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• Suprenza is not likely to produce a risk of abuse that is different from that of 
currently marketed Schedule IV immediate release formulations of phentermine, 
based on the similarity between the two drug products in terms of their 
pharmacokinetic profile and the abuse related adverse events reported in these 
single dose pharmacokinetic studies. 

• The Suprenza formulation is a tablet flavored with sweetened peppermint, making 
it similar to a candy product in appearance and taste.  Compared to an unflavored 
tablet that is swallowed whole, the candy-like properties of Suprenza may 
increase its desirability to children for nonmedical purposes and may also increase 
the possibility that an adult or minor would consume higher than recommended 
doses of Suprenza.  These factors may lead to overdose, misuse or abuse of the 
drug product. 

•

• Additionally, in order to monitor the actual abuse potential of Suprenza after it is 
marketed, the Sponsor should provide monitoring of selected postmarketing 
adverse events in addition to current, mandatory pharmacovigilance requirements.  
The Office of Surveillance and Epidemiology will provide the final determination 
on the adequacy of the proposed, post-marketing plan and that of the reporting 
frequency.

• The proposed plan should include maintenance of all adverse events in a 
centralized safety database with expedited reporting of the “Events of Interest” 
listed below.  Individual case safety reports (ICSRs) that include these events will 
be submitted to the Agency as expedited reports, 15-day reports, for one (1) year 
unless a renewal is stated.  These Events of Interest based on the latest MedDRA 
terminology are: 

• Drug administered at inappropriate site 
• Drug administration error 
• Incorrect dose administered 
• Incorrect route of drug administration 
• Wrong technique in drug usage process 
• Intentional drug misuse 
• Accidental exposure 
• Accidental overdose 
• Intentional overdose 
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• Multiple drug overdose 
• Multiple drug overdose accidental 
• Multiple drug overdose intentional 
• Overdose 
• Drug abuser 
• Substance abuser 
• Dependence 
• Drug dependence 
• Drug tolerance 
• Drug tolerance decreased 
• Drug tolerance increased 

• In addition to expedited reporting of the above events, a discussion in the 
quarterly periodic report should provide numbers and trends based upon MSSO’s 
Standardized MedDRA Query (SMQ): “Drug Abuse, Dependence and 
Withdrawal” and accident related events for the entire period the drug is 
marketed. 

• The Sponsor should also follow and report relevant data from national abuse 
databases:  Drug Abuse Warning Network (DAWN), and the Toxic Exposure 
Surveillance System (TESS) report prepared by the American Association of 
Poison Control Centers (AAPCC), currently the National Poison Data System 
(NPDS), and any additional product specific databases that are helpful to 
understand the use in real world conditions.    
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Appendix

Abuse-Related Data in the NDA for Suprenza

The NDA submission for Suprenza included two types of data related to abuse potential:
pharmacokinetic data from three bioavailability/bioequivalence (BA/BE) studies and 
adverse events data from the three BA/BE studies. 

Pharmacokinetic Studies 

Three BA/BE studies were conducted by the Sponsor:

• Study #1806KH  15 mg Suprenza compared to 15 mg immediate-release 
phentermine 

• Study # 18089D  30 mg Suprenza compared to 30 mg immediate-release 
phentermine 

• Study #1809PB   Suprenza compared to  immediate-release 
phentermine 

Each of these pharmacokinetic studies had a randomized, balanced, open-label, single 
dose crossover design using one of the three phentermine treatments (orally dissolved 
Suprenza, followed either with or without water, as well as an immediate-release oral 
dose of phentermine equal to the dose contained in the Suprenza formulation).  The 
washout period between sessions in each study was at least 10 days. 

The three drug treatment conditions produced pharmacokinetics (Tmax, Cmax and 
AUCinf) that were largely equivalent (Tables 1, 2 and 3, below), based on a comparison 
between Suprenza and identical doses of immediate-release phentermine: 

Table 1:  Pharmacokinetic Profile of Suprenza (With and Without Water) 
Compared to Immediate-Release Phentermine at 15 mg (p.o.)

Treatment
(oral
administration)

PK Parameter Suprenza  
with Water 

Suprenza  
without Water 

Immediate-
Release
Phentermine 

15 mg 
phentermine

Tmax (hr) 3.0 3.7 3.8 

(n  15) Cmax (ng/ml) 48.2 49.7 48.9 

 AUCinf 
(hr*ng/ml) 

1775 1780 1901 

As shown in Table 1 (above), the 15 mg oral Suprenza formulation produced a Tmax of 
~3-4 hours when taken either with or without water, which is similar to that of the ~4 hr 
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Tmax produced by the 15 mg oral immediate-release phentermine formulation.  The 
Suprenza formulation (either with or without water) produced a Cmax of 48-50 ng/ml, 
which is similar to that of the Cmax produced by the immediate-release formulation (~49 
ng/ml).  However, Suprenza (either with or without water) produced an AUCinf of 1775-
1780 hr*ng/ml that was slightly lower than that produced by the immediate-release 
formulation of phentermine (1901 hr*ng/ml). 

Table 2:  Pharmacokinetic Profile of Suprenza (With and Without Water)
Compared to Immediate-Release Phentermine at 30 mg (p.o.)

