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EXCLUSIVITY SUMMARY  

 
NDA # 022580     SUPPL #          HFD # 510 

Trade Name   Qsymia 
 
Generic Name   phentermine and topiramate extended-release capsules, for oral use, CIV  
     
Applicant Name   Vivus, Inc.       
 
Approval Date, If Known   07/17/12       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(2) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
      

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

           
      

 
 
 
d)  Did the applicant request exclusivity? 
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   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

      
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
            
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                           YES  NO   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 

 
      
NDA#             
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NDA#             

NDA#             

    
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)   

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA# 020505 Topamax (topiramate) tablet  

NDA# 020844 Topamax (topiramate) capsule  

NDA# 011613 Ionamin (phentermine resin) 

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
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IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

                                                  
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   
   YES  NO  

 
     If yes, explain:                                          
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(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 

investigations submitted in the application that are essential to the approval: 
 

1. OB-301 - To demonstrate that 2 different dose levels of VI-0521 results in 
weight loss that is greater than placebo and the single-agent PHEN and TPM 
constituents that compromise each dose 

To evaluate the safety of 2 different doses of VI-0521 compared to placebo 
and the single-agent constituents 

 
2. OB-302 - To evaluate the safety and efficacy of 2 doses of VI-0521 for the 

treatment of obesity in adults with a BMI 35 kg/m2 
 
3. OB-303 - To evaluate the safety and efficacy of 2 doses of VI-0521 for the 

treatment of obesity in adults with 2 obesity-related, co-morbid conditions and to 
examine the effects of VI-0521 on obesity-related co-morbidities 

 
 
                     

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
NONE OF THE 3 INVESTIGATIONS WERE PREVIOUSLY RELIED ON 

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
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effectiveness of a previously approved drug product? 
 

Investigation #1      YES  NO  
   

Investigation #2      YES  NO  
 
 
 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
NONE OF THE 3 INVESTIGATIONS DUPLICATE THE RESULTS OF 

ANOTHER INVETIGATION RELIED ON BY THE AGENCY 
 

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
 1. OB-301 - To demonstrate that 2 different dose levels of VI-0521 results in weight 

loss that is greater than placebo and the single-agent PHEN and TPM constituents that compromise 
each dose 

To evaluate the safety of 2 different doses of VI-0521 compared to placebo and the single-
agent constituents. 

 
2. OB-302 - To evaluate the safety and efficacy of 2 doses of VI-0521 for the treatment of 

obesity in adults with a BMI 35 kg/m2 
 
3. OB-303 - To evaluate the safety and efficacy of 2 doses of VI-0521 for the treatment of 

obesity in adults with 2 obesity-related, co-morbid conditions and to examine the effects of VI-
0521 on obesity-related co-morbidities. 
 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1   ! 
     ! 

 IND # 068651  YES   !  NO       
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      !  Explain:   
                           FOR ALL 3 INVESTIGATIONS  

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

 
 
 
 
 
Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  

                 
  
 
 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain:   
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 
questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

Answer the following questions for each paragraph IV certification: 

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 
notice of certification? 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   

If “No,” continue with question (3). 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 
submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   

If “No,” continue with question (5). 

Yes        No         

Yes        No

Yes        No

Yes        No
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Appendix to Action Package Checklist 

An NDA or NDA supplemental 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) Or 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. 

(3) Or 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) And 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. 

(3) And 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 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) Or 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.

(3) Or 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 ODE’s 
ADRA.
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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:  July 17, 2012 

FROM: Eric Colman, M.D. 
  Deputy Director 
  Division of Metabolism and Endocrinology Products (DMEP) 

TO:  NDA 22580 – Vivus Pharmaceuticals 
Qsymia (fixed-dose combination of phentermine and extended-release 
topiramate) capsules - 3.75/23 mg; 7.5/46 mg; 11.25/69 mg; and 15/92 mg 

SUBJECT: Citizen Petition Seeking to Delay Approval of Vivus’ NDA 22580 

On July 11, 2012, FDA received a citizen petition (2012-P-0738) (dated July 9, 2012) from 
Joseph Dedvukaj requesting that we refrain from approving Vivus Inc.’s Section 505(b)(2) new 
drug application (NDA) for Qsymia (NDA 22580).1  Qsymia is a fixed-dose combination of 
phentermine and extended-release topiramate for weight management.  The PDUFA goal date on 
the Qysymia NDA is July 17, 2012, less than one week after the citizen petition was received by 
FDA.

Because the citizen petition requests action that could delay approval of a pending 505(b)(2) 
application, the petition is subject to section 505(q) of the Federal Food, Drug & Cosmetic 
(FD&C) Act.2  Under section 505(q)(1)(A)(ii), FDA may not delay the approval of a 505(b)(2) 
or (j) application based on a request to take action relating to the application unless we 
determine, “upon reviewing the petition, that a delay is necessary to protect the public health.”  
Our guidance on 505(q) petitions states that, unless the petition may be summarily denied 
because we conclude that the primary purpose of the petition is to delay approval and it does not 
on its face raise valid scientific or regulatory issues, we are to determine whether a delay is 
necessary to protect the public health based on our preliminary evaluation of the issues raised in 
the petition.3  We have now completed that evaluation and, as summarized in this memorandum, 
determined that a delay of approval of NDA 22580 is not necessary to protect the public health.  

                                                
1 The petition was initially submitted on July 11, 2012, but lacked the complete certification required under section 
505(q)(1)(H) of the Federal Food, Drug and Cosmetic Act (FD&C Act).  ORP contacted the petitioner on July 12, 
2012 to inform him of this deficiency (as well as the petition’s lack of an Environmental Impact Statement) and to 
notify him that unless the certification deficiency was cured, the petition would be unreviewable under the statute. 
The petition was resubmitted with the proper certification on July 17, 2012 (2012-P-0764).   
2 Guidance for Industry on Citizen Petitions and Petitions for Stay of Action Subject to Section 505(q) of the Federal 
Food, Drug and  Cosmetic Act (June 2011) at 4-5. 
3 Id. at 7-8. 
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We are not issuing a petition response prior to approval, but will respond to the petition within 
the statutory timeframe. 

I. Background

Qsymia is a fixed-dose combination of phentermine and extended-release topiramate.  Both 
phentermine and topiramate are approved as single-ingredient drug products for other 
indications, and at higher doses than are present in Qsymia.   

Phentermine, a sympathomimetic, was approved in 1959 for the treatment of obesity.  Since 
1973, it has been indicated for short-term use only.  The approved doses for phentermine are up 
to 37.5 mg/day.   

Topiramate, an inhibitor of carbonic anhydrase, was approved in 1996 for the treatment of 
seizures and in 2004 for the prevention of migraine headache.  The approved doses for 
topiramate are up to 400 mg/day for seizures and up to 100 mg/day for migraine prophylaxis.  

II. Analysis

A.  Teratogenicity  

Petitioner argues that there has been insufficient assessment of teratogenicity associated with the 
topiramate in Qysmia, and final results from the Fetal Outcomes Retrospective Topiramate 
Exposure Study (FORTRESS) are necessary to determine whether Qsymia is safe. 

Final results from FORTRESS, a retrospective cohort study, are expected in approximately one 
year.  However, the Vivus NDA is supported by other teratogenicity data, including an 
observational study conducted by the Centers for Disease Control (CDC) and the Slone 
Epidemiology Center at Boston University, and an observational study published by Wolters 
Kluwer.  The body of evidence from these sources is sufficient to make an assessment of 
topiramate’s teratogenic risk and how it affects Qsymia’s benefit-risk profile.  This evidence is 
discussed at length in Dr. Roberts’ review4 and my review.5   

B. Cardiovascular Risks 

Petitioner notes that Qsymia is associated with an increase in resting heart rate, and argues that 
there has been inadequate assessment of the cardiovascular risks of Qsymia in obese patients 
with cardiovascular co-morbidities.     

                                                
4 Clinical Review: Complete Response Submission, Dr. Mary Dunne Roberts (Roberts Review), Section 7.6.2 (July 
17, 2012). 
5 Deputy Division Director Summary Review, Dr. Eric Colman, Section 7 -- Teratogenicity (July 17, 2012). 
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FDA’s analysis of the data regarding Qsymia’s effect on heart rate and cardiovascular risk is 
described in detail in Dr. Roberts’ review.6  As discussed there, while Qsymia is associated with 
a small mean increase in heart rate, it also reduces blood pressure such that the change in the 
rate-pressure product – a surrogate of myocardial oxygen demand – is similar for Qsymia and 
placebo-treated subjects.  In addition, analyses of cardiovascular-related adverse event data from 
the Qsymia phase 2 and 3 clinical trials, while limited in scope, do not raise concerns of 
excessive risk.

Further, Qsymia’s labeling will recommend that prescribers monitor heart rate in all patients, 
especially those with cardiac or cerebrovascular disease.  The labeling will also state that 
Qsymia has not been studied in patients with advanced or unstable cardiovascular and 
cerebrovascular disease, and therefore its use is not recommended in those patients. 

The sponsor will be required to conduct a post-approval randomized, double-blind, placebo-
controlled trial to prospectively evaluate the long-term effect of Qsymia on the incidence of 
nonfatal myocardial infarction, nonfatal stroke, or cardiovascular death in obese subjects with 
cardiovascular disease or multiple cardiovascular risk factors.        

C.  Risk Evaluation and Mitigation Strategy 

Petitioner argues that there is insufficient information to show that the proposed Risk Evaluation 
and Mitigation Strategy (REMS) for Qsymia will adequately protect against fetal exposure to 
topiramate, a teratogen.  Petitioner also contends that a REMS is unlikely to be effective because 
single-ingredient topiramate and phentermine products are available without a REMS, and 
suggests that approval of Qsymia with a REMS will encourage off-label combination use of the 
single-ingredient products for weight loss. 

The decision that a REMS is necessary to ensure the benefits outweigh the risks for a particular 
drug is a fact-specific inquiry that requires consideration of the following factors:  (1) the 
estimated size of the population likely to use the drug, (2) the seriousness of the disease or 
condition to be treated, (3) the expected benefit of the drug with respect to the disease or 
condition, (4) the expected or actual duration of treatment with the drug, (5) the seriousness of 
known/potential adverse events that may be related to the drug and the background incidence of 
these events in the population likely to use the drug, and (6) whether the drug is a new molecular 
entity.

Based on its consideration of these factors, FDA has determined that a REMS that includes 
elements to assure safe use is necessary for Qsymia to ensure that the benefits of the drug 
outweigh the risk of congenital malformations (specifically orofacial clefts) in infants exposed to 
Qsymia during the first trimester of pregnancy. The goal of the REMS is to inform prescribers 
and female patients of reproductive potential about 1) the increased risk of congenital 
                                                
6 See Roberts Review, Section 7.3.5. 
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malformations, specifically orofacial clefts, in infants exposed to Qsymia during the first 
trimester of pregnancy, 2) the importance of pregnancy prevention for females of reproductive 
potential receiving Qsymia, and 3) the need to discontinue Qsymia immediately if pregnancy 
occurs.

The Agency has tools at its disposal to ensure that the REMS for Qsymia is meeting its goals and 
mitigating the risk of teratogenicity posed by Qsymia.  The REMS requires that assessments be 
submitted to FDA at 6 months and 12 months after approval, and annually thereafter.  If, upon 
review of the required assessments, FDA determines that changes to the REMS are necessary to 
ensure that the benefits of the drug outweigh the risks, it can require modification of the REMS. 

To the extent that petitioner is suggesting that approval of Qsymia will affect the safety profile of 
topiramate as a single-ingredient drug product, delaying approval of Qsymia would not be an 
appropriate remedy.  Should the safety profile of topiramate as a single-ingredient drug product 
change following approval of Qsymia, FDA can address any related safety concerns using its 
range of tools and authorities under the FD&C Act.  Moreover, to the extent that healthcare 
providers likely to prescribe the single-ingredient drug products for weight loss are part of the 
target group for training and education under the Qsymia REMS, they will be provided 
information under the REMS regarding the risk of orofacial clefts.  Accordingly, the approval of 
Qsymia with a REMS is designed to enhance patient safety, rather than to undermine it.   

Finally, the sponsor will be required to conduct a prospective cohort study to determine the 
frequency of pregnancy in Qsymia patients, and compare the risk of oral clefts and major 
congenital malformations in the offspring of women exposed to Qsymia during pregnancy with 
women who were not so exposed.  The sponsor also will be required to conduct an annual drug 
use study for 7 years.  The agency will carefully monitor this information and any other safety 
reports and usage patterns, and take additional regulatory actions as appropriate.

III. Conclusion

As discussed in detail in my review and that of Dr. Mary Roberts, DMEP has concluded that the 
benefits of Qsymia outweigh its risks, and that it should be approved.  Both active components 
of the combination, phentermine and topiramate, are currently approved and marketed at higher 
doses than those in Qsymia.  DMEP believes that the REMS designed for Qsymia will 
adequately mitigate the teratogenic risks associated with its use for chronic weight management.
For the foregoing reasons, the arguments raised by the petitioner do not change these 

conclusions.
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service

Food and Drug Administration 
Silver Spring, MD  20993

NDA 022580 
PROPRIETARY NAME REQUEST  

 CONDITIONALLY ACCEPTABLE  

VIVUS, Inc. 
1172 Castro Street 
Mountain View, CA  94040 

Attention:   Malcolm McKay, Ph.D. 
        Vice President, Regulatory Affairs and Compliance Officer 

Dear Dr. McKay: 

Please refer to your New Drug Application (NDA) submitted under section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act for phentermine and topiramate extended-release 
capsules, 3.75 mg /23mg, 7.5 mg/46 mg, 11.25 mg/69 mg, and 15 mg/92 mg.  Please also refer to 
your complete Class 2 resubmission to this NDA, dated and received October 17, 2011. 

We also refer to your correspondence dated and received May 31, 2012, requesting review of 
your proposed proprietary name, Qsymia.  We have completed our review of the proposed 
proprietary name and have concluded that it is acceptable.  

If any of the proposed product characteristics as stated in your May 31, 2012, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Ermias Zerislassie, Regulatory Project Manager in the 
Office of Surveillance and Epidemiology, at (301) 796-0097. For any other information 
regarding this application, contact the Office of New Drugs (OND) Regulatory Project Manager 
Pooja Dharia at (301) 796-5332.

Sincerely,

{See appended electronic signature page}
      
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology   
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 

MEETING DATE:   May 25, 2012 
TIME:    1:00 pm – 2:00 pm 
LOCATION:   WO 22 Room 4396 
APPLICATION:   NDA 22580 
DRUG NAME: Phentermine/ Topiramate Extended-Release Capsules 
TYPE OF MEETING:  Proprietary Name review teleconference 

APPLICANT:   Vivus, Inc.

MEETING CHAIR:  Kellie Taylor, Deputy Director, DMEPA 

MEETING RECORDER: Ermias Zerislassie, Safety Regulatory Project Manager, 
OSE

FDA ATTENDEES:

Kellie Taylor, Deputy Director, DMEPA,OSE 
Kevin Wright, Safety Evaluator, DMEPA, OSE 
Ermias Zerislassie, Safety Regulatory Project Manager, OSE 
Susannah Hubert, OMPT/CDER/OMP/OPDP 
James Dvorsky, OMPT/CDER/OMP/OPDP 
Bryant Godfry, OMPT/CDER/OMP/OPDP 
Marci Kiester, OMPT/CDER/OMP/OPDP 

SPONSOR ATTENDEES: 

Robert Janosky, Director Commercial 
Malcolm McKay, VP Regulatory 
Michael Miller, SVP Commercial 
Leland Wilson, CEO 
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CDER/DRUP Consultation Response (Tracking No. 334) 

Division Consult # 334 
To Pooja Dharia, Pharm.D. 

Regulatory Project Manager 
Division of Metabolism and Endocrinology Products (DMEP) 

From Gerald Willett MD, Medical Officer, Division of  
Reproductive and Urologic Products (DRUP) 
through Lisa Soule, MD, Medical Team Leader and  
Audrey Gassman MD, Acting Deputy Division Director 

Name of drug product QNEXA® (phentermine/topiramate) extended-release 
capsules – NDA 022580 

Class of drugs Obesity 
Sponsor Vivus, Inc. 

1172 Castro Street 
Mountain View, CA, 94040 

Re: Drug interactions with Oral Contraceptive (OC) 
Date of consult request May 10, 2012 
Desired completion 
date

May 29, 2012 

Background
This is the second consult from DMEP regarding QNEXA (phentermine/topiramate). A 
copy of the first consult is presented in the Appendix of this consult review. In this 
consult DMEP is requesting DRUP to provide labeling language that will provide 
healthcare providers and patients with information about the clinical significance of the 
drug-drug interactions (DDIs) between QNEXA and an oral contraceptive (norethindrone 
1 mg/ ethinyl estradiol 35 mcg). 
 
DMEP stated that the Applicant’s proposed wording in the label regarding this DDI is as 
follows: 
 
“Co-administration of multiple dose QNEXA 15 mg/92 mg once daily with a single oral 
contraceptive dose containing 35 μg ethinyl estradiol and 1 mg norethindrone decreased 
the ethinyl estradiol AUC by 16% and increased the norethindrone Cmax and AUC by 
22% and 16%, respectively, in obese otherwise healthy volunteers.” 
 
