SD and CV values provided in page no. 2407 (Table 1) 
of the original ANDA. The biosummary table 14 provided in the bioequivalency amendment 
dated August 3, 2007 reflects the corrected values. We inadvertently missed to clarify this in the 
above referenced amendment.  

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

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







 

 

 
BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 78-734 

APPLICANT: Ranbaxy Laboratories, Ltd. 

DRUG PRODUCT: Oxcarbazepine Oral Suspension, 300 mg/5 mL 

 
 
 
The Division of Bioequivalence has completed its review and 
has no further questions at this time. 
 
 
We acknowledge that you will perform dissolution testing 
using the DBE-recommended method and specification as 
follows:  
 

Medium Water with 1% SDS  

Temperature  37 + 0.5°C 

Volume (mL) 900 mL  

USP Apparatus type USP 2 (paddle) 

Rotation (rpm) 75 rpm 

DBE-recommended specifications NLT % (Q) in 30 min 

 
 
 
Please note that the DBE has recently developed new data 
summary tables in a format consistent with the Common 
Technical Document (CTD). In order to improve the 
efficiency of the review process, please submit these 
tables in electronic format (MS Word or pdf) with the rest 
of your bioequivalence submission. The templates for these 
tables are available to you under the title "Model 
Bioequivalence Data Summary Tables" at our website at 
http://www.fda.gov/cder/ogd/index.htm.  

(b) 
(4)



 

 

 
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 
Office of Generic Drugs 
Center for Drug Evaluation & Research 
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BIOEQUIVALENCY AMENDMENT 
 
ANDA  78-734 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

 
  
APPLICANT:  Ranbaxy Laboratories Limited                   
U.S. Agent: Ranbaxy Inc. 
 
ATTN:  Scott Tomsky 
 
FROM:  Aaron Sigler 

TEL: 609-720-5666 
 
FAX: 609-514-9797 
 
PROJECT MANAGER: (240) 276-8782 

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalency data submitted on December 22, 2006, pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Oxcarbazepine Oral Suspension,  300 mg/5 mL.  
 
Reference is also made to your amendment dated August 03, 2007. 
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached page.  This facsimile is to be regarded as an official FDA 
communication and unless requested, a hard-copy will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your amendment should 
respond to all the deficiencies listed.  Facsimiles or partial replies will not be considered for review, nor will the 
review clock be reactivated until all deficiencies have been addressed.  Your cover letter should clearly indicate that 
the response is a "Bioequivalency Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple 
dose, dissolution data, waiver or dissolution waiver) that might be included for each strength.  We also request that 
you include a copy of this communication with your response.  Please submit a copy of your amendment in both an 
archival (blue) and a review (orange) jacket.  Please direct any questions concerning this communication to the 
project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
 



 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Barbara Davit
9/6/2007 06:23:38 PM
Signing for Dale P Conner
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1 EXECUTIVE SUMMARY 

The firm submitted two single-dose, two-way, crossover bioequivalence (BE) studies 
under fasting and fed conditions comparing its test product, Oxcarbazepine Oral 
Suspension, 300 mg/5 mL, with the reference listed drug (RLD), Trileptal® 
(Oxcarbazepine) Oral Suspension, 300 mg/5 mL, manufactured by Novartis.  
 
The fasting study was performed in 35 healthy male subjects at a dose of 2 x 300 mg per 
5 mL. The study results are: (point-estimate, 90% CI for lnAUCt 0.93, 88.09-97.21; 
lnAUC∞ 0.96, 91.89-100.31; lnCmax 1.09, 99.22-120.17). The fed study was performed 
in 33 healthy male subjects at a dose of 2 x 300 mg per 5 mL. The study results are: 
(point-estimate, 90% CI for lnAUCt 0.92, 87.53-97.39; lnAUC∞ 0.89, 83.20-95.04; 
lnCmax 0.89, 80.26-98.13). Although not required for the determination of BE, metabolic 
data support the claim of product equality; 10-monohydroxyoxcarbazepine (MHC) data 
from both fasting and fed BE studies meet the 90% CI criteria for BE. However, the in 
vivo BE studies are incomplete due to deficiencies in subject sample analyses and 
incomplete potency (assay) data.   
 
Dissolution testing is acceptable. As per the study amendment (submission date: 03 Aug 
2007), the firm acknowledged the DBE-recommended dissolution method and 
specification as requested.  
 
Product formulation is acceptable. Although three excipients exceed the maximum levels 
for previously-approved oral dosage forms, the quantity of components do not pose a 
safety risk. 
 
However, the application is incomplete with deficiencies and pending DSI inspection. 
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4.1.2 Single-dose Fed Bioequivalence Study 

4.1.2.1 Study Design 

Table 19.  Study Information 
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4.1.2.2 Clinical Results 

Table 22. Demographics Profile of Subjects Completing the Bioequivalence Study 
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Table 23. Dropout Information  

 
 
 
 

Table 24. Study Adverse Events 
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Table 25. Protocol Deviations 

 
 
Comments on Adverse Events/Protocol Deviations: 
• There were six (6) reported adverse events in five (5) of the 40 dosed subjects, all 

followed test treatment except one, which was pre-dose.  
• Accordingly, 12.5% of subjects exhibited at least one adverse event (although they 

were thought to be only remotely associated with drug treatment).    
• Subjects 12 and 14 vomited within 2x the median Tmax; they were dropped from the 

study.    
• There were 15 reported deviations to the blood-draw schedule, representing 0.6% of 

the total study samples (1844); eight (8) followed test treatment and seven (7) were 
after reference treatment. None deviated significantly (i.e., > 5%) from the scheduled 
sampling time; nevertheless, the firm corrected for each sampling-point deviation by 
using the actual time in the final PK analyses for both parent and metabolite analytes.    