Treatment
(oral
administration)

PK Parameter Suprenza  
with Water 

Suprenza  
without Water 

Immediate-
Release
Phentermine 

30 mg 
phentermine

Tmax (hr) 3.7 4.5 3.8 

(n  15) Cmax (ng/ml) 94.0 98.8 100 

 AUCinf 
(hr*ng/ml) 

3746 3632 4114 

As shown in Table 2 (above), the 30 mg oral Suprenza formulation produced a Tmax of 
~4-5 hours when taken either with or without water, which is similar to that of the ~4 hr 
Tmax produced by the 30 mg oral immediate-release phentermine formulation.  The 
Suprenza formulation (either with or without water) produced a Cmax of ~94-99 ng/ml, 
which is similar to that of the Cmax produced by the immediate-release formulation (100 
ng/ml).  However, Suprenza (either with or without water) produced an AUCinf of 3632-
3746 hr*ng/ml that was slightly lower than that produced by the immediate-release 
formulation of phentermine (4114 hr*ng/ml). 

Table 3:  Pharmacokinetic Profile of Suprenza (Without Water, Fasted and Fed) 
Compared to Immediate-Release Phentermine (Fasted) at  (p.o.)

Treatment
(oral
administration)

PK Parameter Suprenza  
without Water 
(Fasted)

Suprenza  
without Water 
(Fed)

Immediate-
Release
Phentermine 
(Fasted)

 
phentermine

Tmax (hr) 3.0 4.5 2.7 

(n  18) Cmax (ng/ml) 119 112 121 

 AUCinf 
(hr*ng/ml) 

4595 4033 4509 
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As shown in Table 3 (above), the  oral Suprenza formulation produced a Tmax of 
3 hours when taken without water in the fasted state, which is similar to the ~3 hr Tmax 
produced by  oral immediate-release phentermine formulation when taken in the 
fasted state.  The Tmax for Suprenza when taken without water in the fed state was 
slightly longer, at 4.5 hr.  The Suprenza formulation (without water, either fasted or fed) 
produced a Cmax of 112-119 ng/ml, which is similar to that of the Cmax produced by the 
immediate-release formulation in the fasted state (121 ng/ml).   The Suprenza 
formulation produced an AUCinf of 4594 hr*ng/ml when taken without water in the 
fasted state, which is similar to that of the 4509 hr*ng/ml AUCinf of immediate-release 
phentermine formulation when taken in the fasted state.  The AUCinf for Suprenza when 
taken without water in the fed state was slightly smaller, at 4033 hr*ng/ml 

Abuse-Related Adverse Events in Pharmacokinetic Studies

Adverse events were monitored during each of the three pharmacokinetic studies 
conducted with Suprenza and immediate-release phentermine.   All subjects were 
monitored for adverse events up to 7-10 days after administration of the last drug 
treatment in each study.   

In the 15 mg phentermine condition (Suprenza, with and without water, compared to 
immediate-release phentermine), there were 10 AEs reported by 6 of the 15 subjects 
following initiation of drug administration.  Three of these 10 AEs were determined to be 
probably or possibly related to study treatment.  Euphoria was reported by one subject 
who received Suprenza without water.  Restlessness was reported by one subject who 
received Suprenza with water.  Thirst was reported by one subject who received Suprenza 
without water.  There were no other abuse-related AEs reported, including any additional 
reports of euphoria. 

In the 30 mg phentermine condition (Suprenza, with and without water, compared to 
immediate-release phentermine), there were 8 AEs reported by 6 of the 15 subjects 
following initiation of drug administration.  The number of AEs reported at the 30 mg 
dose is less than that reported with the 15 mg dose.  Seven of these 8 AEs in the 30 mg 
condition were determined to be probably or possibly related to study treatment.  
Euphoria was reported by one subject who received Suprenza with water.  Headache was 
reported by three subjects:  two in the Suprenza with water condition and one in the 
Suprenza without water condition.  Dizziness was reported by three subjects who 
received Suprenza with water.  There were no other abuse-related AEs reported, 
including any additional reports of euphoria. 

In the  phentermine condition (Suprenza, without water, in the fasted and fed 
state, compared to immediate-release phentermine in the fasted state), there were 19 AEs 
reported by 9 of the 18 subjects following initiation of drug administration.  Thirteen of 
these 19 AEs were determined to be probably or possibly related to study treatment.  
Notably, euphoria was not reported by any subjects in any of the treatment conditions 
with the  dose.  Anorexia was reported by 3 subjects:  one in the Suprenza 
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condition without water in fed state and two in the immediate-release phentermine 
condition in fasted state.  Headache was reported by 2 subjects:  one in the Suprenza 
condition without water in fasted state and one in the Suprenza condition without water in 
fed state.  Nausea was reported by 2 subjects:  one in the Suprenza condition without 
water in fasted state and one in the Suprenza condition without water in fed state.  There 
were no other abuse-related AEs reported, including any additional reports of euphoria. 

Pharmacokinetic Evaluation of Euphoria Reports

An evaluation of the pharmacokinetics of phentermine was conducted by Dr. Zdrojewski, 
the clinical pharmacologist in the Division of Metabolism and Endocrinology Products, 
for the two incidents of euphoria reported as an AE during the clinical studies with 
Suprenza, as described above. 