DRUP response:
We suggest the following labeling comment after this DDI information: 

“Although this study did not specifically address the impact of the interaction on 
contraceptive efficacy, an increased risk of pregnancy is not anticipated. The primary 
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Option 2

DRUP Comment: 

We recommend the following minor revisions to Option 2: 

Acceptable Methods to Use in Combination 

Choose One First Method Choose One Second Method 
Hormonal Contraception 

• Estrogen and progestin 
o Oral
o Transdermal patch 
o Vaginal ring 

• Progestin only 
o Oral
o Injection

+

Barrier Method
• Diaphragm (with 

spermicide)
• Cervical cap (with 

spermicide)
• Male condom (with or 

without spermicide) 

Option 3

DRUP Comment: 

We recommend the following minor revisions to Option 3: 
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Acceptable Methods to Use in Combination 
 

Choose One First Method Second Method 
Barrier Method 

• Diaphragm (with spermicide) 
• Cervical cap (with 

spermicide) 

+
Barrier Method 
Male condom (with or without 
spermicide) 
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Consult response:
Based on the decreased AUC and Cmax for EE (16% and 8%) and the increased AUC 
and Cmax for NE (16% and 22%, respectively) this reviewer does not anticipate that 
there will be significant impact on contraceptive efficacy. Much of the contraceptive 
benefit for COCs relates to the progestin component. Increasing the NE exposure 
could theoretically improve efficacy if it resulted in more luteinizing hormone 
inhibition or alteration of cervical mucus.  

From a clinical standpoint, the main alteration that theoretically may be induced by 
slightly increasing progestin exposure and slightly decreasing estrogen exposure would 
be related to more irregular spotting/bleeding because the estrogen component tends to 
stabilize the endometrial lining.   

Proposed Labeling and REMS: 
The proposed label for the FDC states: 

Contraception  
Females of reproductive potential should use effective contraception during FDC 
therapy. 

The proposed REMS states: 

Additional Comments: 

Although efficacy issues based on the PK findings are not anticipated, I would not 
object if the label and REMS recommended use of additional non-hormonal 
methods of contraception based on the concern for topiramate teratogenicity. Based 
on work by James Trussell at Princeton, COCs and progestin-only oral 
contraceptives as a group can have a pregnancy rate of up to 9% in typical use.  

DMEP also provided an excerpt from the current TOPAMAX label.  There is a statement 
in the approved TOPAMAX label (Sections 7.3 and 12.3) that reads: 
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“The possibility of decreased contraceptive efficacy and increased breakthrough 
bleeding should be considered in patients taking combination oral contraceptive 
products with TOPAMAX®. Patients taking estrogen-containing contraceptives 
should be asked to report any change in their bleeding patterns. Contraceptive 
efficacy can be decreased even in the absence of breakthrough bleeding.” 

DRUP finds this labeling misleading. The labeling appears to imply that there is a 
correlation between decreased contraceptive efficacy and increased breakthrough 
bleeding.  We are not aware of evidence demonstrating this. On the other hand, 
many women on COCs will have breakthrough bleeding, particularly in the initial 
months of use, and this is not a signal of impaired contraceptive efficacy.   
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CDER/DRUP Consultation Response (Tracking No. 327) 

Division Consult # 327 
To Pooja Dharia, Pharm.D. 

Regulatory Project Manager 
Division of Metabolism and Endocrinology Products (DMEP) 

From Gerald Willett MD, Medical Officer, Division of  
Reproductive and Urologic Products (DRUP) 
through Lisa Soule, MD, Medical Team Leader and  
Audrey Gassman MD, Acting Deputy Division Director 

Name of drug product QNEXA® (phentermine/topiramate) extended-release 
capsules – NDA 022580 

Class of drugs Obesity 
Sponsor Vivus, Inc. 

1172 Castro Street 
Mountain View, CA, 94040 

Re: Drug interactions with Oral Contraceptive (OC) 
Date of consult request  April 17, 2012 
Desired completion 
date

April 25, 2012 

Background
DMEP is currently reviewing a combination drug product for the treatment of obesity. 
This product consists of immediate-release phentermine hydrochloride beads and 
modified-release topiramate beads. The trade name is QNEXA. 
 
There are 4 dosage strengths for QNEXA. Titration is recommended upon initiation of 
the drug. The dosages are 3.75/23 mg, 7.5/46 mg, 11.25/69 mg and 15/92 mg. The 7.5/46 
mg dose is the recommended dose for weight loss but can be titrated to the 15/92 mg 
level if weight loss goals have not been achieved after 3-4 months. 
 
DMEP indicated in its consult request that first trimester exposure to topiramate has been 
associated with an increased risk of oral clefts (based on pre-clinical and observational 
data). This product will therefore be classified as Pregnancy Category X (contraindicated 
in pregnancy). Reproductive-age women taking this product will therefore require 
effective contraception. 
 
DMEP also provided DRUP with information regarding a drug-drug interaction (DDI) 
study that evaluated QNEXA with an oral contraceptive containing 1 mg norethindrone 
(NE) and 35 mcg ethinyl estradiol (EE). The DDI study number was OB-108. The study 
report was submitted with the original NDA on 12/28/2009. 
 
In Study OB-108 the combination oral contraceptive (COC) was Nortrel (norethindrone 1 
mg; ethinyl estradiol 35 mcg), which is manufactured by Barr Laboratories, Inc. The 
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Dr. Mary Roberts also provided a safety set table from 4 separate studies in the 
Integrated Summary of Safety showing menstrual disorder information for use of 
QNEXA. Unfortunately this data was not analyzed by the Applicant according to 
concurrent use of COCs which limits its usefulness. 

The specific consultation questions and DRUP responses are: 
 
Consultation Questions: 
A drug-drug interaction study was conducted with the FDC (15 mg/92 mg) and an oral 
contraceptive containing 1 mg norethindrone and 35 mcg ethinyl estradiol. The 
combination resulted in a 16% increase in AUC and 22% increase in Cmax of the 
progestin component, and a 16% decrease in AUC and 8% decrease in Cmax of the 
estrogen component. It is unclear to us as to how this may impact a woman's fertility. We 
are attempting to come up with language for the PI and REMS as to what would 
constitute effective contraception in females of reproductive potential taking the FDC. 
 
Do you consider the PK data to be clinically meaningful, i.e., would you expect there to 
be a decrease in the contraceptive effect of OCP when co-administered with QNEXA?   
 

Consult response:
Based on the decreased AUC and Cmax for EE (16% and 8%) and the increased AUC 
and Cmax for NE (16% and 22%, respectively) this reviewer does not anticipate that 
there will be significant impact on contraceptive efficacy. Much of the contraceptive 
benefit for COCs relates to the progestin component. Increasing the NE exposure 
could theoretically improve efficacy if it resulted in more luteinizing hormone 
inhibition or alteration of cervical mucus.

From a clinical standpoint, the main alteration that theoretically may be induced by 
slightly increasing progestin exposure and slightly decreasing estrogen exposure would 
be related to more irregular spotting/bleeding because the estrogen component tends to 
stabilize the endometrial lining.

Proposed Labeling and REMS: 
The proposed label for the FDC states: 

Contraception  
Females of reproductive potential should use effective contraception during FDC 
therapy. 

 
The proposed REMS states: 
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Additional Comments: 

Although efficacy issues based on the PK findings are not anticipated, I would not 
object if the label and REMS recommended use of additional non-hormonal 
methods of contraception based on the concern for topiramate teratogenicity. Based 
on work by James Trussell at Princeton, COCs and progestin-only oral 
contraceptives as a group can have a pregnancy rate of up to 9% in typical use.  

DMEP also provided an excerpt from the current TOPAMAX label.  There is a statement 
in the approved TOPAMAX label (Sections 7.3 and 12.3) that reads: 

“The possibility of decreased contraceptive efficacy and increased breakthrough 
bleeding should be considered in patients taking combination oral contraceptive 
products with TOPAMAX®. Patients taking estrogen-containing contraceptives 
should be asked to report any change in their bleeding patterns. Contraceptive 
efficacy can be decreased even in the absence of breakthrough bleeding.” 

DRUP finds this labeling misleading. The labeling appears to imply that there is a 
correlation between decreased contraceptive efficacy and increased breakthrough 
bleeding.  We are not aware of evidence demonstrating this. On the other hand, 
many women on COCs will have breakthrough bleeding, particularly in the initial 
months of use, and this is not a signal of impaired contraceptive efficacy.   
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exposures. Our question to you is - Do you consider the PK data to be clinically meaningful, i.e., would you 
expect there to be a decrease in the contraceptive effect of OCP when co-administered with FDC? 

Thanks for your help.  If you have any questions, please feel free to call me at 301-796-2179.

Amy

As an FYI - the current topiramate label notes the following PK interaction with OCP (note that higher doses of 
topiramate than what are in the FDC were used in these studies):

7.3 Oral Contraceptives
Exposure to ethinyl estradiol was statistically significantly decreased at doses of 200, 400, and 800 mg/day 
(18%, 21%, and 30%, respectively) when TOPAMAX® was given as adjunctive therapy in patients taking 
valproic acid. However, norethindrone exposure was not significantly affected. In another pharmacokinetic 
interaction study in healthy volunteers with a concomitantly administered combination oral contraceptive 
product containing 1 mg norethindrone (NET) plus 35 mcg ethinyl estradiol (EE), TOPAMAX®, given in the 
absence of other medications at doses of 50 to 200 mg/day, was not associated with statistically significant 
changes in mean exposure (AUC) to either component of the oral contraceptive. The possibility of decreased 
contraceptive efficacy and increased breakthrough bleeding should be considered in patients taking combination
oral contraceptive products with TOPAMAX®. Patients taking estrogen-containing contraceptives should be 
asked to report any change in their bleeding patterns. Contraceptive efficacy can be decreased even in the 
absence of breakthrough bleeding [see Clinical Pharmacology (12.3)].

12.3 Pharmacokinetics
Oral Contraceptives

In a pharmacokinetic interaction study in healthy volunteers with a concomitantly administered combination 
oral contraceptive product containing 1 mg norethindrone (NET) plus 35 mcg ethinyl estradiol (EE), 
TOPAMAX®, given in the absence of other medications at doses of 50 to 200 mg/day, was not associated with 
statistically significant changes in mean exposure (AUC) to either component of the oral contraceptive. In 
another study, exposure to EE was statistically significantly decreased at doses of 200, 400, and 800 mg/day 
(18%, 21%, and 30%, respectively) when given as adjunctive therapy in patients taking valproic acid. In both 
studies, TOPAMAX® (50 mg/day to 800 mg/day) did not significantly affect exposure to NET. Although there 
was a dose-dependent decrease in EE exposure for doses between 200 and 800 mg/day, there was no significant 
dose-dependent change in EE exposure for doses of 50 to 200 mg/day. The clinical significance of the changes 
observed is not known. The possibility of decreased contraceptive efficacy and increased breakthrough bleeding 
should be considered in patients taking combination oral contraceptive products with TOPAMAX®. Patients 
taking estrogen-containing contraceptives should be asked to report any change in their bleeding patterns. 
Contraceptive efficacy can be decreased even in the absence of breakthrough bleeding [see Drug Interactions 
(7.3)].
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 022580 
REVIEW EXTENSION –  
MAJOR AMENDMENT

Vivus, Inc. 
Attention: Malcolm McKay, Ph.D. 
Vice President, Regulatory Affairs and Compliance Officer 
1172 Castro Street 
Mountain View, CA 94040 

Dear Dr. McKay: 

Please refer to your October 17, 2011, resubmission of your new drug application 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for 
Qnexa (phentermine and topiramate extended-release) capsule.  As previously conveyed, this is a 
complete, class 2 response to our October 28, 2010, action letter. 

On April 4, 2012, we received your April 3, 2012, solicited major amendment to this application. 
This submission included initial drafts of all of your proposed REMS materials. The receipt date 
is within three months of the user fee goal date.  Therefore, we are extending the goal date by 
three months to provide time for a full review of the submission.  The extended user fee goal 
date is July 17, 2012.

If you have any questions, call me at (301) 796-5332. 

Sincerely,

{See appended electronic signature page}

Pooja Dharia, Pharm.D. 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 022580 
MEETING MINUTES

Vivus, Inc. 
Attention: Malcolm McKay, Ph.D. 
Vice President, Regulatory Affairs and Compliance Officer 
1172 Castro Street 
Mountain View, CA 94040 

Dear Dr. McKay: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for QNEXA (phentermine/topiramate) Extended Release 
Capsule.

We also refer to the meeting between representatives of your firm and FDA on March 21, 2012.  
The purpose of the meeting was to continue to discuss the proposed REMS. 

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 

If you have any questions, call me at (301) 796-5332. 

Sincerely,

{See appended electronic signature page}

Pooja Dharia, Pharm.D. 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

ENCLOSURE:
  Meeting Minutes 
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____________________________________________________

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

MEMORANDUM OF MEETING MINUTES 

Meeting Type: C
Meeting Category: Guidance

Meeting Date and Time: Wednesday March 21, 2012 3:00 – 4:00 PM, EST 
Meeting Location:  10903 New Hampshire Avenue 

   White Oak Building 22, Conference Room: 1419 
   Silver Spring, Maryland 20903 

Application Number: NDA 022580 
Product Name: QNEXA (phentermine/topiramate)  

Extended Release Capsule 
Indication: Obesity
Sponsor/Applicant Name: Vivus, Inc. 

Meeting Chair: Eric Colman, M.D. 
Meeting Recorder: Pooja Dharia, Pharm.D. 

FDA ATTENDEES 

Division of Metabolism and Endocrinology Products
Eric Colman, M.D.   Deputy Director 
Amy G. Egan, M.D., M.P.H.  Deputy Director for Safety 
Mary Roberts, M.D.    Clinical Reviewer 
Pooja Dharia, Pharm.D.   Regulatory Project Manager 
Mehreen Hai, Ph.D.   Safety Regulatory Project Manager 

Office of Surveillance and Epidemiology
Diane Wysowski, Ph.D. Team Leader, Division of Epidemiology I  
Joyce Weaver, Pharm.D. Senior Risk Management Analyst, DRISK 
Cynthia LaCivita, Pharm.D.  Risk Management Analyst Team Leader, DRISK  
Claudia Karwoski, Pharm.D.  Director, DRISK  
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NDA 022580 
Meeting Minutes 
March 21, 2012 

Pediatric and Maternal Health Staff
Jeanine Best, MSN, RN, PNP  Senior Clinical Analyst 

SPONSOR ATTENDEES 

Wesley Day, Ph.D.    V.P. Clinical Development  
Malcolm McKay, Ph.D.  V.P. Regulatory Affairs and Corporate Compliance 
Michael P. Miller, M.B.A.  SVP, Chief Commercial Officer 
Craig Peterson, M.S.   Senior Director, Clinical Development 

Peter Tam, M.B.A.   President 
Barbara Troupin, M.D., M.B.A. Sr. Director Medical Affairs 
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Additional comments: 

1. REMS website: The REMS Communication materials should be maintained on a 
dedicated stand-alone REMS website.  Include a prominent link on the product 
website’s homepage for REMS materials. Any component of a REMS proposal must be 
reviewed and approved by the FDA, including any post-approval modifications. 
Because of this requirement, we recommend creating a single-click, prominent direct 
link off the main website that includes REMS-specific materials. This link will direct 
users to a separate webpage that describes the REMS program and lists only approved 
REMS materials. The REMS-related webpage(s) should not be a means to promote this 
drug or any other product. Only the separate webpage(s) and /or link will be considered 
a component of the REMS. 

- The landing page of the separate REMS link should contain brief background 
information on the REMS along with the REMS educational materials.  

- This page should include a prominent header to communicate the risks addressed through 
the REMS. 

- We recommend the following language as background information on the REMS landing 
page:  

A Risk Evaluation and Mitigation Strategy (REMS) is a strategy to manage known or 
potential serious risks associated with a drug product and is required by the Food 
and Drug Administration to ensure that the benefits of the drug outweigh its risks. 
[sponsor name] has worked with the FDA to develop materials to communicate the risks 
of [list risks] to healthcare providers.] 

3. We propose changing the Patient-Provider Agreement Template to a modifiable (by the 
end user) patient counseling tool.  This piece should focus solely on the teratogenic risk 
associated with the use of Qnexa. The language in this counseling tool should be 
understandable by patients. Although prescribers may wish to obtain a patient signature 
for their own purposes, the Agency has no interest in obtaining such signatures.  
The activities under the communication plan should be included under ETASU A,  

  
4. The implementation system should include details on how certified pharmacies will 

receive Qnexa. If you will not be shipping Qnexa directly to the certified pharmacies, 
how will you be sure that distributors are shipping Qnexa only to certified pharmacies? 

5. The REMS does not explain how you will include large closed systems (e.g., Kaiser 
Permanente, the VA) in the REMS.  

6. A comment was voiced at the advisory committee meeting that information about 
contraceptive use for patients receiving Qnexa should incorporate evidence regarding 
effective contraceptive use specific for these patients; i.e., obese patients taking Qnexa. 
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Table 2 that details acceptable contraception within the REMS should incorporate such 
considerations, to the extent possible.   