• The firm’s handling of dropouts, adverse events, and protocol deviations are 
acceptable.  
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Comments: As per the dissolution review, there is no USP method for this product but there is an FDA-recommended method. The 
DBE recommends a data-driven specification of NLT % (Q) in 30 minutes for the firm’s test product. The dissolution testing with 
the FDA-recommended method is acceptable at the S1 level. The firm’s proposed liberal specification of NLT % (Q) in 30 minutes 
is not acceptable.  
 
The firm acknowledged the FDA-recommended method and specification in a study amendment submitted 03 Aug 2007.  
  
Dissolution is now acceptable.   
 
 
 

(b) 
(4)

(b) 
(4)









 

 

 
BIOEQUIVALENCE DEFICIENCIES 
 

ANDA: 78-734 

APPLICANT: Ranbaxy Laboratories, Ltd. 

DRUG PRODUCT: Oxcarbazepine Oral Suspension, 300 mg/5 mL 

 
 
The Division of Bioequivalence has completed its review and 
has identified the following deficiencies: 
 
1. Please submit potency (assay) data for the reference 

listed product (lot # H5144). In future submissions, 
please be sure to include potency data for both test 
and reference products within the bioequivalence 
section of your application.  

 
2. The QC values reported in your original submission 

for the fasted oxcarbazepine (study #228_OXCAR_006) 
do not coincide with those you provided in your 
study amendment (electronic biosummary Table 14, 
submission date: 03 August 2007). Please explain 
which observations (n) were used to determine your 
mean concentrations and how you calculated the 
percent nominal values for each QC sample. In future 
submissions, please include the mean concentrations 
for both QC and standard samples instead of listing 
the nominal values; mean concentrations should be 
included in the biosummary tables for the pre- and 
within-study assay reports (e.g., Tables 4 and 14).  

 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence 
Office of Generic Drugs 
Center for Drug Evaluation & Research 
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BIOEQUIVALENCY AMENDMENT 
 
ANDA  78-734 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

 
  
APPLICANT:  Ranbaxy Laboratories Limited                   
U.S. Agent: Ranbaxy Inc. 
 
ATTN:  Abha Pant 
 
FROM:  Keri Suh 

TEL: 609-720-5666 
 
FAX: 609-514-9797 
 
 
PROJECT MANAGER: (240) 276-8782 

 
Dear Madam: 
 
This facsimile is in reference to the bioequivalency data submitted on December 22, 2006, pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Oxcarbazepine Oral Suspension, 300 mg/5 mL.  
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached __one__ page.  This facsimile is to be regarded as an official 
FDA communication and unless requested, a hard-copy will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your amendment should 
respond to all the deficiencies listed.  Facsimiles or partial replies will not be considered for review, nor will the 
review clock be reactivated until all deficiencies have been addressed.  Your cover letter should clearly indicate that 
the response is a "Bioequivalency Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple 
dose, dissolution data, waiver or dissolution waiver) that might be included for each strength.  We also request that 
you include a copy of this communication with your response.  Please submit a copy of your amendment in both an 
archival (blue) and a review (orange) jacket.  Please direct any questions concerning this communication to the 
project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
 



 
BIOEQUIVALENCE DEFICIENCIES  

 
ANDA: 78-734 APPLICANT: Ranbaxy  
 
DRUG PRODUCT:  Oxcarbazepine Oral Suspension, 300 mg/5 mL 
 
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.  Please provide a statement of your acceptance of the following 
dissolution method and specification: 

 
Medium:  1% SDS in water 
Volume:  900 mL 
Temperature: 37ºC 
Apparatus:  USP Apparatus II (paddles) 
Rotation:  75 RPM 
Specification: NLT % (Q) in 30 minutes 

 
2. The Division of Bioequivalence has developed new data summary 

tables in a concise format consistent with the Common Technical 
Document (CTD). Please provide complete tables and send them 
with the rest of the bioequivalence submission. The tables are 
available in Word and PDF format under the title "Model 
Bioequivalence Data Summary Tables" in our website at 
http://www.fda.gov/cder/ogd/index.htm. To improve the 
efficiency of the Division, these tables should be provided in 
the ANDA submission. 

 
Sincerely yours, 

 
          {See appended electronic signature page} 
 

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

 

(b) 
(4)
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TABLE 2.  SUMMARY OF IN VITRO DISSOLUTION DATA 
 



 

COMMENTS: 
 

1. The dissolution testing conducted by the firm is acceptable.  
 
2. The firm’s proposed specification is not acceptable. The firm will be requested to 

accept the data driven specification of NLT % (Q) in 30 minutes. 
 