15 mg Phentermine Condition 

In the 15 mg phentermine condition (Suprenza, with and without water, compared to 
immediate-release phentermine), there was a single incidence of euphoria reported by a 
subject who received Suprenza without water.  The phentermine Cmax value for this 
subject was 69 ng/ml, which is higher than the mean Cmax for subjects who received 
Suprenza without water (50 ng/ml).  Although this would seemingly explain the report of 
euphoria, the other two test conditions produced similar Cmax values in this subject (72 
ng/ml for Suprenza with water condition and 66 ng/ml for phentermine immediate-
release condition) without producing euphoria.   

30 mg Phentermine Condition 

In the 30 mg phentermine condition (Suprenza, with and without water, compared to 
immediate-release phentermine), there was a single incidence of euphoria reported by a 
subject who received Suprenza with water.  The phentermine Cmax value for this subject 
was 82 ng/ml, which is lower than the mean Cmax for subjects who received Suprenza 
with water (94 ng/ml).  Additionally, euphoria was not reported in the other two test 
conditions, where the Cmax values were higher than those in the Suprenza with water 
condition (93 ng/ml for Suprenza without water condition and 92 ng/ml for phentermine 
immediate-release condition). 

Proposed Drug Label for Suprenza

The proposed drug label text for Suprenza is nearly identical to the drug label for 
currently-marketed immediate-release formulations of phentermine, with the following 
exceptions:

• The proposed drug label for Suprenza uses the most recent standardized format, 
including a Section 9.0 Abuse and Dependence and its subheadings of 9.1 
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“Controlled Substance”, 9.2 “Abuse” and 9.3 “Dependence”.  The drug labels for 
the currently-marketed formulations of phentermine do not use this format. 

• The proposed drug label for Suprenza states that phentermine as a Schedule IV 
controlled substance under Section 9.1 “Controlled Substance”.  There is no 
statement in the text of the drug label for the currently marketed formulations of 
phentermine regarding the controlled substance status of phentermine (although 
the “C-IV” designation does appear on the first page of the label). 

• For the currently-marketed formulations of phentermine, the Drug Abuse and 
Dependence section of the label is comprised of a single paragraph.  In the 
proposed drug label for Suprenza, the text has been appropriately separated, based 
on content, into Sections 9.2 “Abuse” and 9.3 “Dependence”. 

• The information from the drug label for the currently-marketed formulations of 
phentermine presented under the heading “Usage with Alcohol” has been placed 
into Section 7.2 “Drug Interactions:  Alcohol” of the proposed drug label for 
Suprenza.
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Goal Date for Completion:

We request that the inspections be conducted and the Inspection Summary Results be provided by May 
02, 2011.  We intend to issue an action letter on this application by June 13, 2011.

Should you require any additional information, please contact Patricia Madara, Project Manager, 310-
796-1249.

Concurrence: (Optional) 

Immo Zdrojewski, Ph.D., Clinical Pharmacology Reviewer 
Sally Choe, Ph.D., Clinical Pharmacology Team Leader 
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Reviewer:
 

N/A       OTC Labeling Review (for OTC 
products) 
 TL: 

 
N/A       

Reviewer: 
 

N/A       Clinical Microbiology (for antimicrobial 
products) 
  TL: 

 
N/A       
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Reviewer: 
 

Immo Zdrojewski Y Clinical Pharmacology 
 

TL: 
 

Sally Choe Y 

Reviewer: 
 

N/A       Biostatistics  
 

TL: 
 

N/A       

Reviewer: 
 

Mukesh Summan Y Nonclinical 
(Pharmacology/Toxicology) 

TL: 
 

Todd Bourcier Y 

Reviewer: 
 

N/A       Statistics (carcinogenicity) 
 

TL: 
 

N/A       

Reviewer: 
 

N/A       Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements) TL: 

 
N/A       

Reviewer: 
 

Elsbeth Chikhale N Product Quality (CMC) 
 

TL: 
 

Su Tran Y 

Reviewer: 
 

N/A       Quality Microbiology (for sterile 
products) 

TL: 
 

N/A       

Reviewer: 
 

Elsbeth Chikhale N CMC Labeling Review  

TL: 
 

Su Tran Y 

Reviewer: 
 

CDER DMPQ Review N Facility Review/Inspection  

TL: 
 

            

Reviewer: 
 

TBD       OSE/DMEPA (proprietary name) 

TL: 
 

TBD       

Reviewer: 
 

N/A       OSE/DRISK (REMS) 

TL: 
 

N/A       

Reviewer: 
 

N/A       OC/DCRMS (REMS) 

TL: 
 

N/A       
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o the application did not raise significant safety 
or efficacy issues 

o the application did not raise significant public 
health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 
• Abuse Liability/Potential 
 

Comments: probably not applicable since this is a 505b2 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• If the application is affected by the AIP, has the 

division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  
 

X Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 

Comments: 

X Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 

Comments: 

  Not Applicable 
X  FILE 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

X  YES 
  NO 

BIOSTATISTICS 

Comments: Application sent to Biostats TL, Todd 
Sahlroot. No reviewer assigned. 

X  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 

Comments: a potential refuse-to-file issue was 
eliminated after obtaining additional information from 
the sponsor prior to the 60-day filing date. 

  Not Applicable 
X    FILE 

  REFUSE TO FILE 
 
X Review issues for 74-day letter 
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IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 

Comments: 

X Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 

Comments: a potential refuse-to-file issue was 
eliminated after obtaining additional information from 
the sponsor prior to the 60-day filing date.