7. Clarify what would constitute completed training via monographs or other print means. 
Delivery of such materials would not be sufficient to accomplish training without 
confirmation that the materials were read. We have included proposals to this end in the 
draft REMS 

8. The REMS should include a timeframe for contacting prescribers and new prescribers for 
training, what the contact and follow-up contacts with the prescriber for training will 
entail.

9. Because it is expected that patient counseling will be undertaken by persons other than 
the prescriber, the training should include information and materials for use by allied 
health providers and office staff. The training should be offered to these additional HCPs. 
This should include a checklist/algorithm for use by the prescriber or support staff, and a 
patient brochure to be given to the patient as a reminder, listing what the patient should 
do in preparation for taking Qnexa, and while taking Qnexa. This should include possible 
GYN consult, information about oral clefts, pregnancy testing prior to beginning Qnexa, 
contraceptive advice, monthly pregnancy testing, and stopping rules. To help the patient 
understand oral clefts, an image of an oral cleft should be included. 

10. Your assessments should include, but not be limited to the following: 

a. From surveys of patients 
a. Evaluation of patients’ understanding of the serious risks of Qnexa 
b. Evaluation of extent that WOCBP were counselled about pregnancy prevention & 

contraceptive use 
c. Evaluation of contraceptive use by WOCBP 

b. From surveys of HCPs,  
a. Evaluation of healthcare provider’s understanding of the serious risks of Qnexa 
b. An assessment of healthcare provider’s awareness of: 

i. The need to exclude a pregnancy before initiating Qnexa therapy 
ii. The need for patients to use adequate birth control and what the accepted 

forms of contraception are 
iii. The need to promptly discontinue Qnexa therapy in the event of a 

pregnancy. 
c. Evaluation of the extent to which the elements of the REMS are meeting the goals of the 

REMS and whether modifications to the elements or goals are needed 
d. A report on periodic assessment of the distribution and dispensing of the Medication 

Guide in accordance with 21 CFR 208.24 
e. With regard to the DHCP letter: The date of initial mailing of the DHCP letter to HCPs 

and professional organizations and subsequent mailings, the number of recipients of the 
DHCP letter, a copy of all documents included in each distribution 
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f. Data establishing the date, number and specialty of health care providers (HCPs) targeted 
via email, the number and specialty of HCPs who received the email, and number and 
specialty who opened the email, number of emails that were undeliverable, the number of 
letters send hard copy and distributed by sales representatives, the names of professional 
organizations contacted to distribute the DHCP letter to their members, the names of the 
organizations who accepted and redistributed the letter, and the names of the professional 
organizations who declined to accept or redistribute the DHCP letter. 

g. An assessment of the percentage of targeted physicians who are presented with REMS 
materials via Sales Specialists, the website, or medical information department 

h. An assessment of the number and percentage of unique prescribers who undergo the 
educational training (during the reporting period and cumulative), and the number of 
other non-prescriber HCPs who complete the training.as defined within the REMS  

a. For electronic training, viewing of all module training screens or pages and 
completion of post-training assessment questions  

b. For print training modules delivered in person by medical liaison, a statement by 
the medical liaison that the training module was completed 

c. For print training modules completed independently by the HCP, mailing or 
faxing a tear-off statement of completion of the training 

i. An assessment of strategies that have been employed to encourage prescribers to undergo 
educational training 

j. The number of certified pharmacies under agreement with Vivus for this program 
k. A report on failures to adhere to distribution and dispensing requirements, and corrective 

actions taken to address noncompliance, including information regarding Qnexa 
dispensed outside of certified pharmacies (amount, # instances) 

l. The number of pharmacies decertified and the reason for the decertification; pharmacies 
will be decertified for failing to enact the elements of the REMS required for pharmacy 
certification [Vivus: put in the REMS supporting document how you will handle each 
infraction, and the point at which pharmacies would be decertified.] 

m. data on patients receiving Qnexa including dosage strength prescribed, the age and sex of 
patients receiving Qnexa, duration of use, episodes of use per patient, length of break in 
use for patients with multiple episodes of us  

n. data on prescribers  of Qnexa including the number of unique prescribers prescribing 
Qnexa, by specialty (during the reporting period and cumulative)  

o. Information on the status of any post approval study or clinical trial required under 
section 505(o) or otherwise undertaken to investigate a safety issue. With respect to any 
such post approval study, you must include the status of such study, including whether 
any difficulties completing the study have been encountered. With respect to any such 
post approval clinical trial, you must include the status of such clinical trial, including 
whether enrollment has begun, the number of participants enrolled, the expected 
completion date, whether any difficulties completing the clinical trial have been 
encountered, and registration information with respect to requirements under subsections 
(i) and (j) of section 402 of the Public Health Service Act. You can satisfy these 
requirements in your REMS assessments by referring to relevant information included in 
the most recent annual report required under section 506B and 21 CFR 314.81(b)(2)(vii) 
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and including any material or significant updates to the status information since the 
annual report was prepared.  
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Data Elements to Consider Collecting for Pregnancy Exposure  

A. General 
Patient identifier 
Name of reporter at initial contact  
Date of initial contact
Dates of any follow-up contacts 
Telephone number of reporter 
Additional contact names and phone numbers (if reporter is the patient) 

B. Maternal Information 
Source of information (e.g., obstetrician, pregnant woman, other) 
Birth date 
Race
Occupation
Maternal medical history (e.g., hypertension, diabetes, seizure disorder, thyroid disorder, 

allergic disorders, heart disease, connective disease, autoimmune disease, 
hepatitis, known risk factors for adverse pregnancy outcomes including 
environmental or occupational exposures, other) 

Obstetrical History: 
Number of pregnancies and outcome of each (live birth, spontaneous abortion, 
elective termination, ectopic pregnancy, molar pregnancy) 
Previous maternal pregnancy complications 
Previous fetal/neonatal abnormalities and type 

Current Pregnancy: 
Date of last menstrual period 
Complications during pregnancy (including any adverse drug reactions) and dates 
Number of fetuses 
Labor/delivery complications 
Disease course(s) during pregnancy and any complications 
Medical product exposures (prescription drugs, OTC products & dietary 
supplements): 

Name 
Dosage & route 
Date of first use & duration 
Indication

Recreational drug use (e.g., tobacco, alcohol, illicit drugs) and amount 

Family History (specify type, maternal/paternal, etc.): 
Spontaneous Abortions 
Anomalies/Malformations 
Multiple fetuses/births 
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C. Neonatal Information 
Initial:
Source of information (e.g., obstetrician, pediatrician, mother) 
Date of receipt of information 
Date of birth or termination 
Gestational age at birth or termination 
Gestational outcome (live born, fetal death/stillborn, spontaneous abortion, elective 
termination) 
Sex
Pregnancy weight gain of mother 
Obstetric complications ( e.g., pre-eclampsia, premature labor, premature delivery) 
Pregnancy order (singleton, twin, triplet) 
Results of neonatal physical examination including 

Anomalies diagnosed at birth or termination 
Anomalies diagnosed after birth 
Weight at birth indicating whether small, appropriate, or large for gestational age 
Length at birth 
Condition at birth (including when available Apgar scores at 1 and 5 minutes, 
umbilical cord vessels and gases, need for resuscitation, admission to intensive 
care nursery) 

Neonatal illnesses, hospitalizations, drug therapies 

Follow-up:
Source of information (e.g., pediatrician, mother) 
Date of receipt of information 
Anomalies diagnosed since initial report 
Developmental assessment 
Infant illnesses, hospitalizations, drug therapies

Note:  Infants should be followed for 12 months with assessment times at birth, at 12 
months, and some point in between. 
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From: Dharia, Pooja
To: "Malcolm McKay"
Subject: Qnexa information request 3/8/12
Date: Thursday, March 08, 2012 3:24:00 PM

Hi Malcolm,

Please see below for information requests for Qnexa:

1. Your requests for a deferral in 12 to 17 year olds and a waiver in 0 to  year olds have been
reviewed by the Division and the Pediatric Review Committee (PeRC).

At this time we are granting a deferral in 12 to 17 year olds and agree to a waiver in 0 to 6 year
olds.  The Division and PeRC agreed to  grant a deferral for the 7 to 11 year
old age group.

In addition, it is strongly encouraged that a future Proposed Pediatric Study Request evaluate
the safety and effectiveness of QNEXA in children/adolescents affected by genetic/syndromic
causes of obesity such as Prader Willi.

2. Please submit a debarment certification and financial disclosure certification.  If nothing has
changed since your original submission, you will need to submit a letter referencing the original
certifications.

Thanks,
Pooja

Pooja Dharia, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov
(301) 796-5332
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From: Suggs, Courtney
To: Dharia, Pooja
Cc: Parks, Mary H; Mathis, Lisa; Addy, Rosemary; Greeley, George
Subject: NDA 22-580 Qnexa (phentermine/topiramate)
Date: Thursday, March 08, 2012 4:03:45 PM
Attachments: 1 Pediatric Record.pdf

Hi Pooja,

The email serves as confirmation of the review for the Qnexa (phentermine/topiramate)
product conducted by the PeRC PREA Subcommittee on March 7, 2012.

The Division presented a partial waiver for patients ages 0 to 6 years of age because the
product fails to represent a meaningful therapeutic benefit and is unlikely to be used in a
substantial number of patients and a deferral for those 7 to  years of age because adult
studies are ready for approval for the treatment of obesity, including weight loss and
maintenance of weight loss, in conjunction with diet and exercise.

The PeRC agreed with the Division to grant a partial waiver for patients 0 to 6 years of age
and a deferral in patients 7 to  years of age.

The PeRC offers the following recommendations:

. 

• PeRC recommends incorporating ophthalmic exams, bone mineral density testing,
and monitoring for neurocognitive adverse effects in deferred pediatric studies.

• The PeRC recommends studying other pediatric obesity indications if the Division
issues a future WR.

PeRC members would be willing to assist the Division if needed in selecting the
obesity indications (including syndromic obesity indications) to include; however, the
Division could request that the Sponsor include all potential indications in a PPSR.

• The PeRC recommends the Division include more details about what they want in
a juvenile animal study PMR.

• The PeRC recommends the Division change the reason for waiving pediatric
studies to the product would be ineffective and/or unsafe in one or more of the pediatric
groups to give the Division a mechanism to incorporate pediatric safety information from
topiramate labeling into Qnexa labeling.

• The PeRC agrees with and likes the staggered approach for conducting deferred
studies in pediatric patients.

The pediatric record is attached for Qnexa.
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Thanks,

Courtney M. Suggs, Pharm.D., MPH

LCDR, USPHS

Regulatory Project Manager

Pediatric and Maternal Health Staff

Office of New Drugs, Immediate Office

Center for Drug Evaluation and Research

US Food and Drug Administration

10903 New Hampshire Ave.

Bldg 22, Room 6471

Silver Spring, MD 20993

Phone: (301) 796-2096

Email: courtney.suggs@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 022580 
MEETING MINUTES

Vivus, Inc. 
Attention: Malcolm McKay, Ph.D. 
Vice President, Regulatory Affairs and Compliance Officer 
1172 Castro Street 
Mountain View, CA 94040 

Dear Dr. McKay: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for QNEXA (phentermine/topiramate) Extended Release 
Capsule.

We also refer to the meeting between representatives of your firm and the FDA on January 12, 
2012.  The purpose of the meeting was to continue to discuss the REMS that Vivus submitted 
with the QNEXA Complete Response submission. 

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 

If you have any questions, call me at (301) 796-5332. 

Sincerely,

{See appended electronic signature page}

Pooja Dharia, Pharm.D. 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

ENCLOSURE:
  Meeting Minutes 
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____________________________________________________

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

MEMORANDUM OF MEETING MINUTES 

Meeting Type: C
Meeting Category: Guidance

Meeting Date and Time: Thursday January 12, 2012, 2:00 – 3:00 PM, EST 
Meeting Location:  10903 New Hampshire Avenue 

   White Oak Building 22, Conference Room: 1421 
   Silver Spring, Maryland 20903 

Application Number: NDA 022580 
Product Name: QNEXA (phentermine/topiramate)  

Extended Release Capsule 
Indication: Obesity
Sponsor/Applicant Name: Vivus, Inc. 

Meeting Chair: Eric Colman, M.D. 
Meeting Recorder: Pooja Dharia, Pharm.D. 

FDA ATTENDEES 

Division of Metabolism and Endocrinology Products
Eric Colman, M.D.   Deputy Director 
Amy G. Egan, M.D., M.P.H.  Deputy Director for Safety 
Mary Roberts, M.D.    Clinical Reviewer 
Julie Marchick, M.P.H.   Chief, Project Management Staff 
Pooja Dharia, Pharm.D.   Regulatory Project Manager 

Office of Surveillance and Epidemiology
Jing (Julia) Ju, Pharm.D., Ph.D.  Pharmacoepidemiologist, Division of Epidemiology 

(DEPI)
Diane Wysowski, Ph.D. DEPI Team Leader 
Joyce Weaver, Pharm.D.  Senior Risk Management Analyst, DRISK 
Cynthia LaCivita, Pharm.D.  Director, DRISK 
Claudia Karwoski, Pharm.D.  Risk Management Analyst Team Leader, DRISK 
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NDA 022580 
Meeting Minutes 
January 12, 2012 

Pediatric and Maternal Health Staff
Jeanine Best, MSN, RN, PNP  Senior Clinical Analyst 
Melissa Tassinari, Ph.D., DABT Acting Team Leader, PMHS - Maternal Health 

SPONSOR ATTENDEES 
Wesley Day, Ph.D.    V.P. Clinical Development  
Malcolm McKay, Ph.D.  V.P. Regulatory Affairs and Corporate Compliance 
Michael P. Miller, M.B.A.  SVP, Chief Commercial Officer 
Craig Peterson, M.S.   Senior Director, Clinical Development 

Peter Tam, M.B.A.   President 

Barbara Troupin, M.D., M.B.A. Sr. Director Medical Affairs 
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1.0 BACKGROUND

Qnexa (PHEN/TPM) is a combination of two marketed products, phentermine and topiramate, 
indicated for the treatment of obesity. Phentermine, approved in 1959, is indicated for the short-
term treatment of obesity. Topiramate is approved for the treatment of epilepsy (1996) and 
migraine prophylaxis (2004).  The proposed doses for marketing are three fixed-dose 
combinations of phentermine/topiramate: 3.75 mg/23 mg, 7.5 mg/46 mg, and 15 mg/92 mg. 

A Complete Response letter was issued on October 28, 2010. Vivus submitted the complete 
response to this letter on October 17, 2011.  

The purpose of this meeting is to review the questions Vivus has proposed in the briefing 
document and to discuss any additional comments regarding the Risk Evaluation and Mitigation 
Strategies (REMS) that Vivus submitted with the QNEXA Complete Response Submission. 

2.0 DISCUSSION 

Your questions are repeated below, followed by our response in bold print, with discussion 
in italics:

1. Does FDA agree that the revised indication and contraindication for Qnexa are consistent 
with regulatory definitions? 

FDA Response: If the drug is approved, the indication will be discussed as part of 
labeling negotiations. 

Since the contraindication is integral to your proposed risk mitigation proposal, we can 
provide the following comments.    
Your product will need to be contraindicated in pregnant women.  The contraindication 
will also need to note that if a woman becomes pregnant while taking Qnexa that Qnexa 
should be discontinued immediately. 

We would like your perspective on why you feel  is 
necessary.

Discussion: FDA responded that the proposed pregnancy contraindication complies with the 
current pregnancy labeling regulations, and also incorporates the “spirit” of the proposed 
Pregnancy and Lactation Labeling Rule (published on May 29, 2008). The pregnancy 
subsection of labeling should provide information only on the use of a drug during 
pregnancy.  Information for non-pregnant females of reproductive potential should be placed 
elsewhere in labeling. These issues will be discussed during labeling negotiations and will 
not be discussed during the advisory committee. 

2. Does FDA agree that the teratogenic risk associated with Qnexa can be managed through 
labeling and a REMS composed primarily of educational measures?
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FDA Response:  We find the REMS we have proposed under question 2 to be sufficient.
We have concerns regarding the number of materials and the frequency of the 
dissemination of those materials that you have proposed.  We feel it may contribute to 
“information fatigue”.  However, we will continue to advise you on the appropriateness 
of your proposed materials and the frequency of their distribution after we have seen 
and reviewed them. 

Discussion: No discussion occurred. 

6. Does FDA agree that the enhanced educational measures are properly categorized as a “safe 
use conditions” ETASU? 

FDA Response:  The REMS ETASU that is being proposed for your product is an 
ETASU A: “HCP’s who prescribe the drug have particular training or experience, or 
are specially certified”, and ETASU B: “Pharmacies, practitioners, or health care 
settings that dispense the drug are specially certified”. 

Discussion: FDA noted that, while HCP training is “voluntary”, Vivus would be expected to 
ensure that prescribers undergo the training. 

7. Does FDA agree with the proposed REMS assessments and frequency?

Response: We will continue to work with you regarding your surveys and survey 
methodology.  The REMS assessments should be conducted at 6 months, 12 months and 
then annually from the initial approval of the REMS.  This is Agency standard for 
ETASU REMS. 

Discussion: No discussion occurred. 

8. Is FDA in agreement that the voluntary measures add to the risk mitigation plan for Qnexa? 

FDA Response: As you can see from our response to question 2, we are proposing to 
make the specialty pharmacy part of the ETASU.   