DEFICIENCY COMMENTS: 
 

1. The firm should acknowledge the FDA recommended method and data driven 
specification. 

 
2. In order to improve the review process, the Division of Bioequivalence 

requests that you provide the in-vivo study data summary, dissolution data and 
formulation data in the format specified in the attached template. This 
template incorporates some elements of the CTD format. We request that you 
provide the study summaries in this template in an electronic file. We hope to 
improve the efficiency of our review process and your cooperation is greatly 
appreciated. It would be helpful if you could provide this information for any 
other applications pending in the Division and in applications to be submitted 
in the future. 

 
RECOMMENDATIONS: 

1.   The dissolution testing conducted by Ranbaxy on its Oxcarbazepine Oral 
Suspension, 300 mg/5 mL is incomplete due to deficiency #1. 

(b) 
(4)



 

BIOEQUIVALENCE DEFICIENCIES  
 

ANDA:78-734 APPLICANT: Ranbaxy  
 
DRUG PRODUCT:  Oxcarbazepine Oral Suspension 
   300 mg/5 mL 
 
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.  Please provide a statement of your acceptance of  
 the following dissolution method and 
 specification: 

 
Medium:  1% SDS in water 
Volume:  900 mL 
Temperature: 37ºC 
Apparatus:  USP Apparatus II (paddles) 
Rotation:  75 RPM 
Specification: NLT % (Q) in 30 minutes 

 
2. The Division of Bioequivalence has developed new 

data summary tables in a concise format consistent 
with the Common Technical Document (CTD). Please 
provide complete tables and send them with the rest 
of the bioequivalence submission. The tables are 
available in Word and PDF format under the title 
"Model Bioequivalence Data Summary Tables" in our 
website at http://www.fda.gov/cder/ogd/index.htm. To 
improve the efficiency of the Division, these tables 
should be provided in the ANDA submission. 

 
 
 

Sincerely yours, 
 
          {See appended electronic signature page} 
 

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

(b) 
(4)
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BIOEQUIVALENCE - DISSOLUTION INCOMPLETE Submission date:  12-22-06 
 
[NOTE: The in vitro testing is incomplete. The fasting and fed BE studies are pending 
review] 
 
1. DISSOLUTION (Dissolution Data)  Strength: 300 mg/5 mL 
       Outcome: IC 
 
Outcome Decisions: IC –Incomplete 
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CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 78-734 

 
 
 

 
 

ADMINISTRATIVE and CORRESPONDENCE 
DOCUMENTS 



 OGD APPROVAL ROUTING SUMMARY 
 
ANDA # 78-734 ApplicantRanbaxy Laboratories Limited 
Drug Oxcarbazepine Oral Suspension    Strength(s)300 mg/5 mL 
 
APPROVAL    TENTATIVE APPROVAL    SUPPLEMENTAL APPROVAL (NEW STRENGTH)    OTHER  
 
REVIEWER:       DRAFT Package  FINAL Package 
 
1.   Martin Shimer        
     Chief, Reg. Support Branch   

Contains GDEA certification:   Yes    No  Determ. of Involvement? Yes   No  
(required if sub after 6/1/92)      Pediatric Exclusivity System 
       RLD =Trileptal NDA# 21-285 
Patent/Exclusivity Certification: Yes    No        Date Checked Granted 
If Para. IV Certification- did applicant        Nothing Submitted         
Notify patent holder/NDA holder Yes    No   Written request issued    
Was applicant sued w/in 45 days:Yes    No   Study Submitted     
Has case been settled:          Yes    No  Date settled:      
Is applicant eligible for 180 day         
Generic Drugs Exclusivity for each strength:  Yes    No  
Date of latest Labeling Review/Approval Summary       
Any filing status changes requiring addition Labeling Review  Yes    No        
Type of Letter:Full Approval.  
Comments:ANDA submitted on 12/26/2006, BOS=Trileptal NDA 21-285, PIV to '525, applicant originally addressed the I-

478+ped with a carve-out.  ANDA ack for filing with PIV on 12/26/2006 (LO dated 3/29/2007). Patent Amendment submitted on 
5/17/2007-RR from Novartis in Florham Park NJ signed and dated 4/23/2007, RR from Novartis AG in Basel CH signed and dated 
5/2/2007.  Patent Amendment submitted on 7/2/2007-Ranbaxy asserts that they were not sued within 45 days.  

If they haven't already the sponsor will need to submit revised labeling which includes reference to the I-478+ped 
exclusivity which expired on 4/28/2009.  OGD had previously disseminated a labeling template to address this exclusivity. 

Application is eligible for Full Approval with 180 day exclusivity.  In order to retain eligibility for exclusivity 
this application must be approved by no later than 6/26/2009.    
 