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
X  Review issues for 74-day letter 
 

Environmental Assessment
 
• Categorical exclusion for environmental assessment 

(EA) requested?  

If no, was a complete EA submitted? 

If EA submitted, consulted to EA officer (OPS)? 
 

Comments:  
 

  Not Applicable 
 
X YES 

  NO 
 

 YES 
  NO 

 
X YES 

  NO 
 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:  

X  Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection

• Establishment(s) ready for inspection?

� Establishment Evaluation Request (EER/TBP-EER) 
submitted to DMPQ? 

Comments:  
 

  Not Applicable 
 
X   YES 

  NO 
 
X  YES 

  NO 
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N/A BLA/BLA supplements: If filed, send 60-day filing letter 
 

N/A If priority review: 
• notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day 

filing letter; For NDAs/NDA supplements: see CST for choices)

• notify DMPQ (so facility inspections can be scheduled earlier) 
done  Send review issues/no review issues by day 74 

 
TBD Conduct labeling review and include labeling issues in the 74-day letter 

 
 
N/A 

BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action (BLAs/BLA supplements only) [These 
sheets may be found at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822] 

 Other 
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Appendix A (NDA and NDA Supplements only) 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medication Error Prevention and Risk Management 

Date: May 13, 2011 

Application Type/Number: NDA 202088 

To: Mary Parks, Director  
Division of Metabolism and Endocrinology Products 

Through: Melina Griffis, RPh, Team Leader 
Carol Holquist, RPh, Director 
Division of Medication Error Prevention and Analysis 

From: Lubna Merchant, M.S., Pharm.D, Safety Evaluator 
Division of Medication Error Prevention and Analysis 

Subject: Label and Labeling Review 

Drug Name and Strength(s): Phentermine Orally Disintegrating Tablets, 15 mg, 30 mg   

  

Applicant/sponsor: Citius Pharma. 

OSE RCM #: 2011-43 
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including typography, layout, contrast, and other printing features in accordance 
with 21 CFR 201.10(g)(2). 

3. Relocate the company logo and name to the bottom of the principal display panel or 
to the side panel.

4. We note that the control substance symbol is more prominent than the proprietary 
name. Revise the label so that the proprietary and established names are more 
prominent that the control substance symbol. 

Appendices:
Appendix A: Proposed Container Labels

Reference ID: 2946344
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Appendix B: ISR numbers
ISR # ISR # ISR # ISR # 

96391 5 3018574 4 3211655 1 3676639 8 
464944 8 3027424 1 3231521 5 3753055 1 
610597 5 3075129 3 3253799 4 3753336 1 
620436 4 3076519 5 3265985 8 3755981 6 
682777 4 3076717 0 3271394 8 3779865 2 
1577859 9 3087291 7 3280471 7 3870612 2 
1685038 X 3089919 4 3285142 9 3873182 8 
1745325 3 3091762 7 3290513 0 3875498 8 
1750623 3 3092509 0 3290580 4 3877740 6 
1766045 5 3093388 8 3336331 6 3894523 1 
1774864 4 3095577 5 3341221 9 3971852 4 
1777146 X 3103751 4 3370095 5 3978176 X 
1783897 3 3136862 8 3385361 7 4067914 6 
1812965 2 3146053 2 3418496 0 4071886 8 
1835692 4 3164339 2 3472017 5 4091500 5 
1842902 6 3165723 3 3472253 8 4182409 7 
1955762 X 3173692 5 3536433 5 4191001 X 
1989673 0 3176046 0 3564084 5 4349035 8 
2040107 X 3200792 3 3600803 7 4415059 5 
7101250 6 5872836 1 5567658 5 4562545 3 
7170683 4 6867848 5 5754990 5 4712950 7 
5043284 1 5386059 6 5386157 7 4938639 7 
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FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research 
Division of Drug Marketing, Advertising, and Communications 

****Pre-decisional Agency Information**** 

Memorandum
Date:  May 17, 2011 

To: Pat Madara, Regulatory Project Manager  
  Division of Metabolism and Endocrinology Products (DMEP) 

From: Samuel Skariah, Regulatory Review Officer 
Division of Drug Marketing, Advertising, and Communications (DDMAC)   

Subject: NDA 202088 TRADENAME (phentermine HCl) orally dissolving tablets (ODT) 

  DDMAC labeling comments for phentermine ODT 

DDMAC has reviewed the proposed Prescribing Information (PI) and carton/container labeling for 
phentermine ODT that was consulted on January 21, 2011 [accessed from the eRoom on May 
17, 2011].

General Comment 

Comments regarding the PI are provided in the marked version of the PI below. 

Carton and Container Labeling

DDMAC does not have any comments at this time. 

Thank you for the opportunity to comment on these proposed materials. 

If you have any questions, please contact Sam Skariah at 301. 796. 2774 or 
Sam.Skariah@fda.hhs.gov.

1
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INTRODUCTION 
On August 11, 2010, Citius Pharmaceuticals  submitted a 505(b)(2) New Drug Application 
(NDA 202088) for phentermine HCL 15,30, mg orally-disintegrating tablets (ODT), for the 
short-term adjunct in a regimen of weight reduction based on exercise, behavioral modification 
and caloric restriction in the management of exogenous obesity for patients with an initial body 
mass index �30 kg/m2, or �27 kg/m2 in the presence of other risk factors (e.g., hypertension, 
diabetes, hyperlipidemia). 
 