We have concerns about the volume of materials that you propose.  We also have 
concerns regarding redundancy in the messaging, e.g., what does the Patient Brochure 
provide that the Medication Guide does not? Will it detract from patients reading the 
Medication Guide? 

We have no further comment on your other voluntary measures.

We have not reached final agreement on what studies we would require post-
marketing.  If the drug is approved, we would be interested in determining outcomes 
from fetal exposure to Qnexa, as well as determining why the educational/informational 
materials may not be effective in keeping pregnant women from taking Qnexa.  To that 
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end, we are considering a study similar in design to FORTRESS, but for Qnexa.  Such a 
study would help us gather information on the frequency of pregnancies that are 
occurring and any malformations associated with Qnexa use.  It would also provide us 
with data as to whether patients are taking Qnexa or the individual components, as well 
as information on dosing and duration of therapy. 

We are also considering having you explore the use of the Organization of Teratology 
Information Specialists (OTIS) database for pregnancies occurring in patients receiving 
Qnexa, and the outcomes of those pregnancies. 

Finally, we are considering having you, as part of your REMS assessment, survey 
females of child-bearing potential who stop taking Qnexa.  We would like to know why 
they stopped taking drug, specifically if it was because they became pregnant.  Those 
surveys would try to get at the root cause for the fetal exposure.  

Discussion: FDA indicated it would provide Vivus with an article from the published medical 
literature describing the OTIS database. 

9. Does FDA have any suggestions on the recommended voluntary measures? 

FDA Response: Please see response to question 8 above. 

Discussion: No discussion occurred. 

10. What question or questions does FDA intend to pose to EMDAC regarding the Qnexa 
REMS? 

FDA Response: At this time we do not anticipate that there will be a specific question 
regarding the REMS, rather the REMS will be a consideration in the overall benefit-
risk assessment.  A question such as “Given the proposed REMS, do the benefits of 
Qnexa outweigh the risks?” would be the kind of general question that might be asked. 

The Agency’s presentation will outline why FDA thinks that the REMS we have 
outlined in question 2 might be appropriate for this product. 

Discussion: Vivus proposed modifying any such question to allow some flexibility in the type 
of REMS the Advisory Committee might find useful, e.g. “With an appropriate REMS, do the 
benefits of QNEXA outweigh the risks?” FDA acknowledged Vivus’ comment and indicated 
that the questions for the Advisory Committee are still undergoing internal discussion. 

11. In the event the EMDAC finds the Qnexa REMS inadequate, will FDA seek EMDAC 
feedback on the adequacy and feasibility of a contraindication in WOCBP? 

FDA Response: At this time, we do not intend to ask the committee specific questions 
about the adequacy of the REMS, nor do we intend to discuss labeling at the Advisory 
Committee meeting.
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Discussion: No discussion occurred. 

Additional Comment:

12. While we think it would be helpful for the Advisory Committee members to have a 
general understanding of the tools you intend to employ in your REMS, we are not 
seeking an in-depth presentation of your proposed materials.  We do think that you 
should provide general comments to the Advisory Committee staff as to what you will 
be looking for in your REMS assessments, i.e., what important information you could 
glean from your assessments that will allow you to understand why patients fail despite 
the REMS, and how that would inform future modifications to the REMS. 

Discussion: No discussion occurred. 

3.0 ATTACHMENTS AND HANDOUTS 

Slides presented by Vivus on January 12, 2012 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 022580 
MEETING MINUTES

Vivus, Inc. 
Attention: Malcolm McKay, Ph.D. 
Vice President, Regulatory Affairs and Compliance Officer 
1172 Castro Street 
Mountain View, CA 94040 

Dear Dr. McKay: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for QNEXA (phentermine/topiramate) Extended Release 
Capsule.

We also refer to the meeting between representatives of your firm and the FDA on December 19, 
2011.  The purpose of the meeting was to discuss the REMS that Vivus submitted with the 
QNEXA Complete Response submission. 

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 

If you have any questions, call me at (301) 796-5332. 

Sincerely,

{See appended electronic signature page}

Pooja Dharia, Pharm.D. 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

ENCLOSURE:
  Meeting Minutes 

Reference ID: 3069743



____________________________________________________

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

MEMORANDUM OF MEETING MINUTES 

Meeting Type: C
Meeting Category: Guidance

Meeting Date and Time: Monday December 19, 2011, 11:00 – 12:30 PM, EST 
Meeting Location:  10903 New Hampshire Avenue 

   White Oak Building 22, Conference Room: 1309 
   Silver Spring, Maryland 20903 

Application Number: NDA 022580 
Product Name: QNEXA (phentermine/topiramate)  

Extended Release Capsule 
Indication: Obesity
Sponsor/Applicant Name: Vivus, Inc. 

Meeting Chair: Eric Colman, M.D. 
Meeting Recorder: Pooja Dharia, Pharm.D. 

FDA ATTENDEES 

Division of Metabolism and Endocrinology Products
Eric Colman, M.D.   Deputy Director 
Amy Egan, M.D.   Deputy Director for Safety 
Mary Roberts, M.D.    Clinical Reviewer 
David Carlson, Ph.D.   Pharmacology Toxicology Reviewer 
Julie Marchick   Chief, Project Management Staff 
Pooja Dharia, Pharm.D.   Regulatory Project Manager 
John Bishai, Ph.D.   Safety Regulatory Project Manager 

Office of Surveillance and Epidemiology
Jing (Julia) Ju, Pharm.D., Ph.D.  Pharmacoepidemiologist, Division of Epidemiology 

(DEPI)
Joyce Weaver, Pharm.D.  Senior Risk Management Analyst, DRISK 
Cynthia LaCivita, Pharm.D.  Director, DRISK 
Claudia Karwoski, Pharm.D.  Risk Management Analyst Team Leader, DRISK 
Ermias Zerislassie 
Christian Hampp
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Pediatric and Maternal Health Staff
Jeanine Best, MSN, RN, PNP  Senior Clinical Analyst 
Melissa Tassinari, PhD, DABT Acting Team Leader, PMHS - Maternal Health 

SPONSOR ATTENDEES 
Wesley Day, Ph.D.    V.P. Clinical Development  
Malcolm McKay, Ph.D.  V.P. Regulatory Affairs and Corporate Compliance 
Michael P. Miller, M.B.A.  SVP, Chief Commercial Officer 
Craig Peterson, M.S.   Senior Director, Clinical Development 

Peter Tam, M.B.A.   President 

Barbara Troupin, M.D., M.B.A. Sr. Director Medical Affairs 
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FDA Response: The agenda has not been finalized for the advisory committee 
meeting. However, a summarization of QNEXA’s safety profile will be discussed. 

Discussion: Vivus proposed to discuss four main topics: 1) Summary of safety, including 
two-year data; 2) REMS proposal; 3) CV outcomes study, including CV safety; and 4) 
teratogenicity, including data from SLOAN, CDC and top-line results from FORTRESS.   

8. Does the Division agree with VIVUS’ proposed recommendations in the Dosing and 
Administration section of the draft label (Cross Reference NDA 22,580; Serial Number 
0056, Module 1.14.1.2 Annotated Draft Labeling, Dosage and Administration). 

FDA Response:  It is premature to discuss labeling prior to the advisory committee 
meeting and the final review of the complete response. 

Discussion:  The sponsor acknowledged they do not have data supporting the proposed 
recommendations in the Dosing and Administration section. 

3.0 ATTACHMENTS AND HANDOUTS 

Handout sent by Vivus on December 18, 2011 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 022580 ACKNOWLEDGE – 
 CLASS 2 RESPONSE

Vivus, Inc. 
Attention: Malcolm McKay, Ph.D. 
Vice President, Regulatory Affairs and Compliance Officer 
1172 Castro Street 
Mountain View, CA 94040 

Dear Dr. McKay: 

We acknowledge receipt on October 17, 2011, resubmission of your new drug application 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for 
QNEXA (phentermine/topiramate) Extended Release Capsule.

We consider this a complete, class 2 response to our October 28, 2010, action letter.  Therefore, 
the user fee goal date is April 17, 2011.

If you have any questions, call me at (301) 796-5332. 

Sincerely,

{See appended electronic signature page}

Pooja Dharia, Pharm.D.
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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MEMORANDUM OF TELECON

DATE:  September 7, 2011

APPLICATION NUMBER: NDA 022580

DRUG NAME: Qnexa (phentermine/topiramate) capsule

BETWEEN:  

Vivus, Inc.

Peter Tam, MBA – President 
Wesley W. Day, Ph.D. – V.P., Clinical Development 
Craig Peterson, M.S. – Sr. Director, Clinical Development 

AND:

Division of Metabolism and Endocrinology Products

Eric Colman, M.D. – Deputy Director 
Mary Roberts, M.D. – Clinical Reviewer 
Pooja Dharia, Pharm.D. – Regulatory Project Manager 
Patricia Madara – Regulatory Project Manager 

BACKGROUND

Qnexa (PHEN/TPM) is a combination of two marketed products, phentermine and 
topiramate, indicated for the treatment of obesity. Phentermine, approved in 1959, is 
indicated for the short-term treatment of obesity. Topiramate is approved for the 
treatment of epilepsy (1996) and migraine prophylaxis (2004). It will be available in three 
fixed-dose combinations of phentermine/topiramate: 3.75 mg/23 mg, 7.5 mg/46 mg, and 
15 mg/92 mg. 

A Complete Response letter was issued on October 28, 2010. An End of Review 
Conference was held on January 19, 2011 and follow-up meeting was held on April 14, 
2011, during which an in-depth retrospective observational study of congenital 
malformations and birth weight in fetuses of women treated with topiramate for migraine 
prophylaxis was requested by FDA.  

Vivus submitted the protocol for the observational study entitled, OB-901 (FORTRESS): 
Fetal Outcome Retrospective study of TopiRamate ExpoSure Study on May 27, 2011 and 
received FDA feedback on July 19, 2011. 
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TELECONFERENCE

A teleconference was held to discuss FDA’s current view on recently revealed 
teratogenicity data, i.e. SLOAN/CDC data. FDA responded that this data would be 
evaluated with the NDA resubmission and after discussion with OSE.  

Vivus confirmed that the NDA would be resubmitted with the limited indication use in 
mid to late-October 2011. The resubmission would include a manuscript submitted to the 
International Epilepsy Congress entitled, Retrospective analysis of major congenital 
malformations (MCMs) and oral clefts (OC) associated with in utero topiramate 
exposure.

FDA indicated that the Advisory Committee for Qnexa would likely occur during late 
January or early February 2012. The scope of the meeting would focus on issues outlined 
in the Complete Response letter, including, but not limited to, teratogenicity, 
cardiovascular risk and 2-year efficacy data. Vivus indicated that there would be 
extensive REMS discussion before the Advisory Committee occurred. 

Memo prepared by: Pooja Dharia, Pharm.D. - Regulatory Project Manager 
Concurrence by: Eric Colman, M.D. – Deputy Director 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 022580 INFORMATION REQUEST 

CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 

Vivus, Inc. 
Attention: Malcolm McKay, Ph.D. 
Vice President, Regulatory Affairs and Compliance Officer 
1172 Castro Street 
Mountain View, CA 94040 

Dear Dr. McKay: 

Please refer to your new drug application (NDA) dated and received December 28, 2009, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for QNEXA (phentermine/topiramate) Extended Release Capsule. 

FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   

Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 

The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 
searching available documentation to determine which NDAs are impacted by the above 
findings.
                                                          
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  

Please respond to this query within 30 days from the date of this letter. 

This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 

If you have any questions, please call Pooja Dharia, Pharm.D., Regulatory Project Manager, at 
(301) 796-5332. 

Sincerely,

{See appended electronic signature page}

Mary H. Parks, M.D. 
Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

IND 068651 
NDA 022580

GENERAL ADVICE 

Vivus, Inc. 
Attention: Malcolm McKay, Ph.D. 
Vice President, Regulatory Affairs and Compliance Officer 
1172 Castro Street 
Mountain View, CA 94040 

Dear Dr. McKay: 

Please refer to your new drug application (NDA) submitted pursuant to section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act (FDCA), for QNEXA (phentermine/topiramate) 
Extended Release Capsule. 

We also refer to your May 27, 2011, submission, containing the protocol for OB-901 entitled,
FORTRESS: Fetal Outcome Retrospective study of TopiRamate ExpoSure Study. 

We have the following comments and recommendations. Your questions are repeated below, 
followed by our response in bold print. 

1. Does FDA agree with the two control cohorts defined in the study protocol? 

FDA Response: Yes. The choice to have two separate control cohorts in order to 
control for the effects of both prior TPM/AED exposure and indication is 
acceptable.  While taking multiple matching pairs can lead to some increase in 
power, it is important to note that the exposed dyads are essential  in the analysis 
and every attempt should be made to avoid discarding any exposed dyad.  Thus, if 
some mother/infant exposed dyads do not have 7 available matched control pairs, it 
is recommended that the number of matched pairs for each exposed dyad be 
reduced within reason, rather than eliminating any exposed pairs from the study. 
You should finalize the list of diagnosis and procedure codes to assemble the study 
cohorts and identify relevant exposures, outcomes, and covariates for further 
evaluation. 

2. Does FDA agree with our definition of TPM –exposed dyads for inclusion in the 
analysis? 

FDA Response: Yes. 

3. Does FDA agree with the analysis plan as outlined in the protocol?
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FDA Response: More details on the analytical methods for each analysis and the 
approaches to combine results across data sources should be provided to FDA. 
Please submit a finalized Analytic and Reporting Plan for further comments. 

4. Does FDA agree that we could resubmit the Qnexa NDA based on the results of 
automated data analysis with the validation work to be submitted during the 6- month 
review period? 

FDA Response:  In terms of this proposed observational study alone, you should be 
aware that data from a claims-only analysis would be considered preliminary data, 
unless compelling data suggesting that the outcome codes had already been 
validated in the same or relevant data sources are provided. A complete and final 
study protocol should be submitted to the FDA for review to determine if it is 
acceptable for initiating the study. 

5. Are there any other major issues that need to be addressed? 

FDA Response: Please see additional comments. The recommendations and points 
should be addressed in a revised protocol and statistical analysis plan.  

Additional Comments:

6. You should provide the list of states that are included in the Thomson Reuters 
MarketScan Multi-State Medicaid Research Database and explore the possibility to 
include additional Medicaid data in the study. 

7. You should describe and justify a method on how history of infection with TORCH 
agents and history of alcohol abuse or substance abuse will be identified and confirmed 
using claims data. 

8. You should provide a description of how data from the multiple databases will be 
combined and if any attempts will be made to adjust for each database in the analysis. 

9. When identifying dyads as cases for the endpoint of interest the following should be 
considered:
a. You should identify the cases of MCMs within 30 days of the delivery date on the 

mother’s claims or within 365 days, instead of 90 days, of birth date on the infant’s 
claims. 

b. Ideally, you should validate all potential cases of MCMs identified from the 
automated data. If you choose to validate a subset of potential cases, you should 
justify your selection of the subset. The subset of cases to be validated should be 
chosen scientifically from the potential cases identified in the study cohorts and the 
PPV should be estimated using both the base case definition and the secondary, more 
restrictive case definition. 

10. The sample size calculations provided in the protocol appear to have changed based upon 
your June 15, 2011, communication in which you state that the HealthCore Integrated 
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Research Database has been withdrawn from the list of databases you planned to utilize 
in your study. Absent the HealthCore database, we have concern about the power of the 
study to rule out a clinically meaningful level of risk. With the withdrawal of the 
HealthCore Integrated Research Database from the originally proposed sources, it may 
become possible to use other databases that contain overlapping data with HealthCore. 
Also, in your sample calculation you should provide a clear assumption of the relative 
risk along with appropriate terminology to define the objective being assessed (e.g. ruling 
out a given relative risk rate under non-inferiority or detecting a minimum increase with a 
certain amount of power). As we are not able to reproduce your sample size calculations 
at this time and with concerns about the power of the study, we recommend that the 
above issues be addressed in a revised protocol. 

11. The following should be considered in revising your statistical methods for the primary 
analysis: 

a. You should assess the prevalence and prevalence ratio of MCMs including OCs in 
analyses for both the primary and secondary study objectives. 

b. The “stratified analysis” specified in the protocol would not allow for easily 
interpretable inference of the results.  With such a small number of events anticipated 
for OCs, it will be common for the apparent relative risk in a stratum to shift based on 
a difference of very few events from one strata to another.  Also, it will have little 
power to detect true signals.  This analysis will likely be difficult to interpret. 

c. A propensity score analysis may be a useful statistical analysis method for the small 
number of events anticipated in OCs.  Propensity scores could be calculated by 
modeling the risk of TPM exposure during the first trimester based on covariates of 
possible influence (such as maternal age, indication, etc.).  These propensity scores 
can then be used to match subjects from the Exposure Cohort to the two Control 
Cohorts, and then an analysis method such as McNemar’s test can be used on these 
pairs to attempt to discern a difference in event rates between the cohorts. 

d. Multivariate logistic regression on the occurrence of MCMs would seem to be an 
acceptable method for the analysis of the MCM endpoint.  Covariates for this model 
should be pre-specified based on a clinical concern of their contribution to the event 
and limited to ensure adequate power.  Propensity score analysis may also be useful. 

e. You should conduct sensitivity analyses to examine the robustness of the results to 
differing exposure and outcome definitions by repeating the main analyses for MCMs 
with different exposure and outcome definitions as you planned for OCs. 

f. You should provide more details on the sensitivity analyses examining the potential 
effect of outcome misclassification on the prevalence ratio estimate for MCMs and 
the potential effect of an unmeasured confounder on study results. 