 
2.  Project Manager, Lisa Kwok Team 11     Review Support Branch    
        

Original Rec′d date12/26/06 EER Status   Pending   Acceptable  OAI  
Date Acceptable for Filing12/26/06 Date of EER Status 3/17/08 
Patent Certification (type)IV Date of Office Bio Review 9/27/07 
Date Patent/Exclus.expires      Date of Labeling Approv. Sum 6/10/09 
Citizens' Petition/Legal Case Yes  No    
(If YES, attach email from PM to CP coord) 

Date of Sterility Assur. App.         
Methods Val. Samples Pending  Yes  No  

First Generic                 Yes  No   MV Commitment Rcd. from Firm  Yes  No  
Priority Approval   Yes  No  
(If yes, prepare Draft Press Release, Email 
it to Cecelia Parise) 

Modified-release dosage form: Yes   No   
Interim Dissol. Specs in AP Ltr:  Yes  

Acceptable Bio reviews tabbed Yes  No    
Bio Review Filed in DFS:    Yes  No   
Suitability Petition/Pediatric Waiver  

Date26 May 2009   Date 6/26/09 

InitialsMHS Initials rlw 

Date5/22/09   Date6/10/09 

InitialsLK Initialslk 



Pediatric Waiver Request Accepted   Rejected  Pending  
Previously reviewed and tentatively approved            Date       
Previously reviewed and CGMP def. /NA Minor issued        Date        

    Comments:           
 
 
3. Labeling Endorsement  
 Reviewer:           Labeling Team Leader: 
 
  

 Comments: 
  
 
______________________________________________  
From:  Golson, Lillie D   
Sent: Wednesday, June 10, 2009 9:10 PM 
To: Kwok, Lisa; Golson, Lillie D 
Subject: FW: Labeling sign-off: ANDA 78-734 Ranbaxy Oxcarbazepine Susp 
 
Hi Lisa, 
 
From a labeling standpoint, this application is acceptable for approval. please endorse the 
AP routing slip on behalf of Melaine and me. 
 
Thanks 
______________________________________________  
From:  Shin, Melaine M   
Sent: Wednesday, June 10, 2009 3:28 PM 
To: Kwok, Lisa 
Cc: Golson, Lillie D 
Subject: FW: Labeling sign-off: ANDA 78-734 Ranbaxy Oxcarbazepine Susp 
 
Hi Lisa, 
 
The labeling is acceptable.  Please wait for Lillie's concurrence. 
 
Thanks, 
Melaine 
 
 
4. David Read (PP IVs Only) Pre-MMA  Language included    Date 10Jun09 
 OGD Regulatory Counsel,   Post-MMA Language Included    InitialsDTR 

Comments:Changes to AP ltr saved to V drive. reviewed again on 25Jun09. 
 
 
5. Div. Dir./Deputy Dir.               
    Chemistry Div. III  
      

Comments:cmc acceptable. 
 

Date6/10/09   Date6/10/09 
Name/Initialslk for MS Name/Initialslk for lg 

Date6/25/09  
InitialsDSG 



 
 
6.  Frank Holcombe  First Generics Only    Date6/26/09 
    Assoc. Dir. For Chemistry       InitialsRMP    Comments: (First generic drug 
review) 
 CMC is satisfactory based on some commitments provided by the applicant post AP of this ANDA.  
 
        
7.   Vacant          Date       Deputy Dir., DLPS   
      Initials      
 RLD = Trileptal Oral Suspension, 300 mg/5 mL 
            Novartis Pharmaceuticals Corp.  NDA 21-285 
 
 
8.   Peter Rickman         Date 6/26/09 
     Director, DLPS         Initials rlw/for 

Para.IV Patent Cert: Yes   No ;Pending Legal Action: Yes  No ; Petition: Yes  No       Comments: Bioequivalence 
studies (fasting and non-fasting) on 2X300 mg/5 mL  

(600 mg) found acceptable.  In-vitro dissolution testing also found acceptable.  DSI 
inspection of sites under ANDA  found acceptable.  Office-level bio 
endorsed 9/27/07 and 8/18/08. 
 
Final-printed labeling (FPL) found acceptable for approval 6/10/09. 
 
CMC found acceptable for approval (Chemistry Review #3). 
 
First-generic CMC audit completed - R.Patel, Ph.D. 
 

 
OR 
 
 
8. Robert L. West         Date  6/26/09 
      Deputy Director, OGD        Initials RLWest 
      Para.IV Patent Cert: Yes  No ; Pending Legal Action: Yes  No ; Petition: Yes  No  
      Press Release Acceptable  
 Comments: Acceptable EES dated 3/17/08 (Verified 6/26/09).  No "OAI" Alerts noted. 
 
      Ranbaxy submitted a paragraph IV certification to the '525 patent, but was not 
      sued within the 45-day period.  There are no additional patents or exclusivity 
      listed in the current "Orange Book" for this drug product. 
 
      Ranbaxy is eligible for 180-day generic drug exclusiviry for this drug product. 
 
      This ANDA is recommended for approval. 
 
 
 
9.   Gary Buehler         Date  6/26/09 

Director, OGD         Initials  rlw/for 

(b) (4)
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CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
 ANDA: 78-734              APPLICANT: Ranbaxy Laboratories Limited  
  
 DRUG PRODUCT: Oxcarbazepine Oral Suspension, 300 mg/5 mL 
 
 The deficiencies presented below represent MINOR deficiencies.   
 
 A. Deficiencies: 
 
  
  
  
 
  
  
 
  
  
 
  
  
  
    
  
  
 
  
  
  
  
 
  
  
 

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

 
 Please submit any additional stability data for the exhibit batches that may be available. 