On May 2, 2011, the Division of Metabolic and Endocrine Products (DMEP) consulted the 
Pediatric and Maternal Health Staff (PMHS) - Maternal Health Team (MHT) to review and 
provide appropriate revisions to the pregnancy subsection of labeling.  PMHS-MHT’s review 
also provides suggested revisions to the nursing mothers subsection of labeling in order to 
provide clinically relevant information for prescribing decisions and to comply with current 
regulatory requirements.  
 
BACKGROUND 
Phentermine  
Phentermine, a sympathomemetic amine, is used as an anorectic or appetite suppressant in 
obesity treatment.  Phentermine was initially approved on May 4, 1959, under the tradename 
Ionamin® (UCB, Inc.), and was found to be effective under DESI on July 19, 1974.  Ionamin® 
was withdrawn from the market (for reasons other than safety and efficacy) in 2008.  
Phentermine has pharmacologic activity similar to the prototype drugs of this class used in 
obesity treatment (d-amphetamine and dll-amphetamine)1 and is the most commonly prescribed 
medication for treatment of obesity in the U.S.2 
 
Phentermine is currently classified as a pregnancy category C drug.  No animal reproductive 
studies or studies in pregnant women have ever been conducted with phentermine.  Limited 
human pregnancy data were located in reproductive risk databases.  REPROTOX® 3 summarizes 
phentermine reproductive risk as follows:  
 

There are small series of human pregnancies exposed to phentermine without an 
increase in congenital malformations. Phentermine is avoided during pregnancy due to 
concerns about effects of weight loss on embryo development. 

And REPROTOX additionally reports:  
 
A 1962 study described the use of phentermine by 118 women in their 3rd trimester of 
pregnancy until delivery. In this population there were 5 stillborn infants; one was due to 
abruptio placentae and a second was associated with mild preeclampsia. 

 
                                                           
1 See Sponsor Proposed Labeling, March 9, 2011 
2 Hendricks EJ, Rothman RB, Greenwaw FL.  How physician obesity specialists use drugs to treat obesity.  Obesity 
2009  Sep;17(9):1730-5 
3 REPROTOX® is a subscription information system on environmental hazards to human pregnancy, reproduction 
and development developed by the Reproductive Toxicology Center for its members. REPROTOX contains 
summaries on the effects of medications, chemicals, infections, and physical agents on pregnancy, reproduction, and 
development. 
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Because phentermine has pharmacologic activity similar to amphetamines, it is important to 
consider amphetamine vascular side effects, including vasoconstriction and a rise in blood 
pressure, on a pregnancy.  REPROTOX® 4 reports that studies in pregnant sheep with 
methamphetamine demonstrated the following: 
 

Administration of methamphetamine to pregnant sheep results in transfer of the agent to 
the fetus. Because the fetus has a longer elimination half-life than the mother, total 
exposure of the fetus is high. Drug administration in this model is associated with an 
elevation in maternal and fetal blood pressure, and a decrease in fetal oxyhemoglobin 
saturation and pH. A transient increase in umbilical vascular resistance and a decrease 
in uterine blood flow accompanied these changes. 

Pregnancy and Weight Gain Guidelines 
Weight gain guidelines exist for pregnancy, because both excessive weight gain and weight loss 
or poor weight gain during pregnancy have been associated with adverse maternal and fetal 
outcomes.  The Institute of Medicine (IOM) published the following new pregnancy weight gain 
guidelines in May 2009, to address current research that had been conducted on the effects of 
weight gain in pregnancy on the health of both mother and baby:5 

An obligatory weight gain occurs in maternal tissues (the uterus, breasts, blood volume, and in 
the fetal-placental unit) during pregnancy. Weight gain in pregnancy is partly a gain in adipose 
tissue, accompanied by some degree of insulin resistance and other metabolic alterations that 
serve as an adaptive response to allow a more efficient transfer of fuels across the placenta to the 
fetus.   
 
Excessive weight gain during pregnancy can lead to an increased risk of maternal insulin 
resistance and gestational diabetes mellitus, which can lead to fetal hyperglycemia and increased 
adiposity.  In addition, these babies have a higher risk for childhood obesity and accompanying 

                                                           
4 REPROTOX® is a subscription information system on environmental hazards to human pregnancy, reproduction 
and development developed by the Reproductive Toxicology Center for its members. REPROTOX contains 
summaries on the effects of medications, chemicals, infections, and physical agents on pregnancy, reproduction, and 
development. Available through MicroMedex 
5 Institute of Medicine of National Academy of Sciences.  Weight gain during pregnancy:  reexamining the 
Guidelines: http://www.nap.edu/catalog.php?record id=12584#toc 
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metabolic sequelae.6  Pre-pregnancy obesity is associated with an increased risk of major 
malformations, including neural tube defects, omphalocele, heart defects, orafacial clefts, and 
others.  The mechanism for these observed malformations and obesity is not known but may be 
due to:  severe metabolic and hormonal alterations including hyperglycemia, elevated insulin, 
and elevated estrogen levels; nutritional deficits from dieting or poor quality diets; and/or 
diabetes. 7 
 