12. It should be noted that analysis of secondary outcomes may have limited regulatory 
utility absent pre-specified statistical methods that are appropriate for the outcome 
assessed. Assessment of secondary outcomes would require multiplicity adjustments. 
Otherwise these secondary outcomes would be seen as exploratory in nature. The 
following are some general comments on the secondary outcomes: 

a. You should provide the definition of the secondary study outcome of LBW.  
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b. You should conduct additional analysis to compare the proportion of infants with 
LBW born to mothers exposed to TPM relative to the proportion of infants with LBW 
born to mothers not exposed to TPM. 

c. The analyses on LBW should be adjusted for maternal age, race, smoking, and 
alcohol use. 

13. You should provide justification for the signal definition of a relative risk greater than or 
equal to 5 in the exploratory study to assess the presence of signals for increased risk of 
MCMs.

If you have any questions, please call Pooja Dharia, Pharm.D., Regulatory Project Manager, at 
(301) 796-5332. 

Sincerely,

{See appended electronic signature page}

Eric Colman, M.D. 
Deputy Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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MEMORANDUM OF TELECON

DATE:  June 13, 2011 

APPLICATION NUMBER: NDA 022580 

DRUG NAME: Qnexa (phentermine/tompiramate) capsule 

BETWEEN:  

Vivus, Inc.

Peter Tam, MBA – President 

AND:

Division of Metabolism and Endocrinology Products

Eric Colman, M.D. – Deputy Director 
Pooja Dharia, Pharm.D. – Regulatory Project Manager 

BACKGROUND

Qnexa (PHEN/TPM) is a combination of two marketed products, phentermine and 
topiramate, indicated for the treatment of obesity. Phentermine, approved in 1959, is 
indicated for the short-term treatment of obesity. Topiramate is approved for the 
treatment of epilepsy (1996) and migraine prophylaxis (2004). It will be available in three 
fixed-dose combinations of phentermine/topiramate: 3.75 mg/23 mg, 7.5 mg/46 mg, and 
15 mg/92 mg. 

A Complete Response letter was issued on October 28, 2010. An End of Review 
Conference was held on January 19, 2011 and follow-up meeting was held on April 14, 
2011, during which an in-depth retrospective observational study of congenital 
malformations and birth weight in fetuses of women treated with topiramate for migraine 
prophylaxis was requested by FDA.  

Vivus submitted the protocol for the observational study entitled, OB-901 (FORTRESS): 
Fetal Outcome Retrospective study of TopiRamate ExpoSure Study on May 27, 2011. 

TELECONFERENCE

A teleconference was held to discuss two issues: (1) the FORTRESS study and (2) the 
pending advisory committee (AC) that will be held for Qnexa’s second cycle.
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Vivus stated that the FORTRESS study initially proposed four data sources for mother-
infant dyads. One of the largest sources, HealthCore, with 800 dyads, recently pulled out 
of the agreement with Vivus. Vivus has continued to look for other sources and will 
provide an estimated 500 dyads with a replacement data source.. As a result of the net 
loss of 300 dyads, the study will be less powered than planned. The protocol submitted 
on May 27, 2011 had 90% power to rule out an increase in oral cleft risk by 5-6 fold for 
the 95% upper bound confidence interval. Vivus commented that they need feedback on 
the submitted FORTRESS protocol as soon as possible because finalizing the protocol is 
critical to continued viability of the program.  

FDA stated that if Vivus included this information in writing it would be sent to the 
reviewers in OSE and biometrics who are reviewing the FORTRESS protocol. However, 
FDA noted that there would be no guarantee that the reviewers would be able to respond 
before the July 15th due date determined when the consults were initially sent to these two 
review divisions.

The logistics and timing of the second Qnexa AC were discussed. Vivus stressed the 
importance of holding the Qnexa AC prior to a general AC to discuss obesity drugs and 
cardiovascular (CV) safety, in order to eliminate potential bias against Qnexa’s CV safety 
profile, as they felt the initial Qnexa AC was negatively biased by the preceding two days 
of discussion of CV safety of diabetes drugs. FDA commented that no date has been 
determined for the AC to discuss CV safety of obesity drugs, but an early 2012 time 
frame has been reported in the press.  FDA reiterated its previous position that Vivus 
should target October 1, 2011, as the earliest time to resubmit the Qnexa NDA. This 
would likely result in a January 2012 AC meeting for the second Qnexa review cycle.  

Memo prepared by: Pooja Dharia, Pharm.D. - Regulatory Project Manager 
Concurrence by: Eric Colman, M.D. – Deputy Director 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

  

 

 Food and Drug Administration
Silver Spring  MD  20993 

 
 
NDA 022580 MEETING MINUTES 
 
Vivus, Inc. 
Attention: Malcolm McKay, Ph.D. 
Vice President, Regulatory Affairs and Compliance Officer 
1172 Castro Street 
Mountain View, CA 94040 
 
Dear Dr. McKay: 
 
Please refer to your new drug application (NDA) dated and received December 28, 2009, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for QNEXA (phentermine/topiramate) Extended Release Capsule. 
 
We also refer to your March 4, 2011, correspondence requesting a meeting to discuss the 
continued development of QNEXA.  
 
A copy of the official minutes of the April 14, 2011 meeting is attached for your information.  
Please notify us of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call me at (301) 796-5332. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Pooja Dharia, Pharm.D. 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
Enclosure: 
 
 Meeting Minutes 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: B 
Meeting Category: Guidance 
 
Meeting Date and Time: Thursday April 14, 2011, 2:00 – 3:00 PM  
Meeting Location:  10903 New Hampshire Avenue 

   White Oak Building 51, Conference Room: 1211 
   Silver Spring, Maryland 20903 

 
Application Number: NDA 022580 
Product Name: Qnexa (phentermine/topiramate)  
 Extended Release Capsule 
Indication: Obesity 
Sponsor/Applicant Name: Vivus, Inc. 
 
Meeting Chair: Eric Colman, M.D. 
Meeting Recorder: Pooja Dharia, Pharm.D. 
 
FDA ATTENDEES 
 
Office of Drug Evaluation II  
Curtis J. Rosebraugh, M.D., M.P.H. Director 
 
Division of Metabolism and Endocrinology Products 
Eric Colman, M.D.   Deputy Director 
Amy Egan, M.D.   Deputy Director for Safety 
Mary Roberts, M.D.    Clinical Reviewer 
David Carlson, Ph.D.   Pharmacology Toxicology Reviewer 
Pooja Dharia, Pharm.D.   Regulatory Project Manager 
John Bishai, Ph.D.   Safety Project Manager 
Julie Marchick, MPH   Acting Chief, Project Management Staff 
 
Office of Clinical Pharmacology 
S.W. Johnny Lau, R.Ph., Ph.D.   Clinical Pharmacology Reviewer, Division of 

Clinical Pharmacology 2 (DCP2) 
 
Office of Biostatistics 
Mat Soukup, Ph.D.    Team Leader, Division of Biometrics 7 (DB7) 
Ben Neustifter, Ph.D.   Mathematical Statistician, DB7 
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Meeting Minutes  
April 14, 2011 
 
 
Office of Surveillance and Epidemiology 
Jing (Julia) Ju, Pharm.D., Ph.D.  Pharmacoepidemiologist, Division of Epidemiology 

(DEPI) 
Judy Staffa, Ph.D., R.Ph.  Acting Deputy Director, DEPI 
Diane Wysowski, Ph.D. Acting Epidemiology Team Leader, DEPI 
Solomon Iyasu, MD, MPH Director, DEPI 
Tarek Hammad, MD, Ph.D. Associate Director, DEPI 
Joyce Weaver, Pharm.D. Senior Risk Management Analyst, Division of Risk 

Management 
Lanh Green, Pharm.D., M.P.H.  Safety Evaluator Team Leader, Division of 

Pharmacovigilance 1 (DPV1) 
Selena Ready, Pharm.D. Safety Evaluator, DPV1 
 
Pediatric and Maternal Health Staff 
Jeanine Best, MSN, RN, PNP  Senior Clinical Analyst 
Karen Feibus, M.D.   Maternal Health Clinical Team Leader 
 
Division of Neurology Products 
Leonard P. Kapcala, M.D.   Senior Medical Officer 
 
 
SPONSOR ATTENDEES 

Wesley W. Day, Ph.D.      V.P., Clinical Development 

Malcolm McKay, Ph.D.      V.P. Regulatory Affairs and Corporate Compliance 
Michael P. Miller, M.B.A        Chief Commercial Officer 
Craig Peterson, M.S.      Sr. Director, Clinical Development 
Peter Tam, M.B.A.         President 
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NDA 022580 Office of Drug Evaluation II 
Meeting Minutes Division of Metabolism and Endocrinology Products 
 
1.0 BACKGROUND 
 
Qnexa (phentermine/topiramate) extended release capsules is a combination of two marketed 
products, phentermine and topiramate, indicated for the treatment of obesity. Phentermine, 
approved in 1959, is indicated for the short-term treatment of obesity. Topiramate is approved 
for the treatment of epilepsy (1996) and migraine prophylaxis (2004). NDA 22580 for Qnexa 
was submitted on December 28, 2009.  The application provides for three fixed-dose 
combinations of phentermine/topiramate: 3.75 mg/23 mg, 7.5 mg/46 mg, and 15 mg/92 mg. 
 
On July 15, 2010, the Endocrinologic and Metabolic Drugs Advisory Committee (EMDAC) 
convened to discuss the safety and efficacy of Qnexa. When questioned about the approvability 
of Qnexa for the treatment of obesity in individuals with a BMI of  30 kg/m2 or 27 kg/m2 with 
weight-related co-morbidities, panel members voted unfavorably towards approval with a vote of 
10 to 6. Major factors in their decision include significant safety risks such as teratogenicity and 
suicidality and lack of long-term data. 
 
A Complete Response letter was issued on October 28, 2010. An End-of-Review Conference 
was held on January 19, 2011, during which an in-depth retrospective observational study of 
congenital malformations and birth weight in fetuses of women treated with topiramate for 
migraine prophylaxis was requested by FDA.  Submission of this study is needed for continued 
development of Qnexa and to address the remaining deficiencies outlined in the Complete 
Response letter. 
 
The purpose of this meeting was to discuss the feasibility of such a study and the ongoing drug 
development of Qnexa. 
 
2. DISCUSSION 
 
Your questions are repeated below, followed by our response in bold print and discussion in 
italics. 
 
Feasibility Summary 
 

1. Considering the number of mother-infant dyads available across the various database 
sources evaluated, does the Division agree that it is appropriate to conduct the 
retrospective observational study of pregnancy outcomes with topiramate using the 
Ingenix/I3/United Healthcare and Healthcore databases? 
 
FDA Response: Based on the number of dyads identified from the databases that 
you explored, your argument (“because the vast majority of the identified dyads 
come from these two large databases, and because of methodological issues 
associated with combining data across numerous small and differently structured 
databases, VIVUS believes that limiting the retrospective observational study to the 
Ingenix and HealthCore databases provides the best approach.”) seems reasonable. 
However, these databases are not exhaustive of all databases that are available in 
the U.S. Other databases that contain large numbers of mother-baby dyads should 
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be explored before a final decision can be made on the most appropriate database(s) 
to use.  
 
Responses sent by Vivus on April 13, 2011: We believe we have done an exhaustive 
search of the available U.S. databases and neither we nor our consultants are aware of 
any other databases that would be likely to yield large numbers of mother-baby dyads 
(see our next response regarding GPRD).  

 
Is the Division aware of another database containing large numbers of mother-baby dyads 
that we have overlooked? 
 
Discussion: FDA noted that there are other databases that might be explored for their 
usefulness, but FDA cannot direct the sponsor to particular data sources. The existence 
of contracts and agreements that FDA has with outside groups is publicly available 
information and may provide insight to the types of databases that may be acceptable.  
 
If a single database can provide a large enough sample size to detect the relative risk 
of oral clefts at a reasonable level, it should be used to avoid statistical difficulties in 
combining different data sources, e.g. Ingenix and HealthCore. If a third database is 
identified with a large number of mother-baby dyads, but not large enough to be 
used alone, the use of this database along with Ingenix and HealthCore should be 
considered as that would increase the sample size and study power. As you stated in 
the protocol, the potential sample size (1,400 pregnancies with <= 100 mg /day 
topiramate exposure) in Ingenix and HealthCore combined may be able to exclude a 
relative risk of 6.2 with a study power of 80% (assuming exposed: unexposed ratio 
of 1:10 and 5% of type 1 error). However, it would be desirable to be able to identify 
a lower relative risk or to account for loss of study participants due to enrollment or 
eligibility criteria.  
 
Responses sent by Vivus on April 13, 2011: We agree with your analysis and will strive 
to obtain as many dyads as possible. 
 
Discussion: FDA encouraged the sponsor to submit a protocol for review and feedback.  

We recommend that you keep exploring the feasibility of using other large 
healthcare claims databases that contain large numbers of mother-baby dyads. We 
also recommend that you should expand the study time period using the General 
Practice Research Database (GPRD) and explore the feasibility of using it, as the 
GPRD data used in your assessment was only 1985-2002, and could be made more 
current.  The study results from GPRD, however, may not be generalizable to the 
U.S. population. 
 
Responses sent by Vivus on April 13, 2011: We have recently confirmed that in Table 2 
in our Feasibility Assessment document the results reported for GPRD included the most 
recently available data up to 2010, not 2002 as originally shown. 
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Responses sent by Vivus on April 13, 2011: We agree with the Division that the 
outcome of interest is the relative risk and we agree it is important to capture all 
drug exposure peri-conception and we will provide a more detailed definition in 
the next draft of the protocol. 

 
 Discussion: No discussion occurred. 
 
b. We recommend adding an additional aim to examine the risk of oral clefts 

and other MCMs associated with topiramate for all doses and by specific 
dose during the first trimester and during the 30 days preceding day 1 of the 
first trimester. 

 
Responses sent by Vivus on April 13, 2011: As an additional aim, we agree to 
evaluate all doses and specific doses. 
 
Discussion: No discussion occurred. 
 

c. In terms of study time, you propose to include women with a record of live 
birth from 2001 through 2010 in the study. We suggest that you extend the 
study time period from 1997 (first year when topiramate was available in the 
U.S. market) through 2010 if using a U.S. database. The study time period 
should start from the first year when topiramate was marketed in the U.K. 
through 2010 if using a U.K. database. 

 
Responses sent by Vivus on April 13, 2011: We agree to use all available data 
from the Ingenix and HealthCore databases. However, the availability of source 
medical records for outcome validation diminish the further one goes back in 
time. As indicated above, there were only 62 exposed mother-baby dyads in the 
GPRD database through 2010. 
 
Discussion: No discussion occurred. 
 

d. You propose that the exposed group consist of all women with at least one 
pharmacy claim for any formulation of topiramate during days 0 to 100 
within the 300 days preceding the date of a live birth at a dose of 100 mg or 
less. We believe that the proposed exposure criteria will not capture all 
women who had exposure to topiramate during their first trimester. Women 
who were dispensed topiramate prior to day 0 of the 300 days preceding the 
date of a live birth, but whose days of therapy fall within the range of 0 to 
100 (defined as the first trimester) will not be captured as exposed. On the 
other hand, for preterm deliveries, the use of days 0 to 100 within the 300 
days preceding the date of a live birth may incorrectly classify women who 
were exposed to topiramate before their first trimester of pregnancy as 
patients who had exposure during their first trimester. We recommend that 
gestational age, if available, should be used to classify the exposure status 
more accurately to minimize this misclassification bias. In both scenarios, the 
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misclassification will bias the risk estimate towards the null hypothesis that 
there is no difference between exposed and unexposed women to topiramate 
during their first trimester of pregnancy.  

 
Responses sent by Vivus on April 13, 2011: We acknowledge the importance of 
minimizing misclassification of time of exposure. As in other published studies 
using automated data evaluating the teratogenicity of drug, the gestational age at 
time of birth is not available. We propose to deal with this through sensitivity 
analyses varying definitions of first trimester. 
 
Discussion: No discussion occurred. 
 

e. You should provide the time window for study outcomes to be identified, e.g. 
90 days, or one year following the delivery date.  

 
Responses sent by Vivus on April 13, 2011: We agree with the Division and will 
define this in the protocol. 
 
Discussion: No discussion occurred. 
 

f. We suggest that the control group of unexposed women should be a random 
sample of unexposed women who had the same obstetricians who delivered 
the exposed mothers. The ratio of unexposed to exposed should be at least 
3:1.   

 
Responses sent by Vivus on April 13, 2011: We agree with the Division and this 
will be further defined in the protocol. 
 
Discussion: No discussion occurred. 
 

g. You should provide a list of potential teratogens that you plan to capture 
during the first trimester of pregnancy in this study.  

 
Responses sent by Vivus on April 13, 2011: We will provide a list of teratogens in 
the protocol. 
 

