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NDA 202088 
 

TRADENAME1

(phentermine HCl) 
Orally Disintegrating Tablet 

 
Summary of the Basis for the Recommended Action 

 from Chemistry, Manufacturing, and Controls 
 

 
Applicant:   Citius Pharmaceuticals, LLC 

63 Great Road,  
Maynard,  
MA 01754 

Indication:   Treatment of Obesity 
 
Presentation:  The drug product will be packaged in high density polyethylene  
  (HDPE) 30-count and 100-count bottles with a child-resistant  
  closure and a  desiccant. 
 
Establishments Evaluation Report (EER) Status: Acceptable 
 
Consults: EA –     Acceptable 
 Statistics –    N/A 
 Methods Validation –  Not requested 
 Clinical Pharm –  N/A 

Microbiology –   N/A 
 Pharm Toxicology –  N/A 
 
Original Submission:   August 11, 2010 
Re-submissions:     N/A 
Post-Approval CMC Agreements: None at this time. 
 
Drug Substance 
The drug substance, phentermine HCl, is a previously approved drug substance, 
produced by chemical synthesis.  

                                                
1 To be determined. 
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NDA 202-088 Summary Basis of Recommended Action – CMC P. 2 

Chemical structure, chemical name, molecular formula and molecular weight are 
shown below: 
  
 

 
 

Phentermine HCl 
 

Chemical name:   , -Dimethylphenethylamine hydrochloride 
Molecular Formula:  C10H15N·HCl 
Molecular Weight:   185.7 g/mol 
 
 
Phentermine hydrochloride is a white, odorless, hygroscopic, crystalline powder 
which is soluble in water and lower alcohols, slightly soluble in chloroform and 
insoluble in ether. All information regarding the physicochemical properties, 
impurities, method of synthesis and purification, process controls, control of raw 
materials, container closure system and stability of phentermine HCl are  
provided in the Drug Master File (DMF)  held by  DMF 

 was reviewed and found adequate to support an ANDA for an orally 
administered tablet. The drug substance specifications are the same as the USP 
monograph for phentermine HCl, with the addition of Organic Volatile 
Impurities, Residual Solvents, Assay by HPLC, Solution in ethanol (% 
transmission, color, clarity), Solution in water (color, clarity), and Impurities. 
The drug substance phentermine HCl will be manufactured by , 
USA. The retest period for phentermine HCl is  when stored in the 

 at room temperature conditions. 
Drug substance is satisfactory 
 
Drug product 
The proposed drug product is an orally disintegrating tablet (ODT) containing 
15, 30 or 37.5 mg of phentermine hydrochloride (equivalent to 12, 24 or 30 mg of 
phentermine base).  
The  steps involve in the manufacturing process of the drug product 
tablets (ODT) are    
The drug product contains the inactive ingredients mannitol powder, citric acid 
powder, Povidone CL, Povidone K 30, sucralose, magnesium stearate, 
peppermint flavor, talc, sodium lauryl sulfate, and mannitol pregranulated. The 
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Division of Metabolism and Endocrinology Products 

NDA: 202088 

Applicant: Citius Pharmaceuticals LLC 

Stamp Date: 17-AUG-2010 

PDUFA Date: 17-JUN-2011 

Proposed Proprietary Name:

Established Name: Phentermine hydrochloride 

Dosage form and strength: Orally disintegrating tablet 

15, 30,and 37.5 mg 

Route of Administration: Oral administration

Indications: Treatment of obesity 

CMC Lead: Su (Suong) Tran, ONDQA

ONDQA Fileability: Yes

(b) (4)
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CONSULTS/ CMC 
RELATED REVIEWS 

COMMENT 

CBER Not applicable 
CDRH Not applicable 
EA The categorical exclusion claim cites a nonexistent regulation; see the 

74-day comment. The applicant’s response will be assessed by 
Primary Reviewer. 

Compliance (DMPQ) EER was sent to Compliance by ONDQA PM on 31-AUG-2010.
Methods Validation Validation may be requested of FDA labs after test methods are 

finalized.
Microbiology Review of microbial limits. 
OBP Not applicable
ONDQA Biopharm Review of all dissolution/drug release-related information (and 

biowaiver information, if applicable).
OSE Labeling consult request will be sent as part of DMEP’s request. 
Pharm/Tox Review of the genotoxic potential of specified impurities. 
QbD Not applicable 

This is a paper NDA, filed as a 505(b)(2) application, with the reference listed drugs (RLD) being 

Adipex-P Tablet, 37.5 mg, and Phentermine HCl Capsule (Sandoz), 30 mg and 15 mg. The difference 

between this new product and the RLDs are the dosage forms. 

Note to chemists: the reference to the RLD is for the reliance on FDA’s findings of safety and/or 

effectiveness only, not for any CMC purpose.

Reference is made to the DMF  for the CMC information on the drug substance. 