Despite the association between obesity and major fetal malformations, a minimum weight gain 
(and no weight loss) is recommended during pregnancy for all women, including those who are 
already overweight or obese because of the obligatory weight gain that occurs in maternal tissues 
during pregnancy. The metabolic consequences of weight loss in pregnancy may be associated 
with adverse neurodevelopmental outcomes in childhood.8   

Pregnancy and Nursing Mothers Labeling 
FDA currently classifies the reproductive and developmental risk of drugs for use during 
pregnancy into five categories (A, B, C, D, and X)9 using available animal and/or human data. 
Some of the categories require consideration of both the potential risks (to mother and fetus) and 
the potential benefits (to the mother and indirectly to the fetus) if the drug is used during 
pregnancy.  The classification system does not define a linear increase in fetal risk from 
pregnancy category A to pregnancy category X (see Appendix A for a description of each 
pregnancy category).  PMHS- MHT notes that the pregnancy category classification will be 
eliminated when the Final Pregnancy and Lactation Labeling Rule (PLLR) publishes (Proposed 
Pregnancy and Lactation Labeling Rule published May 29, 2008).10  When the final regulations 
publish, the PLLR will complete the requirements on content and format of labeling for human 
prescription drug and biological products (Physician Labeling Rule, January 24, 2006, 71 FR 
3922) by revising the content and format requirements for the pregnancy, labor and delivery, and 
nursing mothers subsections of labeling.  The proposed changes to prescription drug labeling will 
provide prescribers with clinically relevant and more comprehensive information for making 
prescribing decisions and for counseling women who are pregnant, human milk-feeding, or of 
reproductive potential about using prescription medications.    
 
The Pregnancy and Nursing Mothers section of labeling should describe available animal and 
human data in a manner that allows clinicians, who are prescribing medication for pregnant 
patients and female patients of reproductive potential, to balance the benefits of treating the 
patient with the potential risks to the mother, fetus and/or infant.  PMHS- MHT labeling 
recommendations comply with current regulations but incorporate “the spirit” of the Proposed 
Pregnancy and Lactation Labeling Rule (published on May 29, 2008).  Usually the first 
paragraph in the pregnancy subsection of labeling summarizes available data from published 
literature, outcomes of studies conducted in pregnant women (when available), and outcomes of 
studies conducted in animals, as well as the required regulatory language for the designated 
                                                           
6 Institute of Medicine of National Academy of Sciences.  Weight gain during pregnancy:  reexamining the 
Guidelines: http://www.nap.edu/catalog.php?record id=12584#toc 
7 Watkins M, Rasmussen S, et al.  Maternal obesity and the risk for birth defects.  Pediatrics 2003; 111:1152-58 
8 Institute of Medicine of National Academy of Sciences.  Weight gain during pregnancy:  reexamining the 
Guidelines: http://www.nap.edu/catalog.php?record id=12584#toc 
9 See Appendix A for pregnancy category definitions table 
10 See Proposed Pregnancy and Lactation Labeling Rule, 73 FR 30831, May 29, 2008 
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obligatory weight gain that occurs in maternal tissues during pregnancy.  Both excessive weight 
gain and weight loss can lead to adverse maternal and/or fetal outcomes.  Because of these 
current guidelines, weight loss drugs, including phentermine, offer no potential benefit to a 
pregnant woman, and weight loss resulting from the use of phentermine or other weight loss 
drugs may lead to fetal harm.  
 
The designation of a particular pregnancy category under the current labeling regulations [21 
CFR 201.57(c)(9)(i)] is based on the relative risks and benefits (maternal and fetal) of using a 
drug during pregnancy.  Under the current labeling regulations, a pregnancy category X is the 
appropriate designation for phentermine ODT, as there is no potential weight loss benefit for a 
woman during pregnancy and there is potential for adverse amphetamine-like vasoconstrictive 
maternal and fetal effects. 

Nursing Mothers 
No literature is available on the use of phentermine during lactation; however, based on its low 
molecular weight, excretion into human milk is expected.  The American Academy of Pediatrics 
(AAP) Committee on Drugs reports that amphetamines are present in human milk and can have 
an adverse effect on a human milk fed infant, including irritability and poor sleeping patterns.13  

CONCLUSIONS 
The pregnancy subsection of all phentermine labeling should clearly convey to clinicians that 
phentermine is contraindicated during pregnancy due to its lack of potential benefit for a woman 
during pregnancy and the potential for maternal/fetal harm due to amphetamine-like 
vasoconstictive effects.  
 
The nursing mothers subsection of phentermine labeling should be revised to provide clinically 
relevant information for prescribing decisions and to comply with current regulatory 
requirements.  

PMHS-MHT RECOMMENDATIONS   

Labeling Recommendations 
The following are PMHS-MHT recommended phentermine ODT pregnancy and nursing mothers 
labeling revisions.  A track-changes version of PMHS-MHT recommended pregnancy and 
nursing mothers labeling revisions can be found in Appendix B of this document. 
 
HIGHLIGHTS OF PRESCRIBING INFORMATION 

 --———————CONTRAINDICATIONS———————— 
� Pregnancy (4)  
 
 
 

                                                           
13 AAP Committee on Drugs.  The Transfer of Drugs and Other Chemicals Into Human Milk.  Pediatrics September 
2001 108 (3):776-80  
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------------------------USE IN SPECIFIC POPULATIONS-------------------

� Nursing Mothers:  Discontinue drug or nursing taking into consideration importance of drug 
to mother. 