  Discussion: No discussion occurred. 
 

h. We disagree with your proposal of performing a series of sensitivity analyses 
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Responses sent by Vivus on April 13, 2011: We are willing to perform a 
propensity score-adjusted analysis but are concerned about the limitations of this 
approach. For this reason our protocol will propose alternative analytical 
approaches to gauge whether any observed associations depend on the analytic 
method. 
 
Discussion: No discussion occurred. 
 

i. We suggest that alcohol use and smoking status (as available) should be 
included in the analysis in addition to maternal diabetes and other comorbid 
conditions, other antiepileptic drug use, exposure to other known teratogens,  
and other important covariates. Appropriate statistical methods should be 
provided in an analysis plan. 

 
Responses sent by Vivus on April 13, 2011: We agree with the Division that the 
analysis should consider these and other potential confounders. The analysis plan 
will be further defined in the protocol. 
 
Discussion: No discussion occurred. 
 

j. We agree that a subgroup analysis limited to patients with migraine will 
provide more information since it reduces the confounding by indication bias 
recognizing the sample size will be lowered. However, the subgroup analysis 
should be for patients with migraine at all doses, not just at daily dose of 
100mg or less. 

 
Responses sent by Vivus on April 13, 2011: We agree with the Division and will 
define this in the protocol. 
 
Discussion: No discussion occurred. 
 

k. You propose to use the HealthCore and Ingenix claims databases that 
contain 1,413 women with topiramate 100 mg/day (807 women with 
migraine and topiramate 100 mg/day) for this study. A control group of 
unexposed women of 14,000 will be used in the analysis. Assuming 5% of 
type 1 error, this sample size (1,400 exposed) may be able to exclude a 
relative risk of 6.2 with a study power of 80%, and a relative risk of 7.8 with 
a study power of 90%. Depending on the feasibility of using other databases 
and GPRD data for this study, the sample size may be larger than what you 
provided in using the HealthCore and Ingenix databases. It would be 
desirable to have a larger sample size to detect a smaller risk and to be able 
to examine all the study questions adequately. 

 
Responses sent by Vivus on April 13, 2011: We based our original power 
estimates on the assumption that we would only be including patients being 
treated with 100 mg or less, as previously recommended by the Division at our 
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Responses sent by Vivus on April 13, 2011: Understood. 
 

Discussion: No discussion occurred. 

 
3.0 ATTACHMENTS AND HANDOUTS 
 
Responses sent by Vivus, Inc. on April 13, 2011. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
  

 

 Food and Drug Administration
Silver Spring  MD  20993 

 
 
NDA 022580 MEETING MINUTES 

Vivus, Inc. 
Attention: Peter Tam, MBA 
President 
1172 Castro Street 
Mountain View, CA 94040 
 
Dear Mr. Tam: 
 
Please refer to your new drug application (NDA) dated and received December 28, 2009, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for QNEXA (phentermine/topiramate) Extended Release Capsule. 
 
We also refer to your November 10, 2010, correspondence requesting a meeting to discuss the 
continued development of QNEXA.  
 
A copy of the official minutes of the meeting is attached for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call me at (301) 796-5332. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Pooja Dharia, Pharm.D. 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

 
 
Enclosure: 
 
 Meeting Minutes 
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1.0 BACKGROUND

Qnexa (PHEN/TPM) is a combination of two marketed products, phentermine and topiramate, 
indicated for the treatment of obesity. Phentermine, approved in 1959, is indicated for the short-
term treatment of obesity. Topiramate is approved for the treatment of epilepsy (1996) and 
migraine prophylaxis (2004). It will be available in three fixed-dose combinations of 
phentermine/topiramate: 3.75 mg/23 mg, 7.5 mg/46 mg, and 15 mg/92 mg. 
 
On July 15, 2010, the Endocrinologic and Metabolic Drugs Advisory Committee (EMDAC) 
convened to discuss the safety and efficacy of PHEN/TPM. When questioned about the 
approvability of PHEN/TPM for the treatment of obesity in individuals with a BMI of  30 
kg/m2 or 27 kg/m2 with weight-related co-morbidities, panel members voted unfavorably 
towards approval with a vote of 10 to 6. Major factors in their decision include significant safety 
risks such as teratogenicity and suicidality and lack of long-term data. 
 
A complete response letter was issued on October 28, 2010. The purpose of this End of Review 
conference is to discuss the continued development of Qnexa.  
 
2. DISCUSSION 

1. Is this comprehensive assessment of topiramate’s and phentermine/topiramate’s teratogenic 
potential adequate to enable resubmission of the NDA? 
 
FDA Response:  The mechanisms that contribute to topiramate-induced reproductive 
toxicity in non-clinical species remain incompletely defined. We do not agree that 
teratogenesis in mice administered topiramate is consistent with spontaneous 
background malformations, nor are we persuaded that teratogenesis in the additional 
two species, rats and rabbits, is a consequence of reduced body weight in the dams. The 
presence of teratogenesis in three species administered topiramate identifies a potential 
teratogenic hazard, but differences in species susceptibility and an incompletely defined 
mechanism precludes confidence in quantitatively assessing risk to human patients. In 
consideration of the existing animal and human data available for topiramate, it is 
unlikely that additional nonclinical studies would provide more than incremental 
information for human risk assessment.  

Topiramate was approved for the prophylaxis of migraine headache in 2004. The 
recommended daily dose is 100 mg. Prescription data indicate a steady increase in the 
use of topiramate during the past seven years. A large percentage of this use is for 
migraine prophylaxis. Data from the North American Antiepileptic Drug Pregnancy 
Registry suggest an increased risk for major malformations and low birth weight in 
fetuses of women treated with a range of doses of topiramate. In particular, the relative 
risk for oral clefts was markedly increased in infants of women treated with topiramate 
compared with infants of women in the control group. In reference to these data, you 
remark in your briefing document that, “Further investigation is warranted since no 
conclusion can be drawn from such a small sample, and orofacial defects are one of the 
most prevalent US birth defects.” We agree that further investigation would be useful. 
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To this end, we would like to discuss the feasibility of conducting a retrospective 
observational study of congenital malformations and birth weight in fetuses of women 
treated with topiramate for migraine prophylaxis.  

Responses to your remaining questions are being deferred until we reach agreement on 
the feasibility of conducting the aforementioned observational study.

Discussion: 
FDA began the discussion by citing the numbers of oral cleft defects and respective 
odds ratios from the U.K. (~12) and North American (~20) pregnancy registries. 
Because of the oral cleft data, FDA is uncomfortable moving ahead with approval of 
Qnexa. Despite efforts to minimize pregnancy during the Qnexa clinical trials, 
pregnancies still occurred. Moreover, during these clinical trials, women were given 
pregnancy tests every month, so duration of drug exposure to the developing fetuses 
was minimized in those women who became pregnant. Looking at existing health 
claims or electronic medical records databases linking women who used the 100 mg 
dose of topiramate for migraine prophylaxis to pregnancy outcome might provide a 
more precise estimate of risk of teratogenicity than data from epileptic women in 
whom the dosages of topiramate are generally higher and the duration of exposure to 
drug is longer. 

The sponsor questioned why there is a discrepancy between the incidence of major 
congenital malformations (MCM) in the control group of the North American 
Antiepileptic Drug Pregnancy Registry (NAAPR) (1.6%) and the March of Dimes 
(4%) and CDC (3%) control groups. FDA responded that the NAAPR has more 
stringent criteria for MCM than other registries. They exclude abnormalities such as 
chromosomal, biochemical abnormalities, and coincidental findings such as a single 
functioning kidney noted on ultrasound.  All registries have different goals, case 
definitions and inclusion criteria and this is the reason it is difficult to compare them. 
FDA would like to look at the data in a structured way and research a database that 
better reflects the Qnexa patient population. The sponsor responded that the CDC 
registry also excludes the same abnormalities as NAAPR (Post-meeting Comment: It 
is FDA’s belief that the sponsor was referring to the oral cleft abnormalities and not 
the overall major malformation rate.  The CDC overall malformation rate of 3% 
includes chromosomal abnormalities.) 

The sponsor contended that a retrospective observational study was not feasible.
Based on input from  in order to detect a two-fold increase in relative 
risk with 90% power, there would need to be ~19,000 exposed mother-baby pairs and 
~80,000 unexposed mother-baby pairs.  Based on a review of five available 
databases, the number of exposed mother-baby pairs was too low (4000).  There were 
also several confounders (e.g. obesity and diabetes) that would need to be controlled, 
which would limit the conclusions.  The sponsor suggested that any positive result 
therefore would be considered a false positive.  FDA countered that any 
observational study trying to evaluate an association between a medication and birth 
defect would have similar challenges and these issues would not necessarily be 
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prohibitive, especially in the case of Qnexa, where the relative risk of oral clefts is 
considered to be larger than 2, therefore requiring fewer subjects, and that 80% 
power is generally considered sufficient.  An additional point raised was that the 
NAAPR director in the sponsor’s briefing package communicated that only 600 to 
700 women exposed to a single anti-epileptic drug are needed to statistically identify 
a doubling of the baseline risk for physical birth defects. 

FDA asked why we should not be concerned about the oral cleft and low birth weight 
data from U.K. and North American registries. The sponsor responded that there are 
reporting biases in the registries because they are collecting data from women with 
severe epilepsy. The prospective Qnexa registry proposed by the sponsor will reduce 
bias because it will have a matching control group of pregnant women not on drug. 
The sponsor also noted that one must balance empirical nonstatistical risk versus 
quantitative statistical benefit and the prospective study will provide the best picture 
of this. 

FDA questioned how long it will take to obtain robust data from a Qnexa pregnancy 
registry. The sponsor responded that it will be much faster to obtain data with a 
prospective study than retrospective. The retrospective study may give false positive 
results and take up to three years to complete. The sponsor stated that they have an 
incentive to complete the prospective study as quickly as possible in order to 
eliminate REMS requirements. They will also be providing monetary incentives to 
physicians and patients who comply with the pregnancy registry. 

To conclude, FDA stated that while a prospective study would provide information, 
given the current signal, we would not be comfortable approving the drug at this time 
even with the plan to minimize exposed pregnancies with a REMS.  Unless proven 
otherwise through the conduct of scientifically sound, relevant feasibility studies, we 
believe that conducting an in-depth retrospective observational study of congenital 
malformations and birth weight in fetuses of women treated with topiramate for 
migraine prophylaxis is possible. The results of such a study will need to be submitted 
to FDA in order for the sponsor to move forward with the development of Qnexa and 
to address the remaining deficiencies outlined in the Complete Response letter issued 
on October 28, 2010. 

3.0 ACTION ITEMS 
 

Action Item/Description Owner Due Date 
The sponsor will submit a 
proposal for a retrospective 
observational study of 
congenital malformations 
and birth weight in fetuses 
of women treated with 
topiramate for migraine 

Sponsor N/A 
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Page 5 

prophylaxis, including the 
results of scientifically 
sound, relevant feasibility 
stud(ies) on which such a 
proposal is based. 

5.0 ATTACHMENTS AND HANDOUTS 
 
Slides sent by Vivus, Inc. on January 19, 2011. 
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Background

Qnexa (PHEN/TPM) is a combination of two marketed products, phentermine and topiramate, 
indicated for the treatment of obesity. Phentermine, approved in 1959, is indicated for the short-
term treatment of obesity. Topiramate is approved for the treatment of epilepsy (1996) and 
migraine prophylaxis (2004). It will be available in three fixed-dose combinations of 
phentermine/topiramate: 3.75 mg/23 mg, 7.5 mg/46 mg, and 15 mg/92 mg. 
 
On July 15, 2010, the Endocrinologic and Metabolic Drugs Advisory Committee (EMDAC) 
convened to discuss the safety and efficacy of PHEN/TPM. When questioned about the 
approvability of PHEN/TPM for the treatment of obesity in individuals with a BMI of  30 
kg/m2 or 27 kg/m2 with weight-related co-morbidities, panel members voted unfavorably towards 
approval with a vote of 10 to 6. Major factors in their decision include significant safety risks 
such as teratogenicity and suicidality and lack of long-term data. 
 
Meeting Objective:

The purpose of this regulatory briefing was to gain insight on the approvability of PHEN/TPM. 
In addition, potential risk evaluation and mitigation strategies were explored. 

Discussion:

Panel and audience members asked several clarifying questions during the presentation by Dr. 
Roberts:   
 

Dr. Temple asked how it is known that both drugs contribute to weight loss, and not the 
individual component alone. Dr. Roberts answered that the sponsor conducted a study of 
the combination versus each component alone and there was a statistically significant 
greater weight loss of 3% with the combination. Dr. Temple further questioned whether 
the doses increase in sync; i.e. does each component contribute equally to weight loss as 
the dose increases?  Dr. Roberts responded that both components contribute equally. 

 
An audience member asked whether there was fat loss. Dr. Roberts answered that the 
Phase 2 DEXA scans showed decreased fat mass, but the study did not look at visceral fat 
mass. 

 
An audience member asked about weight regain after discontinuing drug.  Dr. Roberts 
answered of the subjects who discontinued the drug and lost at least 5% body weight the 
40% of the weight lost was regained by 1 year. 

 
A panel member asked how many patients were on study drug at 12 months. Dr. Roberts 
answered that 61% of patients stayed on study drug for 12 months. 

 
A panel member asked about the mechanism of action of each drug. Dr. Roberts 
answered that phentermine is a stimulant that increases energy expenditure. The 
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mechanism by which topiramate causes weight loss is unknown. However, it is 
hypothesized that it alters taste and increases energy expenditure.  

 
Dr. Temple asked about the proposed cardiovascular trial. Dr. Roberts answered that this 
trial is not launched yet, but will have about 8,000 – 10,000 patients. 

 
Referring to Slide 48, an audience member asked how many of the patients in the 2010 
North American Antiepileptic Drug pregnancy registry annual report were epileptics. Dr. 
Roberts replied that 85% were epileptics. Dr. Temple questioned whether there are 
increased abnormalities in epileptic women. Dr. Roberts replied that Dr. Lew Holmes 
(the director of the North American AED pregnancy registry) has stated that the cause of 
the abnormalities is not the disease (epilepsy) itself, but the antiepileptic drugs that are 
being taken during pregnancy. Dr. Uhl supported this by stating that the Lew Holmes 
database dispels the myth that epilepsy causes congenital malformations. Dr. Roberts 
added that congenital malformations seen in infants born to women with epilepsy may be 
confounded by the severity of the seizure (i.e. loss of consciousness) during the 
pregnancy. 

 
An audience member asked whether the drug precipitates in urine and whether it could 
precipitate in the fetus. Dr. Roberts did not have the answer to this question; however, an 
audience member later commented that one highly unusual case of congenital 
nephrolithiasis was found in the FDA Adverse Event Reporting System (AERS) 
database.  

 
Referring to Slide 53, Dr. Temple asked about the PHEN/TPM clinical trial development 
program. Dr. Roberts explained that about 5000 people have been exposed to 
PHEN/TPM throughout the entire clinical development program. About 70 – 80% of the 
patients were women. Of the Phase 2 studies, three were randomized, placebo-controlled 
trials. Of the Phase 3 studies, four were randomized, placebo-controlled trials. Dr. 
Temple asked if Dr. Roberts was concerned regarding the number of pregnancies in a 
clinical development program of this size.  Dr. Roberts replied that she was based on the 
highly controlled requirements for double barrier or single barrier and OCP methods of 
contraception and negative monthly pregnancy tests.  Dr. Uhl questioned how the patients 
were monitored during the clinical trial. Dr. Roberts replied that the patients were 
monitored with monthly pregnancy tests. Once the sponsor noted the significant 
occurrence of pregnancies, the informed consent process was updated and patients were 
reconsented. Dr. Temple commented that the Accutane iPLEDGE program still has 
pregnancy cases, despite its stringent monitoring program.  

 
Dr. Sobel asked if cognitive impairment was reversible. Dr. Roberts replied that it was 
reversible if PHEN/TPM is discontinued, but may persist while the patient stays on drug. 
The sponsor hoped that the phentermine would counteract topiramate’s cognitive effects, 
but this did not occur, as was demonstrated with The Repeatable Battery for the 
Assessment of Neuropsychological Status (RBANS) testing which was done at 4 weeks 
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and 28 weeks. Language and attention deficits persisted at 28 weeks.  The PHEN/TPM 
combination mirrored the effects noted with topiramate monotherapy.  

 
A panel member asked of the 26% of patients who withdrew from the study, did they 
have the same amount of weight loss? Dr. Roberts replied that the average weight loss 
was 10% after discontinuing drug. 

 
A panel member asked how the risk profile compared for the combination product versus 
topiramate alone. Dr. Roberts replied that the risk profiles look about the same; the safety 
concerns associated with the combination product are labeled side effects of phentermine 
and topiramate.  

 
A panel member asked why PHEN/TPM was discussed at the EMDAC. Dr. Roberts 
replied that since it was a new drug for obesity, DMEP wished to discuss their concerns 
in a public forum, including safety risks such as teratogenicity.  

 
Dr. Temple commented that of the 34 pregnancies occurred, 19 women delivered without 
any malformations. Dr. Roberts replied that these women were monitored monthly and 
discontinued drug early in pregnancy. In the real world setting, pregnancies may not be 
detected as early and fetal drug exposure may be longer. Irregular menstruation is 
common among obese women; these women may not realize they are pregnant and may 
continue to take the drug.  