The drug product is an orally disintegrating tablet with 15, 30, and 37.5 mg phentermine HCl. 

The product will be packaged in 30-count and 100-count bottles. The product is stored at room 

temperature. 

(b) (4)
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Review comments: (copies of pertinent information are included starting on page 8) 

• Established name and dosage strength. The established name of the product is “phentermine 

hydrochloride”, which matches per CDER policy. 

• Comparability of the product used in the clinical studies, stability studies, and commercial 

product. Three batches of each dosage strength were manufactured with the commercial process, 

at production scale, with the commercial formulation. Their manufacture was also part of the 

manufacturing process validation. Each batch was packaged in the commercial 30-count bottles 

and 100-count bottles. All batches were placed on stability as primary batches. One batch of each 

dosage strength in the 100-count bottles was used in the pivotal BE studies: 15-mg batch 034E08, 

30-mg batch 036E08, and 37.5-mg batch 038E08. 

• Master batch records were not included in the initial NDA submission for the commercial 

manufacturing process (complying with 505(b)(2) regulations). See Comment at the end of this 

review (sent to Applicant on 25-AUG-2010). In response to FDA’s comment, the applicant 

submitted the master batch records on 12-OCT-2010 in order to allow the filing of this NDA. 

• Limits on degradation products. The specified degradants and their proposed limits  

The limits are 

below the ICH qualification threshold for the maximum daily dose of 37.5 mg. The applicant 

should provide a discussion on the  see 

the 74-day letter comment at the end of this review. The primary reviewer will evaluate the 

stability-indicating results of the degradant-determining test method in the validation report. 

• Disintegration. According the FDA final (December 2008) "Guidance for Industry Orally 

Disintegrating Tablets", the defining characteristics of this dosage form is the rapid 

disintegration in saliva without the need for chewing or liquids, and the definition includes an in-

vitro disintegration time of approximately 30 seconds or less, when based on the USP 

disintegration test method or alternative. The stability data in the 11-AUG-2010 NDA 

submission show disintegration times  and the currently drug product 

specification has a disintegration time of  Therefore, the designation "ODT" 

may not be appropriate for this product. See Comment at the end of this review (sent to 

Applicant on 25-AUG-2010). In response to FDA’s comment, the applicant commits to 

submitting a revised disintegration test method and supporting data to show that the tablet can 

meet the revised limit of disintegration in 30 seconds (or less) during the review cycle in order to 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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allow the filing of this NDA. (The applicant states in the 13-OCT-2010 email that the 

information was submitted on 12-OCT-2010.) 

• Dissolution. Review of the  and all dissolution/drug release-related information 

will be conducted by the ONDQA Biopharm team. 

• Environmental Assessment. The applicant’s claim of categorical exclusion from the 

requirement to prepare an environmental assessment cites “21 CFR, Part 25, Subpart B, 

25.24(c)(4)”, which does not exist. See the 74-day letter comment at the end of this review. 

Stability: 

As mentioned earlier in this review, three batches of each dosage strength were manufactured with the 

commercial process, at production scale, with the commercial formulation. Each batch was packaged in 

the commercial 30-count bottles and 100-count bottles. All batches were placed on stability as primary 

batches. The stability data in the NDA initially included 3-month long-term and accelerated data for two 

(out of the three) primary batches of each dosage strength, and 24-month long-term and 6-month 

accelerated data for one primary batch of each dosage strength. See Comment at the end of this review 

(sent to Applicant on 25-AUG-2010). In response to FDA’s comment, the applicant commits to 

submitting additional 6-month data (on the batches initially submitted with the 3-month data) by 

November, in order to allow the filing of this NDA (correspondence submitted on 12-OCT-2010.). Each 

stability batch was packaged in both bottle systems. No photostability study was conducted, and the 

applicant uses the term “retest period” instead of the correct term “expiration dating period”; see the 74-

day letter comments at the end of this review. 

Supporting NDA or IND:  IND 76477 - same sponsor 

Supporting DMFs: See 3.2.P.7 in Volume 4 of the NDA. 

GMP facilities: EER was sent to Compliance by ONDQA PM on 31-AUG-2010. 

(b) (4)

(b) (4)

















Initial Quality/CMC Assessment 
ONDQA

Page 15 of 15 

1. Your claim of categorical exclusion from the requirement to prepare an environmental assessment 
cites “21 CFR, Part 25, Subpart B, 25.24(c)(4)”, which does not exist. Submit a revised claim with 
the correct regulation citation, information to support the requested exclusion (e.g., a calculation 
of estimated environmental concentrations of the drug), and a statement that, to the best of your 
knowledge, no extraordinary circumstance exists that would warrant the preparation of an 
environmental assessment. 

2. Provide the location in the NDA of the photostability study report for the drug product. 

3. The term “retest period” does not apply to the drug product. Revise your NDA where appropriate 
to replace “retest period” with the correct term “expiration dating period” when discussing the 
drug product. 
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