4 CONTRAINDICATIONS 
 

� Pregnancy [see Use in Specific Populations (8.1)] 
 

8 USE IN SPECIFIC POPULATIONS 
 
8.1 Pregnancy 
Pregnancy Category X 

® is contraindicated during pregnancy, because weight loss offers no potential benefit to 
a pregnant woman and may result in fetal harm.   Phentermine has pharmacologic activity similar 
to amphetamine (d- and dll-amphetamine) [see Clinical Pharmacology (12.1)]. A minimum 
weight gain, and no weight loss, is currently recommended for all pregnant women, including 
those who are already overweight or obese, due to obligatory weight gain that occurs in maternal 
tissues.  Animal reproduction studies have not been conducted with phentermine.  If this drug is 
used during pregnancy, or if the patient becomes pregnant while taking this drug, the patient 
should be apprised of the potential hazard of to a fetus. 
 
8.3   Nursing Mothers 
It is not known if ® is excreted in human milk; however, other amphetamines are present 
in human milk.  Because of the potential for serious adverse reactions in nursing infants, a 
decision should be made whether to discontinue nursing or to discontinue the drug, taking into 
account the importance of the drug to the mother. 
 
17 PATIENT COUNSELING INFORMATION 
 
Advise patients who are pregnant or breastfeeding not to use  (see Use in Specific 
Populations (8.1, 8.3)].  

Other Recommendations 

1. Revise the pregnancy and nursing mothers subsections of all phentermine product 
labeling for consistency.

 
2. Consider developing a public health communication to educate female consumers 

about the importance of:  losing weight prior to attempting a pregnancy, achieving a 
minimum weight gain during pregnancy for both maternal and fetal health, and not 
using weight loss drugs during pregnancy due to the lack of maternal benefit and 
potential fetal harm.  PMHS-MHT would be happy to assist with the development of 
any educational pieces for patients and/or healthcare practitioners.  Additional 
assistance could be requested from the Office of Women’s Health and/or CDER’s 
Office of Communications or Safe Use program. 
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Evaluation: The revised container labels are acceptable from CMC perspective. 

Note:
Note that a SPL has not been submitted.  There are no remaining CMC issues, 
therefore NDA 202-088 ORIGINAL-1 is recommended for APPROVAL from CMC 
perspective.

Reference ID: 2959331

(b) (4)



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

ELSBETH G CHIKHALE
06/10/2011

ALI H AL HAKIM
06/10/2011

Reference ID: 2959331





NDA 202088/Original-1 
 

 2

 
the last labeling supplement for a phentermine NDA was approved in 2003, adding a geriatric 
subsection to the PRECAUTIONS section in the prescribing information. 
 
Approval of this 505(b)(2) provided an opportunity to update the label and convert it to the 
physicians labeling rule (PLR) format.  The revisions to the labeling were extensive and 
reflected significant changes in philosophy related to patient safety.  These updates will be 
incorporated into the labels of all generic phentermine applications. 
 

Review 
Package Insert
As mentioned above, the label was converted to PLR format so revisions were extensive.  A 
Highlights section was added and the sections in the Full Prescribing Information were 
rearranged and revised.  The Division waived the 1/2-page limit on the Highlights section.   
 
This project manager reviewed the label submitted on June 6, 2011 and found it to be identical to 
the wording agreed upon between the Division and sponsor. 
 
After receipt of the label from the company, CSS made two very minor edits to the first sentence 
in section 5.6.  These were incorporated into the version attached to the approval letter and 
relayed to the sponsor via email.  As noted below, the two words underlined, in red font were 
added. 
 
"Suprenza is related chemically and pharmacologically to amphetamine (d- and d/l-
amphetamine) and to other related stimulant drugs that have been extensively abused."

Major revisions from the last approved label include: 
 
1.  Conversion to PLR format. 
2.  Addition of “Pregnancy” to the CONTRAINDICATIONS section. 
3.  Change from Pregnancy Category “C” to “X” 

Recommendations
 
This label was reviewed (and revised) by Drs. Al Hakim, Best, Bonson, Bourcier, Calderon, 
Chikhale, Colman, Egan, Feibus, Golden, Griffis, Holquist, Mathis, Merchant, Summan, Tran, 
Vaidyanathan, and Zadezensky.  The version submitted on June 6, 2011 is identical to the 
reviewed version and is acceptable. 
 
Container Labels

Container labels submitted by the company on June 6, 2011 had been revised to comply with all 
CFR regulations and all safety concerns had been addressed. 
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Recommendations
 

The container labels were reviewed by Drs. Al Hakim, Chikhale, Griffis and Tran and 
determined to be acceptable. 

 
        
Patricia Madara        June 14, 2011 
Regulatory Project Manager      Date 
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Attachment B:  Sample PMR/PMC Development Template 

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

PMR/PMC Description: A drug use study conducted annually for 3 years after product launch. 