 
Dr. Temple commented on the fact that the two drugs are readily available on the market. 
Dr. Roberts replied that if PHEN/TPM was approved, FDA would be able to track the 
safety issues and would be able to label the drug to mitigate risk. Dr. Zineh commented 
that if PHEN/TPM is not approved, it may underestimate the risk by not being able to 
monitor the drugs. The lowest doses currently available on the market are 15 mg of 
phentermine and 25 mg of topiramate.  

 
An audience member asked about the effects of treatment on glucose control. Dr. Roberts 
replied that in the Phase 2 trial for Type 2 diabetes mellitus patients, HbA1c and weight 
loss was reduced by 0.6 percentage points and 7% respectively. The baseline HbA1c 
requirement was 8.7. In the Phase 3 trial for obesity, HbA1c was reduced by 0.3%. The 
mean baseline HbA1c for this study was 6.7%. 

 
Dr. Temple questioned whether acidosis worsened bone status. Dr. Roberts commented 
that if PHEN/TPM is used in pediatric patients, the effect on their bone growth is 
unknown.  Dr. Temple agreed that the effect on bone health should be evaluated. 
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PANEL DISCUSSION AND RESPONSES TO QUESTIONS: 

 
Question 1: Based on the data presented, please list the following potential safety issues in 
descending order of concern (major adverse cardiac events, suicidality, metabolic acidosis, 
teratogenicity, and cognitive impairment).

Discussion/Clarification:  

Teratogenicity: Dr. Uhl commented that in the spectrum of birth defects, cleft 
defects are reversible. Another panel member commented that teratogenicity is an 
important consideration since the majority of patients will be women.  

 
Suicidality: There were no suicides; there was only an increase in suicidal 
thinking. However, with antiepileptic drugs as opposed to antidepressant drugs 
suicidality did not decrease with prolonged drug use. 

 
Cardiac events: A decision needs to be made whether a large cardiovascular 
outcomes trial should be required pre-marketing or post-approval.  

 
Metabolic acidosis/bone loss: Because the drug will be used in a largely female 
population, the effect on bone loss is important.  

 
Cognitive impairment: Cognitive impairment is reversible and not as much of a 
concern. 

 
Dr. Sobel commented that he would like to see second or third year data on the 
drug to see if weight loss plateaus. Safety risks may be tolerated if weight loss is 
sustained. 

 
 

Question 2: If QNEXA is approved, please discuss your recommendations for minimizing 
pregnancy exposure and maximizing capture of exposed fetal outcome data.

Discussion/Clarification: 

A system similar to Accutane’s iPLEDGE program can be ruled out since the two 
drugs are already out on the market. 
Dr. Zineh asked about time to pregnancy after ingestion of drug. If this is known, 
we may be able to figure out if the pregnancy was due to drug-drug interaction 
with oral contraceptives, or due to increased fertility because of weight loss. 
An audience member commented that in the case of the iPLEDGE program, 
patients were required to use two forms of contraception but patients usually did 
not adhere to this requirement. In addition, Accutane is used for the short-term. 
PHEN/TPM will be a chronic-use medication, posing more teratogenicity 
potential.

Page 5 
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Dr. Roberts commented on the sponsor’s plan for a limited distribution program; 
i.e. five pharmacies will have the drug available; a select group of doctors will be 
able to prescribe it.

 
 
Question 3: Based on the heart rate and blood pressure data presented, please discuss if a 
cardiovascular outcome trial should be required pre-approval.

 
Discussion/Clarification: Dr. Temple recommended the cardiac outcomes trial be 
required post-approval, citing PHEN/TPM’s efficacy over other marketed weight loss 
products. Dr. Zineh found the blood pressure and heart rate signals to be unremarkable. 

 
 
Question 4: Dr. Temple requested that the following question be discussed by the panel: Should 
PHEN/TPM for the treatment of obesity be approved? Should obesity drugs have the same 
criteria as diabetes medications? 
 

Discussion/Clarification: Dr. Zineh recommended approval with labeling. Dr. Sobel did 
not recommend approval because of the risks involved and the unknown benefit. Another 
panel member commented that the longer a woman stays on the drug, the more 
opportunities there are to become pregnant; he advised exploring the drug interaction 
between oral contraceptives and PHEN/TPM.  

 
Attachments:
Slide presentation 
Sign-in sheets 

Minutes cleared by: 
Eric Colman, M.D., Deputy Director 
Amy Egan, M.D., Deputy Director for Safety 

 

73 Page(s) has been Withheld in Full as 
b4 (CCI/TS) immediately following this 

page
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 022580 MEETING DENIED 

Vivus, Inc. 
Attention: Malcolm McKay, Ph.D. 
Vice President, Regulatory Affairs and Compliance Officer 
1172 Castro Street 
Mountain View, CA 94040 

Dear Dr. McKay: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Qnexa (phentermine/topiramate) controlled release capsule. 

We also refer to your August 9, 2010, correspondence requesting a meeting to discuss the 
proceedings from the Endocrinologic and Metabolic Drugs Advisory Committee meeting.  We 
are currently reviewing your application and internally discussing the items raised by the 
Advisory Committee panel members.  At this point we do not know what action items will result 
from the August Regulatory Briefing.  Therefore, we are denying this meeting request.  If at a 
later date, we find that a meeting would be helpful, we will let you know.  

If you have any questions, please call me at (301) 796-5332. 

Sincerely, 

{See appended electronic signature page}

Pooja Dharia, Pharm.D. 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22580 GI-1 VIVUS INC QNEXA (phentermine IR +

topiramate modified release)
CAPSULE; VI-0521

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

POOJA DHARIA
08/11/2010



From: Dharia, Pooja
To: "Malcolm McKay"; 
Subject: Qnexa information request 8/10/10
Date: Tuesday, August 10, 2010 2:12:19 PM

Dear Malcolm,

Please see below for an information request for Qnexa:

This request pertains to the Division of Scientific Investigations’ (DSI) inspection 
result for Study OB-109’s bioanalytical reports of phentermine and topiramate, as 
well as the subsequent bioequivalence determination.

Upon inspection, DSI concluded the following:

 ❍ Data from analytical runs # 2 and 31 for Phentermine should be 
accepted and utilized in the bioequivalence evaluation (see 
discussion in 483 Item 1).

 ❍ Data of the 170 UISR samples prior to re-assay, coded as UISR in 
Table 6 "summary of reassay for analytical reasons" of the 
bioanalytical report, should be accepted and utilized in the 
bioequivalence evaluation for Topiramate (see discussion in 483 
Item 2).

Please respond to the following for Study OB-109 by August 20, 2010:

 ❍ Use analytical runs #2 and 31’s plasma phentermine concentration 
data in evaluating phentermine bioequivalence for the phentermine/
topiramate fixed dose combination capsules.

 ❍ Use the data for the 170 UISR samples prior to re-assay in 
evaluating topiramate bioequivalence for the phentermine/
topiramate fixed dose combination capsules.

 ❍ Compare the phentermine and topiramate bioequivalence results 
between the two recommendations above to the reported 
phentermine and topiramate bioequivalence results.

Thanks,
Pooja

Pooja Dharia, Pharm.D.



Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov
(301) 796-5332
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Executive CAC 
Date of Meeting:  August 10, 2010 

Committee: David Jacobson-Kram, Ph.D., OND IO, Chair 
Abby Jacobs, Ph.D., OND IO, Member 
Haleh Saber, Ph.D., DDOP, Alternate Member 
Todd Bourcier, Ph.D., DMEP, Team Leader 
David Carlson, Ph.D., DMEP, Presenting Reviewer 

Author of Minutes:  David Carlson, Ph.D., DMEP 

The following information reflects a brief summary of the Committee discussion and its 
recommendations.

NDA #: 22-580
Drug Name:  Phentermine + topiramate FDC (Qnexa) 
Sponsor:  Vivus, Inc. 

Background 

Phentermine Rat Carcinogenicity Study

The final study report of a GLP-compliant, standard two year oral (gavage) 
carcinogenicity study in Sprague-Dawley rats was reviewed and results were discussed at 
a meeting of the Executive Carcinogenicity Assessment Committee (ECAC). The study 
evaluated doses of 0, 3, 10, and 30 mg/kg and included an additional pair-fed vehicle 
control group. The study was considered acceptable based on previous concurrence with 
dose selection by the ECAC and results showing the high dose at or near the MTD due to 
excessive (34-41%) reduced body weight compared to controls (consistent with the 
intended pharmacodynamic effect). Phentermine did not reduce but in fact increased 
survival, consistent with reduced body weight in the treatment and pair-fed control 
groups.  

Key study findings:  There were no drug-related tumors in males or females at any dose 
tested. Numerical increases in uterine benign granular cell tumors and thoracic cavity 
combined benign and malignant hibernoma tumors in females were not considered 
biologically significant or treatment-related. NOAEL = 30 mg/kg/day (11X MRHD 
males, 18X MRHD females). 
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Executive CAC Recommendations and Conclusions:

The Committee agreed the study was acceptable, noting prior Exec CAC 
concurrence with the protocol. 

The Committee concluded the study was negative for drug-induced 
carcinogenicity. 

________________________
David Jacobson-Kram, Ph.D. 
Chair, Executive CAC 

cc:\ 
NDA 22-580/Division File, DMEP  
Todd Bourcier/Team leader, DMEP 
David Carlson/Reviewer, DMEP 
Pooja Dharia/PM, DMEP 
ASeifried, OND IO 
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2 hr  and 6 hr  was employed for setting the range of release. A  
width is not justified due to the low variability observed in the dissolution results. 

If you have any questions, call Pooja Dharia, Pharm.D., Regulatory Project Manager, at  
(301) 796-5332. 

Sincerely, 

{See appended electronic signature page}

Mary Parks, M.D. 
Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

(b) (4) (b) (4) (b) (4)
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From: Dharia, Pooja
To: "Donna Kato"; "Malcolm McKay"; 
cc: Madara, Patricia; 
Subject: Qnexa information request 7/13/10
Date: Tuesday, July 13, 2010 11:13:49 AM

Hi Donna,

Please see information request below regarding Qnexa:

● Please update the ADRBANS.xpt for the RBANS Total Scale of Index 
Scores (Study OB-301, 5.3.5.1.25.3.1 analysis dataset).

● The variable PARAM includes Attention, Delayed Memory, Immediate 
Memory, Language and Visuospatial/Constructional but not Total Scale of 
Index Scores.

● In addition, the reference links for Randolph C (1998a) and Randolph C 
(1998b) point to the same pdf file (RBANS manual).

● Please update Randolph C (1998b). RBANS: Stimulus Booklet A. 
Psychological Corporation, …in the link.

Please let me know if you have questions.

Thanks,
Pooja
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NDA 22-580 for Qnexa (Phen IR/Tpm ER) FDC Capsules,
15/92 mg, 11.25/69 mg, 7.5/46 mg, and 3.75/23 mg 

06/28/10

Biopharm Information Request:

The individual and mean dissolution data for topiramate used to construct Figure 2, p.13 
of Module 32P22 (Drug Product), could not be located in the submission. 

Therefore, you need to 

1).  Submit the above missing individual and mean dissolution data (the full profile) 
for topiramate of the 12 registration lots. 

 If you already submitted the needed information to the NDA, please provide the 
module, section, volume, and page Nos. 

2).  Based on the overall mean of these 12 lots, propose and resubmit the ranges (X% 
to Y% instead of NMT or NLT) of dissolution specifications at 0.5, 2, and 6 hrs 
for review.  The proposed ranges should comply with FDA’s IVIVC guidance 
(p.17), under “Setting Specifications Without IVIVC”. 
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From: Dharia, Pooja
To: "Donna Kato"; 
Subject: Qnexa information request 6/30/10
Date: Wednesday, June 30, 2010 9:15:52 AM

Hello Donna,

Please see the following information request for Qnexa:

Please explain the large proportion of subjects exposed to QNEXA 
>56 weeks when the studies were only to be 56 weeks in duration.

Thanks,
Pooja

Pooja Dharia, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov
(301) 796-5332
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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 
___________________________________________________________________________________________ 

CLINICAL INSPECTION SUMMARY  

DATE:   June 28, 2010 

TO:   Pooja Dharia, Regulatory Project Manager 
 Mary Roberts, M.D., Medical Officer 

   Division of Metabolic and Endocrine Products (DMEP) 

FROM:    Susan Leibenhaut, M.D. 
Good Clinical Practice Branch II 
Division of Scientific Investigations

THROUGH:    Tejashri Purohit-Sheth, M.D. 
   Branch Chief 

Good Clinical Practice Branch II 
Division of Scientific Investigations  

SUBJECT:    Evaluation of Clinical Inspections 

NDA:   #22-580 

APPLICANT:  VIVUS, Inc 

DRUG:   QNEXA (Phentermine/Topiramate) 

NME:   No

THERAPEUTIC CLASSIFICATION: Standard review 

INDICATION: Treatment of obesity 

CONSULTATION REQUEST DATE: March 5, 2010 

DIVISION ACTION GOAL DATE:  July 24, 2010
PDUFA DATE:    July 23, 2010    
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I. BACKGROUND: 

VIVUS, Inc. submitted NDA 22-570, a 505(b)(2) application for QNEXA, a combination of 
phentermine and topiramate, for the indication of treatment of obesity, including weight loss 
and maintenance of weight loss for obese patients (body mass index [BMI] > 30 kg/m2), or 
overweight patients (BMI >27 kg/m2) with weight-related co-morbidities such as hypertension, 
type 2 diabetes, dyslipidemia, or central adiposity (abdominal obesity). Clinical inspections 
were conducted in response to a routine audit request to assess data integrity and human 
subject protection for clinical trials conducted for approval. The efficacy results of the studies 
are important in making a regulatory decision with regard to drug approval.  Selection of sites 
was based on numbers of subjects enrolled at the site for the studies, the inspectional history of 
the highest enrolling clinical investigators, and the number of INDs in the DSI clinical trials 
database.

The protocols inspected included: 

A. OB-301 entitled “A Phase 3, Randomized, Double-Blind, Parallel-Design Study 
Comparing Multiple Doses of VI-0521 to Placebo and Their Single-Agent Phentermine 
and Topiramate Constituents for the Treatment of Obesity in Adults” 

B. OB-302 entitled “A Phase 3, Randomized, Double-Blind, Placebo-Controlled, 
Multicenter Study to Determine the Safety and Efficacy of VI-0521 in the Treatment of 
Obesity in an Adult Population with Body Mass Index equal to or greater than 35 
kg/m2”

and

C. OB-303 entitled “A Phase 3, Randomized, Double-Blind, Placebo-Controlled, 
Multicenter Study to Determine the Safety and Efficacy of VI-0521 in the Treatment of 
Obesity in Adults With Obesity-Related Co-Morbid Conditions.”  
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II. RESULTS (by Site): 

Name of Clinical Investigator 
(CI) and Location 

Protocol #/  
# of Subjects screened/ 
randomized/ completed 

Inspection
Dates

Final 
Classification 

Michelle Look, MD 
San Diego Sports Medicine 
6699 Alvarado Rd,
First floor Suite 2100 
San Diego, CA 92120 

OB 302 /  
33/ 21 / 17

OB 303 /  
33 / 27 / 23 

May 13 to 
25, 2010 

Pending 
(Preliminary 
classification 
VAI) 

Sam Miller, MD 
SAM Clinical Research Center 
7711 Louis Pasteur Dr., Ste 300 
San Antonio, TX 78299 

OB 302 /  
86 / 55 / 41 

OB 303 /  
91 / 59 / 39

May 24 to 
June 4, 2010 

Pending 
(Preliminary 
classification 
NAI) 

Fares Arguello 
Radiant Research Salt Lake City 
448 East 6400 South Suite 200 
Salt Lake City, UT 84107 

OB 301/  
49 / 38 / 21 

May 10 to 
20, 2010 

Pending 
(Preliminary 
classification 
VAI) 

Mira Baron, M.D. 
Rapid Medical Research, Inc 
3619 Park East Drive, Suite 300 
Cleveland, OH 44122

OB 301/  
52 / 37 / 30 

May 5 and 
11, 2010 

NAI 

Key to Classifications
NAI = No deviation from regulations.  
VAI = Deviation(s) from regulations.  
OAI = Significant deviations from regulations. 
Pending =  EIR has not been received and results are based on preliminary communications with the field.   

1. Michelle Look, MD 
 San Diego Sports Medicine 
 6699 Alvarado Rd, First floor Suite 2100, San Diego, CA 92120 

Note: Observations noted for this site are based on communications with the FDA 
investigator, review of the Form FDA 483, and review of the clinical investigator (CI) 
written response dated June 4, 2010. An inspection summary addendum will be generated 
if conclusions change upon receipt and review of the Establishment Inspection Report 
(EIR). 

a. What was inspected: A total of 66 subjects were screened for the two studies 
conducted at this site.  The subjects were screened and evaluated for inclusion 
into the appropriate study. For Protocol OB 302 at this site, 21 subjects were 
enrolled, and 17 subjects completed the study. A total of 12 subjects’ records 
were audited. For Protocol OB 303 at this site, 27 subjects were enrolled, and 
23 subjects completed the study. A total of 15 subjects’ records were audited.  
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b. General observations/commentary: The primary endpoint data were verified. 
A Form FDA 483 was issued for regulatory violations concerning failure to 
report an adverse event (AE) in Protocol OB 303 that was also the reason for 
withdrawal from the study. For Subject 049 randomized to the PHEN/TPM 
7.5/46 mg arm, the adverse event of memory loss documented in the source 
documents was not recorded as an AE in the case report form and was not given 
as the reason for withdrawal. No other unreported adverse events were detected 
for either study. The CI responded in a letter dated June 4, 2010. 

c. Assessment of data integrity: Except for an isolated error, the audited studies 
appear to have been conducted adequately, and the data generated by this site 
for these studies may be used in support of the respective indication. 