 
 

     Sincerely yours, 
     

      {See appended electronic signature page} 
 
     Vilayat A. Sayeed, Ph.D. 
     Director 
     Division of Chemistry III 
     Office of Generic Drugs 

      Center for Drug Evaluation and Research 

(b) (4)
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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 
_____________________________________________________________________________  
 
FROM: Cecelia M. Parise 
  Regulatory Policy Advisor to the Director 
  Office of Generic Drugs (HFD-600) 
 
THROUGH: Gary Buehler 
  Director 
  Office of Generic Drugs 
   
TO:  The Files for all Pending ANDAs for Antiepileptic Drug Products 
   
SUBJECT: Generic Drug Products for the Treatment of Epilepsy 
  
  
UCB, Inc. (UCB) submitted a citizen petition (2006P-0405) on October 3, 2006, regarding the 
safe and effective use of antiepileptic drugs.  The petition does not request that FDA delay 
generic antiepileptic drug approval, but instead requests labeling changes for the entire 
antiepileptic drug class, including brand-name drugs.  This memorandum is based upon a 
preliminary review of UCB’s petition; it is not intended to be a response to the petition and may 
not address all information set forth in UCB’s petition.    
 
Specifically, the petition requests that the Agency: 
 
1. Require that the full prescribing information of all antiepileptic drugs contain the 

following language under “Warnings” or “Warnings and Precautions,” as applicable: 
“Physicians and pharmacists should exercise extreme caution when switching patients 
who are seizure free or whose seizures are well controlled on a given antiepileptic drug.  
In general, switches in patients who are well controlled and have achieved stability on a 
given antiepileptic drug should be undertaken only when medically necessary and with 
full disclosure to the treating physician and the patient.”  This warning should also appear 
in the “Highlights” section, as applicable, for labels subject to FDA’s final labeling rule 
of January 24, 2006 (21 C.F.R. 201.56 and 201.57); 
 

2. Add a discussion of antiepileptic drugs to Section 1.8 (Description of Special Situations) 
of the Orange Book.  This discussion should highlight the particular risks associated with 
substitution of antiepileptic drugs.  It should also recommend against switches of 
antiepileptic drugs in patients who are seizure free or whose seizures are well controlled; 
and 
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(b) (4)
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REVIEW OF PROFESSIONAL LABELING  
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
ANDA Number:        78-734 
 
Date of Submission:     December 22, 2006 
 
Applicant's Name:       Ranbaxy Laboratories Limited   
 
Established Name:     Oxcarbazepine Oral Suspension, 300 mg/5 mL. 
 
Proposed Proprietary Name:  None 
____________________________________________________________________________________ 
___________________________________________________________________________________ 
 
Labeling Deficiencies: 

 
 

CONTAINER:  250 mL  
 
• Delete “Each 5 mL contains…” statement from the principal display panel. 
 
 
CARTON:  250 mL. 
 
• Relocate “Each 5 mL contains….” statement to the side display panel. 
 
    
PROFESSIONAL PACKAGE INSERT  
 
• Please note that the reference listed drug Trileptal®, has a marketing exclusivity, I-478:  FOR USE AS 

ADJUNCTIVE THERAPY IN THE TREATMENT OF PARTIAL SEIZURES IN CHILDREN WITH 
EPILEPSY AGED 2-4 YEARS which expires on April 28, 2009.  We consulted the New Drug Division 
and the Pediatric and Maternal Health Staff and the Division of Neurology Products, and now have a 
generic labeling template reflecting the carve outs of the information protected by exclusivity I-478 and 
applicable disclaimers.  Please revise your insert labeling according to the attached generic labeling 
template.   

 
• In the DESCRIPTION section, revise “Oxcarbazepine oral suspension contain….” To read 

“Oxcarbazepine oral suspension cotains…” and “hydroxy ethylcellulose” to read “hydroxyethyl 
cellulose”  

 
 
Please revise your labeling, as instructed above, and submit the revised labeling in final print. 
 
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  
 



 2

provide a side-by-side comparison of your proposed labeling with attached generic labeling template 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 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Attachment:  Generic oxcarbazepine model labeling 
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MINOR AMENDMENT 
 
ANDA  78-734 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

  
APPLICANT:  Ranbaxy Laboratories Limited                   
U.S. Agent: Ranbaxy Inc. 
 
ATTN:  Abha Pant 
 
FROM:  Lisa Kwok 

TEL: 609-720-5666 
 
FAX: 609-514-9797 
 
PROJECT MANAGER: (301) 827-5739 

 
Dear Madam: 
 
This facsimile is in reference to your abbreviated new drug application dated December 22, 2007, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Oxcarbazepine Oral Suspension,   
300 mg/5 mL.  
 
The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in 
the attachments (__2__  pages).   This facsimile is to be regarded as an official FDA communication and unless 
requested, a hard copy will not be mailed.  
 
The file on this application is now closed.  You are required to take an action described under 21 CFR 314.120 
which will either amend or withdraw the application.  Your amendment should respond to all of the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until 
all deficiencies have been addressed.  The response to this facsimile will be considered to represent a MINOR 
AMENDMENT and will be reviewed according to current OGD policies and procedures.  The designation as a 
MINOR AMENDMENT should appear prominently in your cover letter.  You have been/will be notified in a 
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of 
your bioequivalence data.  If you have substantial disagreement with our reasons for not approving this application, 
you may request an opportunity for a hearing. 
 
SPECIAL INSTRUCTIONS: 
 
Chemistry comments provided. 
 
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. 
 



36.  CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
 ANDA: 78-734              APPLICANT: Ranbaxy Laboratories Limited  
  
 DRUG PRODUCT: Oxcarbazepine Oral Suspension, 300 mg/5 mL 
 
 The deficiencies presented below represent MINOR deficiencies.   
 