PMR/PMC Schedule Milestones: Final protocol Submission Date:  09/30/2011 
 Study/Clinical trial Completion Date:  NA 
 Final Report Submission Date:  12/03/2014 
 Other: Interim Report Submission Dates:  12/03/2012 

12/03/2013 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement. Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

The assessment of drug utilization of this phentermine formulation requires its availability in the 
marketplace. 

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.”  

Phentermine is currently approved for short-term use (a few weeks), although there are reports of 
off-label use.  Its long-term safety and efficacy when taken as monotherapy is unknown.  A 
comprehensive assessment of drug utilization will help inform the safety of the drug, in particular, 
abuse potential.

Reference ID: 2957694



Attachment B:  Sample PMR/PMC Development Template Last Updated 6/8/2011     Page 2 of 3 

3. If the study/clinical trial is a PMR, check the applicable regulation.   
If not a PMR, skip to 4.

Which regulation? 
 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 
 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk?

If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 
 Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

 Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk   

 Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk

 Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

The sponsor will be required to conduct a nationally representative (or nationally projected) study 
of annual phentermine ODT use data that provides: the distribution of age, sex, and BMI of 
phentermine ODT recipients, distribution of specialties of physician prescribers, average duration 
of use, average size of prescriptions, average gap in time between use episodes, average cumulative 
dose per patient, concomitant drug use, concomitant alcohol use, and concomitant diagnoses.  Most 
analyses should be stratified by age, then age and gender, as appropriate.  Results should be 
submitted annually, with each updated report including annual and cumulative data since launch of 
phentermine ODT, for a period of 3 years. 

Required

 Observational pharmacoepidemiologic study  
 Registry studies 
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Continuation of Question 4

 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      

Agreed upon:

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

PMR/PMC Development Coordinator: 
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 

safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

_______________________________________
(signature line for BLAs) 
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Attachment B:  Sample PMR/PMC Development Template 

This template should be completed by the PMR/PMC Development Coordinator and included for each
PMR/PMC in the Action Package.

PMR/PMC Description: A clinical trial to assess the effect of mild, moderate and severe renal 
impairment and end stage renal disease (ESRD) on the pharmacokinetics of 
phentermine. 

PMR/PMC Schedule Milestones: Final protocol Submission Date: 07/13/2012 
Study/Clinical trial Completion Date: 01/31/2014 
Final Report Submission Date: 06/30/2014 
Other:       

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a 
pre-approval requirement. Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

The sponsor mentions in the product background information, that about 30% of phentermine is 
excreted unchanged in urine and that the excretion is highly variable and dependent on urinary pH. 
Literature information (published by Delbeke & Debackere Arzneim-Forsch 36:134-7 (1986))
reports cumulative urinary excretion of phentermine under uncontrolled urinary pH conditions to be 
between 63% to 85%. 

Increases in exposure due to renal impairment are likely considering the urinary excretion of 
phentermine and dose adjustment is likely to be necessary for safe and effective use in patients with 
renal imapirment. 

2. Describe the particular review issue and the goal of the study/clinical trial. If the study/clinical trial is 
a FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new 
safety information.”  

The required clinical trial would provide an estimate of exposure changes in patients with decreased 
renal function. The required clinical trial would provide information that form the basis for dosage 
adjustment in patients with renal impairment. 
Exposure response realtionships for safety and efficacy have not been established. Increased 
exposures thus, bear the potential risk of increased cardiovascular, central nervous system or 
gastrointestinal adverse events.  
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3. If the study/clinical trial is a PMR, check the applicable regulation.   
If not a PMR, skip to 4.

Which regulation? 
 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 
 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious 
risk?

If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 
Analysis of spontaneous postmarketing adverse events?
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to 
assess or identify a serious risk 

Analysis using pharmacovigilance system?
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the 
FDA is required to establish under section 505(k)(3) has not yet been established and is thus 
not sufficient to assess this known serious risk, or has been established but is nevertheless not 
sufficient to assess or identify a serious risk   

Study: all other investigations, such as investigations in humans that are not clinical trials as 
defined below (e.g., observational epidemiologic studies), animal studies, and laboratory 
experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a 
serious risk

Clinical trial: any prospective investigation in which the sponsor or investigator determines 
the method of assigning investigational product or other interventions to one or more human 
subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the 
study or trial will be performed in a subpopulation, list here. 

A clinical trial to assess the effect of mild, moderate and severe renal impairment and end stage 
renal disease (ESRD) on the pharmacokinetics of phentermine. Approximately equal nubers of 
patients from the following groups should be recruited: 

Normal renal function (estimated Creatinine Clearance � 90 mL/min), 
Mild renal impairment (estimated Creatinine Clearance 60-89 mL/min), 
Moderate renal impairment (estimated Creatinine Clearance 30-59 mL/min), 
Severe renal impairment (estimated Creatinine Clearance 15-29 mL/min) and 
ESRD (estimated Creatinine Clearance �15 mL/min). 

The number of patients enrolled in the study should be sufficient to detect PK differences large 
enough to warrant dosage adjustments. The renal function groups should be comparable to each 
other with respect to age, gender, and weight. 
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Required

 Observational pharmacoepidemiologic study  
 Registry studies 

Continuation of Question 4

 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      

Agreed upon:

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, 
background rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, 
different disease severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      

5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine 
feasibility, and contribute to the development process? 

PMR/PMC Development Coordinator: 
This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 

safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.

_______________________________________
(signature line for BLAs) 
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