 A. Deficiencies: 

 

 

 

 

 

 
B. In addition to responding to the deficiencies presented above, please note and acknowledge the 

following comments in your response. 
 

1. Please submit any additional stability data for the exhibit batches that may be available. 
 
 2. Labeling and bioequivalence portions of the ANDA are pending review.  
 

3. An acceptable compliance evaluation for the firms referenced in the ANDA is required for 
approval. 

   
    

Sincerely yours, 
 

      {See appended electronic signature page} 
 
     Vilayat A. Sayeed, Ph.D. 
     Director 
     Division of Chemistry III 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 

 

(b) (4)
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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 #: 78-734    FIRM NAME:  RANBAXY LABORATORIES LIMITED 
 
PIV: YES   Electronic or Paper Submission:  CTD FORMAT PAPER  
  
 RELATED APPLICATION(S):   

First Generic Product Received?  YES  
 
DRUG NAME:   OXCARBAZEPINE  
DOSAGE FORM:  ORAL SUSPENSION,  
300 MG/5 ML   
 
Random Queue:   11  
Chem Team Leader:  Liu, Shing Hou      PM:    Lisa Kwok      Labeling Reviewer: Melaine Shin 

           Letter Date:   DECEMBER 22, 2006  Received Date:  DECEMBER 29, 2006 
 
   Comments:     EC- 1  YES                         On Cards:   YES         
     Therapeutic Code:  2010300   ANTICONVULSANTS        
 

Archival  copy:  CTD   FORMAT  PAPER            Sections   I       
Review copy:  YES               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      Stanley Shepperson                  
 
        Date    28-Mar-07   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:      Martin Shimer      Date:        
 
 ADDITIONAL COMMENTS REGARDING THE ANDA: 
 
Bio first-generic audit is acceptable. 
 
 
 

 

Bio Assignments: 
 

 BPH            BCE 

 BST            BDI 

 
 Micro Review 

      (No) 



MODULE 1 
     ADMINISTRATIVE                  
                                                                     ACCEPTABLE 

 
1.1 

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

 

  
1.2 Cover Letter  Dated: DECEMBER 22, 2006        

    * 
 

Table of Contents (paper submission only) YES        
 

    1.3.2 Field Copy Certification (original signature) YES       
(N/A for E-Submissions)   

 
 

    1.3.3 Debarment Certification-GDEA (Generic Drug Enforcement Act)/Other: 
1. Debarment Certification (original signature)   YES       
2. List of Convictions statement (original signature) YES 

 
 

    1.3.4 Financial Certifications 
Bioavailability/Bioequivalence Financial Certification (Form FDA 3454) or Disclosure 
Statement (Form FDA 3455) - YES  
 

 
 

    1.3.5 
 

1.3.5.1 
    Patent Information 
    Patents listed for the RLD in the Electronic Orange Book Approved Drug Products with  
    Therapeutic Equivalence Evaluations- U.S. PATENT No. 7,037,525 
1.3.5.2 
    Patent Certification      
    1.  Patent number(s)  ‘525 patent      
    2.  Paragraph:  (Check  all certifications that apply) 
         MOU  PI     PII    PIII    PIV   
         No Relevant Patents   
    3. Expiration of Patent(s):     2-12-2018 
        a.   Pediatric exclusivity submitted?        
        b.   Expiration of Pediatric Exclusivity?      
    4. Exclusivity Statement:   YES     I-478 (expires 4-28-2009) 

 
 

    1.4.1 
 

 

References 
     Letters of Authorization 

1. DMF letters of authorization 
a.    Type II DMF authorization letter(s) or synthesis for Active Pharmaceutical 
       Ingredient YES- DMF #  
b. Type III DMF authorization letter(s) for container closure -YES 

2. US Agent Letter of Authorization (U.S. Agent [if needed, countersignature  
on 356h]) -YES 

 
 

 
   1.12.11 

 
Basis for Submission   
NDA# :   21-285          
Ref Listed Drug:  TRILEPTAL        
Firm: NOVARTIS       
ANDA suitability petition required?  NA 
If Yes, then is change subject to PREA (change in dosage form, route or active ingredient) 
see section 1.9.1        
 

 

 
 
 

(b) (4)



MODULE 1 (Continued) 
     ADMINISTRATIVE     
                                                                                                                                           ACCEPTABLE                  
   
   
1.12.12 
 

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

 
 

1.12.14  Environmental Impact Analysis Statement YES  
 

 

1.12.15 
 

Request for Waiver  
Request for Waiver of In-Vivo BA/BE Study(ies):  NO 

 
 

1.14.1 
 

Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1 
     4 copies of draft (each strength and container)  -YES 
1.14.1.2 
     1 side by side labeling comparison of containers and carton with all differences 
     annotated and explained  -YES 
1.14.1.3 
    1  package insert (content of labeling) submitted electronically  -YES 
    ***Was a proprietary name request submitted?  NO     
    (If yes, send email to Labeling Reviewer indicating such.) 
 

 
 

 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  -YES 
1.14.3.3 

1 RLD label and 1 RLD container label  -YES 
 
HOW SUPPLIED: 
300 mg/5 mL Oral Suspension:  250 mL bottles 

 

 
 



MODULE 2 
     SUMMARIES 
            ACCEPTABLE 
 
2.3 

 
Quality Overall Summary 
    E-Submission:    __x__PDF (archive)     __x_ Word Processed e.g., MS Word   
 
A model Quality Overall Summary for an immediate release table and an extended release 
capsule can be found on the OGD webpage http://www.fda.gov/cder/ogd/   
 
Question based Review (QbR)         __x__ YES    ______ NO 
 
2.3.S  
    Drug Substance (Active Pharmaceutical Ingredient) YES 
       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 -YES 
       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) 
     E-Submission:    __X__PDF (archive)    _X__ Word Processed e.g., MS 
Word 
  
2.7.1 
     Summary of Biopharmaceutic Studies and Associated Analytical Methods  -YES 
2.7.1.1 
     Background and Overview -YES 
2.7.1.2 
     Summary of Results of Individual Studies -YES 
2.7.1.3 
     Comparison and Analyses of Results Across Studies -YES  
           1. Summary Bioequivalence tables: 
               Table 1.   Summary of Comparative Bioavailability (BA) Studies -YES 
                 Table 2.   Statistical Summary of the Comparative BA Data -YES 
                 Table 4.   Summary of In Vitro Dissolution Studies -YES 
2.7.1.4 
      Appendix -YES 
 

 
 

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

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

 
 

 
3.2.S.2 

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

 
 

 
3.2.S.3  

Characterization- SEE DMF # . 
 

 

(b) (4)

(b) (4)



 
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)  -YES 
3.2.S.4.2 
     Analytical Procedures -YES 
3.2.S.4.3 
     Validation of Analytical Procedures- YES 
     1. Spectra and chromatograms for reference standards and test samples YES  
     2. Samples-Statement of Availability and Identification of: 
         a. Drug Substance  YES 
         b. Same lot number(s)        
3.2.S.4.4 
     Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s) -YES  
     2. Applicant certificate of analysis -YES 
3.2.S.4.5 
     Justification of Specification- REFER TO DMF #  
 

 
 

 
3.2.S.5 

 
Reference Standards or Materials YES 

 
 

 
3.2.S.6 

 
Container Closure Systems- SEE DMF #  

 
 

 
3.2.S.7 

 
Stability- SEE DMF  

 
 

 

(b) (4)

(b) (4)

(b) (4)



 
MODULE 3 
     3.2.P DRUG PRODUCT                                                                                               ACCEPTABLE 

 
3.2.P.1 

             
Description and Composition of the Drug Product 
     1) Unit composition YES 
     2) Inactive ingredients are appropriate per IIG . Excipients acceptable per IIG and 
filing regulations. 
 

 
 

 
3.2.P.2 

             
Pharmaceutical Development 
Pharmaceutical Development Report  YES 
 

 
 

 
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)    YES 
    2. CGMP Certification: YES  
    3. Function or Responsibility   YES 
    4. CFN or FEI numbers   YES 
3.2.P.3.2   
    Batch Formula  
    Batch Formulation YES 
3.2.P.3.3   
    Description of Manufacturing Process and Process Controls 
    1. Description of the Manufacturing Process -YES 
    2. Master Production Batch Record(s) for largest intended production runs (no more than 10x 
     pilot batch) with equipment specified  YES 
    3. If sterile product: Aseptic fill  / Terminal sterilization N/A 
    4. Reprocessing Statement   YES 
3.2.P.3.4  
    Controls of Critical Steps and Intermediates- YES 
3.2.P.3.5      
    Process Validation and/or Evaluation 
    1. Microbiological sterilization validation       

    2. Filter validation (if aseptic fill)         
 
PROPOSED COMMERCIAL BATCH SIZE: 

 

 
 

(b) (4)



 
3.2.P.4 

 
Controls of Excipients (Inactive Ingredients)  
 Source of inactive ingredients identified – YES (SECTION 3.2.R)  P. 56. 
 
3.2.P.4.1   
    Specifications 
    1. Testing specifications (including identification and characterization) YES 
    2. Suppliers' COA (specifications and test results) YES 
3.2.P.4.2   
    Analytical Procedures- YES 
3.2.P.4.3   
    Validation of Analytical Procedures- YES 
3.2.P.4.4   
    Justification of Specifications 
    Applicant COA  - YES 
 

 
 



MODULE 3 
     3.2.P DRUG PRODUCT 
                                                                                                                                              ACCEPTABLE 

 
3.2.P.5 

 
Controls of Drug Product 
3.2.P.5.1 
     Specification(s) -YES 
3.2.P.5.2 
     Analytical Procedures -YES 
3.2.P.5.3 
     Validation of Analytical Procedures 
     Samples - Statement of Availability and Identification of: 
      1. Finished Dosage Form  -YES 
      2. Same lot numbers  YES. LOT # 6530601 
3.2.P.5.4 
     Batch Analysis 
     Certificate of Analysis for Finished Dosage Form -YES 
3.2.P.5.5   
     Characterization of Impurities- SEE DMF  
3.2.P.5.6   
     Justification of Specifications- YES 
 

 
 

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

 
 

3.2.P.8 
 

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

 
 

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) NO 
3.2.R.2.S 
   Comparability Protocols NO 
3.2.R.3.S 
   Methods Validation Package  YES       
       Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 
       (Required for Non-USP drugs)  

 
 

(b) (4)



MODULE 3 
     3.2.R  Regional Information 
                                                                                                                                              ACCEPTABLE 

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  -YES 
          
         300 mg/5 mL Oral Suspension (Lot # 6530601) 
         Theoretical Yield  -  
         Actual Yield  -       
         Packaged Yield  -       
3.2.R.1.P.2 
    Information on Components  -YES 
3.2.R.2.P 
    Comparability Protocols  -NO 
3.2.R.3.P 
    Methods Validation Package -YES 
        Methods Validation Package (3 copies)  (Mult Copies N/A for E-Submissions) 
       (Required for Non-USP drugs) 

 
 

 
 
MODULE 5 
     CLINICAL STUDY REPORTS 
                                                                                                                                              ACCEPTABLE 
 
5.2 
 

 
Tabular Listing of Clinical Studies- YES 

 
 

 
5.3.1 
(complete 
study data) 

Bioavailability/Bioequivalence 
1. Formulation data same? 1 STRENGTH ONLY 
    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): RLD: H5144  ANDA:  
3. Study Type:  IN-VIVO PK STUDY(IES)   (Continue with the appropriate study type box below) YES 
 

 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)









 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
 
 
 
 
 
 
 
 
 
 
 
 

 





Inactive Ingredients Query 
ANDA 78-734 
Oxcarbazepine Oral Suspension, 300 mg/5 mL 
Ranbaxy Laboratories Limited 
 
CELLULOSE 
MICROCRYSTALLINE/CARBOXYMETHYLCELLULOSE 
SODIUM  

 
 

 

 
SILICON DIOXIDE, 
COLLOIDAL  

 
  

 

 
HYDROXYETHYL CELLULOSE ORAL;  

 
POVIDONE  

 
COPOVIDONE  

 
POLYOXYL 8 STEARATE  

 
METHYLPARABEN  

 
PROPYLPARABEN  

 
SORBIC ACID  

 
PROPYLENE GLYCOL 

 
SACCHARIN SODIUM  

 
ASCORBIC ACID  

 
SORBITOL  

 
Artificial Cherry Flavor # .- no justification needed 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 78-734 
 
 
 
 
Ranbaxy Inc. 
U.S. Agent for: Ranbaxy Laboratories Limited 
Attention: Scott Tomsky 
600 College Road East 
Princeton, NJ 08540 

 
 
Dear Sir: 
 
We acknowledge the receipt of your abbreviated new drug application 
submitted pursuant to Section 505(j) of the  
Federal Food, Drug and Cosmetic Act.   
 
NAME OF DRUG: Oxcarbazepine Oral Suspension, 300 mg/5 mL 
 
DATE OF APPLICATION: December 22, 2006 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: December 26, 2006 
 
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 (301)827-0503. 
 
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: 
 
 

Lisa Kwok              
Project Manager 
301-827-5746 
 
 
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     Two BE studies (under 
fasting and fed 
conditions) on the 300 
mg/5 mL strength (a 
single dose of 600 mg 
was administered). 

Assay Methodology      

Procedure SOP      

Methods Validation      

Study Results Ln/Lin      

Adverse Events      

IRB Approval      

Dissolution Data      

Pre-screening of Patients      

Chromatograms      

Consent Forms      

Composition      

Summary of Study      

Individual Data & Graphs, 
Linear & Ln 

     

PK/PD Data Disk 
Submitted) 

    Electronic data submitted. 

Randomization Schedule      

Protocol Deviations      

Clinical Site      



BIO_1G_CHKLST.dot  v.4/4/2003 
 

Analytical Site      

Study Investigators      

Medical Records      

Clinical Raw Data      

Test Article Inventory      

BIO Batch Size     Not provided in the submission 

Assay of Active Content 
Drug 

     

Content Uniformity     Not provided in the submission 

Date of Manufacture      

Exp. Date of RLD      

BioStudy Lot Numbers      

Statistics      

Summary results provided 
by the firm indicate studies 
pass BE criteria  

     

Waiver requests for other 
strengths / supporting data 

    N/A 

 
ADDITIONAL COMMENTS REGARDING THE ANDA:  
1. The RLD is TRILEPTAL (OXCARBAZEPINE ORAL SUSPENSION; 300MG/5ML) by NOVARTIS; NDA 

#21285, approved date: 05/25/2001.  
2.  The application contains two BE studies (Fasted and Fed) on the 300 

mg/5 mL strength (a single dose of 600 mg was administered). 
3. The information on the content uniformity and bio-batch size are not 

provided in the ANDA volumes related to BE submission. 
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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   :  February 27, 2006 
 
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 78-734 for 

Oxcarbazepine Oral Suspension, 300 mg/5 mL to determine if the application is 
substantially complete for filing. 

 
Ranbaxy Laboratories Limited has submitted ANDA 78-734 for Oxcarbazepine  
Oral Suspension, 300 mg/5 mL.  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 Ranbaxy Laboratories Limited 
on December 22, 2006 for its Oxcarbazepine 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 to an 
appropriate FDA guidance or is reasonable in design and purports to demonstrate that the 
proposed drug is bioequivalent to the "listed drug". 

 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Eda Howard
2/28/2007 09:54:27 AM
APPLICATIONS EXA




















