2. Sam Miller, MD 
 SAM Clinical Research Center 
 7711 Louis Pasteur Dr., Ste 300, San Antonio, TX 78299 

Note: Observations noted for this site are based on communications with the FDA 
investigator. An inspection summary addendum will be generated if conclusions change 
upon receipt and review of the EIR. 

a. What was inspected: A total of 177 subjects were screened for the two studies 
conducted at this site.  The subjects were screened and evaluated for inclusion 
into the appropriate study. For Protocol OB 302 at this site, 55 subjects were 
randomized, and 41 subjects completed the study. A total of 20 subjects’ 
records were reviewed. For Protocol OB 303 at this site, 59 subjects were 
randomized, and 39 subjects completed the study. A total of 21 subjects’ 
records were reviewed. 

b. General observations/commentary: No regulatory violations were cited and 
no FDA Form 483 was issued. The primary endpoint data were verified. There 
was no evidence of under-reporting of AEs to the sponsor by the clinical 
investigator.  

c. Assessment of data integrity: The study appears to have been conducted 
adequately, and the data generated by this site appear acceptable in support of 
the respective indication. 

3. Fares Arguello, MD 
 Radiant Research Salt Lake City 
 448 East 6400 South Suite 200, Salt Lake City, UT 84107 

Note: Observations noted for this site are based on communications with the FDA 
investigator and review of the Form FDA 483. An inspection summary addendum will be 
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generated if conclusions change upon receipt and review of the EIR. 

a. What was inspected: For Protocol OB 301 at this site there were 49 subjects 
screened, 39 subjects enrolled and 21 subjects who completed the trial. A total 
of 25 subjects’ records were audited. 

b. General observations/commentary: The primary endpoint data were verified 
and there was no evidence of under-reporting of AEs.  A Form FDA 483 was 
issued for regulatory violations concerning the enrollment of 2 subjects who 
were taking gabapentin, an exclusionary criterion, and the use of testosterone, a 
prohibited medication, by one subject during the trial. These concomitant 
medications are documented in the NDA in Line Listing 16.2.4.4 “Prior and 
Concomitant Medications.” 

c. Assessment of data integrity: Although isolated regulatory violations were 
noted, these are unlikely to importantly influence data reliability.  In general, 
the study appears to have been conducted adequately, and the data generated by 
this site appear acceptable in support of the respective indication. 

4. Mira Baron, MD 
 Rapid Medical Research, Inc 
 3619 Park East Drive, Suite 300, Cleveland, OH 44122 

a. What was inspected: For Protocol OB 301 at this site there were 52 subjects 
screened and 37 subjects randomized. There were 30 subjects who completed 
the trial, although 2 of these subjects (Subjects 105-041 and 105-018) stopped 
study medication, they continued in the trial as documented in the line listings. 
There were no deaths or SAEs reported from this site. An in depth audit of the 
25 subjects' records was performed.  

b. General observations/commentary: The primary endpoint data were verified 
and there was no evidence of under-reporting of adverse events. Subject 105-
012 had the dose reduced to every other day instead of being discontinued as 
required in the protocol. This reduction to every other day was performed with 
the knowledge of sponsor personnel and is documented in Data Listing 16.2.5.1 
“Study Medication.”  

c. Assessment of data integrity: The study appears to have been conducted 
adequately, and the data generated by this site appear acceptable in support of 
the respective indication. 
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III.   OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 

Four clinical investigator sites were inspected in support of this NDA.  The primary 
endpoint data were verified. There was one AE of memory loss that was not reported to the 
sponsor by Dr. Look for Protocol OB 303, and thus, was not submitted in line listings to 
the NDA. This appears to have been an isolated occurrence. Violations noted at Dr. 
Arguello’s site for Protocol OB 301 concerning the use of prohibited medications were 
documented in the data submitted to the NDA by the sponsor and are considered isolated in 
nature. Although some regulatory violations were noted as per above, these are considered 
isolated occurrences and are unlikely to significantly impact the integrity of primary 
efficacy and safety data overall.  

Note: The final classifications for the inspections of Drs. Look, Miller and Arguello are 
pending. An addendum to this clinical inspection summary will be forwarded to the review 
division after a review of information from the Miller site or if additional observations of 
clinical and regulatory significance are discovered after reviewing the EIRs for these 
inspections. 

{See appended electronic signature page} 

Susan Leibenhaut, M. D. 
Good Clinical Practice Branch II  
Division of Scientific Investigations

CONCURRENCE: 

{See appended electronic signature page} 

Tejashri Purohit-Sheth, M.D. 
Branch Chief 
Good Clinical Practice Branch II 
Division of Scientific Investigations 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22580 ORIG-1 VIVUS INC QNEXA (phentermine IR +

topiramate modified release)
CAPSULE; VI-0521

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

SUSAN LEIBENHAUT
06/29/2010

TEJASHRI S PUROHIT-SHETH
06/29/2010



From: Dharia, Pooja
To: Donna Kato; 
Subject: Qnexa information request 6/25/10
Date: Friday, June 25, 2010 10:00:30 AM

Good morning Donna,

Please see information request below for Qnexa:

Regarding the 1-year cohort:

1. Of the subjects with baseline history of depression or on anti-
depressants at baseline, what number and percentage had a 
depression TME by treatment group?

2. Of the subjects without a baseline history of depression or on anti-
depressants at baseline, what number and percentage had a 
depression TME by treatment group?

We would like to request a 1-week reponse timeline for these questions.

Thanks,
Pooja

Pooja Dharia, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov
(301) 796-5332
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substance that were used to manufacture the registration stability drug 
product batches used in the drug product stability studies.

Thanks,
Pooja

Pooja Dharia, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov
(301) 796-5332
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

          PREMATURE STUDY REQUEST
NDA 022580

Vivus, Inc. 
Attention: Peter Tam, MBA 
President 
1172 Castro Street 
Mountain View, CA 94040 

Dear Mr. Tam: 

Please refer to your new drug application (NDA) dated and received December 28, 2009, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for Qnexa 
(phentermine and topiramate) Capsules 

This submission included a request that FDA issue a Written Request under Section 505A of the 
Food, Drug, and Cosmetic Act. 

We have reviewed your proposed pediatric study request and are unable to issue a Written 
Request at this time. The Qnexa new drug application is still under review and a determination of 
safe use of Qnexa in adults should be made prior to issuing a Written Request for pediatric 
studies.

Therefore, we recommend that you resubmit your proposed pediatric study request following 
approval of Qnexa for use in adults. 

Clearly mark your submission, “PROPOSED PEDIATRIC STUDY REQUEST” in large font, 
bolded type at the beginning of the cover letter of the submission.  

We look forward to working with you on this matter in order to develop additional pediatric 
information that may produce health benefits to the pediatric population. 

If you have any questions, please call Pooja Dharia, Pharm.D., Regulatory Project Manager, at 
301-796-5332.

Sincerely, 

{See appended electronic signature page}

Eric Colman, M.D. 
Deputy Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22580 GI-1 VIVUS INC QNEXA (phentermine IR +

topiramate modified release)
CAPSULE; VI-0521

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

ERIC C COLMAN
06/08/2010





Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22580 ORIG-1 VIVUS INC QNEXA (phentermine IR +

topiramate modified release)
CAPSULE; VI-0521

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

PATRICIA J MADARA
05/28/2010



From: Dharia, Pooja
To: "Donna Kato"; 
Subject: Qnexa information request 5/7/10
Date: Friday, May 07, 2010 9:49:50 AM

Hi Donna,

NDA 022580
Vivus/Qnexa

As mentioned during our t-con yesterday, here's a summary of the information 
we requested:

1. For the two cohorts 6-month and 1-year tables of low serum 
bicarbonate on drug (with 7 day window):

a.      For serum bicarbonate <21 mEq/L and serum bicarbonate <17 mEq/L, 
Decrease from baseline in serum bicarbonate >5 mEq/L, please provide:

Any visit post randomization
At final visit (defined as last visit on drug)
During titration phase
During maintenance phase
Persistence (2 consecutive or final visit)

b.      For serum bicarbonate <21 mEq/L and <17 mEq/L, 
please subdivide by subjects taking or not taking 
metformin within 30 days of first abnormal bicarbonate 
value.

c.      Please submit a Kaplan Meier curve of time to first 
occurrence of bicarbonate <21 mEq/L and time to first 
occurrence of persistence <21 mEq/L.

d.      Pleas submit median time to onset of serum 
bicarbonate <21 mEq/L.

2.      For the RBANS data submitted in OB-202 and OB-301, please 
submit the number and frequency of subjects divided by treatment 



group with index scores (immediate memory, visuospatial/
cosntructional, language, attention, delayed memory, and total 
scale) that decreased by 1.5 standard deviations.

3.      Would you also be able to tell me when you plan on submitting 
the ECG datasets requested on April 16, 2010?

Thanks,
Pooja

Pooja Dharia, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov
(301) 796-5332
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From: Dharia, Pooja
To: "Donna Kato"; 
Subject: NDA 22580 Qnexa Information Request 4/29/10
Date: Thursday, April 29, 2010 2:09:57 PM

INFORMATION REQUEST

NDA 22580 

Dear Donna: 

Please refer to your New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Qnexa (phentermine 
and topiramate) Controlled Release Capsules.

Please see below for an information request:

Please submit the complete NONMEM data files that were used to explore the 
covariate relationships for BMI, sex, ethnicity, race, renal function, age, 
concomittant drug administrations, and disease status for phentermine alone, 
topiramate alone, and both in combination. We are looking for a file that includes 
the NONMEM pharmacokinetic information and all the tested covariates in the 
relevant NONMEM format.

Please submit all documents officially to your NDA. 

If you have any questions regarding the additional information requests, you 
can submit them via email and we will respond. Please confirm receipt of 
this email.

Sincerely,
Pooja

Pooja Dharia, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov
(301) 796-5332 
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From: Dharia, Pooja
To: "Donna Kato"; 
Subject: Information request 4/22/10
Date: Thursday, April 22, 2010 10:30:05 AM
Attachments: Information request 4 22 10.pdf

INFORMATION REQUEST 

NDA 22580 

Dear Donna: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for Qnexa (phentermine and 
topiramate) Controlled Release Capsules.

I have attached a PDF document which includes an additional information request. 

Please submit all documents officially to your NDA. 

If you have any questions regarding the additional information requests, you can 
submit them via email and we will respond. Please confirm receipt of this email.

Sincerely,
Pooja

Pooja Dharia, Pharm.D. 
Regulatory Project Manager 
Division of Metabolism and Endocrinology Products 
Center for Drug Evaluation and Research 
pooja.dharia@fda.hhs.gov
(301) 796-5332



NDA 022580 
Vivus/Qnexa/Information Request 
April 22, 2010 

1. Please provide a subject profile of Subject 127-019 in Study OB-303.

2. For Subject OB-303 167-162, please provide the verbatim reason for discontinuation due to 
investigator discretion. 

3. Please clarify the reason you define 3 months as 76 days and 6 months as 167 days, 9 months as 
259 days, and 12 months as 350 days in the Extent of Exposure tables in the ISS. 

4. Please give the location or provide the baseline and double-blind treatment phase numbers and 
frequencies of subjects in the ISS 6-MONTH and 1-YEAR cohorts across all treatment groups 
with regard to the following: 

Concomitant medications: in particular, cardiovascular/diabetic and psychiatric 
medications (antidepressants, antianxiolytics, antipsychotics). Please see below for 
examples. 

Medical conditions:  in particular, hyperlipidemia, cardiovascular disease, 
hypertension, anxiety, depression, sleep disorders, and obstructive sleep apnea. 

Framingham risk scores 

Diabetic medications: Any  
Metformin only  
Sulfonylurea only 
Metformin + sulfonylurea 
Other antidiabetic  

Cardiovascular medications: Any 
Antiplatelets (excluding aspirin) 
Aspirin
ACE inhibitors  
Beta-blockers  
Nitrates  
Calcium channel blockers 
Thiazide diuretics  
Loop diuretics  
Fibrates  
ARBS  

Alpha blocker  
Potassium-sparing diuretic  
Cardiac glycosides  
Statin

Psychiatric medications:  Any 

Antidepressants: Any 
SSRI
Tricyclics 
Others (Bupropion) 

Anxiolytics:  Any 

Antimanic: Any 

Antipsychotic: Any

5. For each subject in the ISS cohorts that reported a Depression Subclass TME, please 
provide by treatment group the verbatim term qualifying as a Depression subclass TME 
and the corresponding PHQ-9 and C-SSRS responses obtained when the subject reported 
the TME.
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From: Chiang, Raymond
To: "McKay@vivus.com"
Cc: Zerislassie, Ermias; Dharia, Pooja
Subject: RE: whereabouts
Date: Friday, April 20, 2012 8:59:23 AM

Hi Malcolm,
Regarding your question below, see response from DMEPA/OSE.
thanks,
ray

Considering that the capsules are differentiated from one another by color and imprint of the strength
as stated in the Package Insert Labeling, your proposal is acceptable. However, you need to plan an
outreach to vendors, distributors, etc. to notify them of the change in the capsule appearance prior to
your distribution of the batches with the proprietary name instead of "Vivus" on the capsule.
Additionally, we recommend the addition of the statement on the container and carton labeling for a
period of no longer than 6 months stating "New capsule appearance".

________________________________
From: Malcolm McKay [mailto:McKay@vivus.com]
Sent: Tuesday, April 17, 2012 4:01 PM
To: Dharia, Pooja
Cc: Chiang, Raymond; Karen Benson
Subject: RE: whereabouts

Dear Pooja:

As a result of the trade name change for our drug product we have to discard our supply of capsules
imprinted with “QNEXA”.

VIVUS needs to order new capsules with which to produce launch materials and wanted to know if it
was acceptable to FDA to place the word “VIVUS” on the capsule until such time as we obtain approval
for a new trade name.

Assuming we are successful with a new trade name around the time of PDUFA, capsules with “VIVUS”
would be on the market through December 2012, after which time they would be replaced with new
batches of drug product with the new trade name on the capsule.

Thank you.

Sincerely,

Malcolm

From: Dharia, Pooja [mailto:Pooja.Dharia@fda.hhs.gov]
Sent: Tuesday, April 17, 2012 12:19 PM
To: Malcolm McKay
Cc: Chiang, Raymond
Subject: whereabouts

Hi Malcolm,

I will be out of the office starting Thursday 4/19 until next Monday 4/23. I will be back on Tuesday April
24th. Ray Chiang (cc'ed on this e-mail) will be covering for me and will be sending you the PI, if it is
ready to go at the end of the week.

Reference ID: 3119618



I also wanted to note that the last time you sent us back the PI, you did not track all the changes which
makes it hard for us to know what you revised. Please make sure you use track changes for any edits
you make.

Thanks!
Pooja

Pooja Dharia, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov<mailto:pooja.dharia@fda.hhs.gov>
(301) 796-5332

Reference ID: 3119618
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From: Dharia, Pooja
To: "Donna Kato"; 
Subject: NDA 22580 Qnexa information request 04/07/10
Date: Wednesday, April 07, 2010 11:13:43 AM
Attachments: info request 4 7 10.pdf

INFORMATION REQUEST

NDA 22580

Dear Donna:

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for Qnexa (phentermine and 
topiramate) Controlled Release Capsules.

I have attached a PDF document which includes an additional information request. 

Please submit all documents officially to your NDA.

If you have any questions regarding the additional information requests, you can 
submit them via email and we will respond. Please confirm receipt of this email.

Sincerely,
Pooja

Pooja Dharia, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov
(301) 796-5332



NDA 022580 
Qnexa/Vivus/Information request 
April 7, 2010 

Please submit user manuals for the IWQOL-Lite and SF-36 instruments.  In order to 
evaluate these instruments, we require you to submit more detailed materials for each 
instrument to support proposed claims.  These materials include a conceptual framework 
of the instrument, content validity documentation, assessment of construct validity, 
reliability, and ability to detect change.
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NDA 022580 
Qnexa/Vivus/Information Request 
April 6, 2010 

1. Please provide a narrative regarding the following patients with the adverse events of 
hallucination or euphoria. 

OB 303-128-026 hallucination 

OB 303-248-130 visual and auditory hallucination 

OB 303-194-039 hallucination 

OB-303-145-040 euphoria 

OB-303-148-066 euphoric feeling 

OB 202-0545 euphoria 

2. Please provide the absolute and percent weight loss of subjects experiencing a biliary 
disorder, such as cholelithiasis, cholecystitis, and cholangitis, divided by treatment group. 

3. Please clarify if the data in Tables 1, 2, 9, and 10 include only subjects currently on drug.
If not, please revise Tables to include only subjects on drug or discontinued drug within 1 
week.  In addition, the information request sent on March 19, 2010 should also include 
subjects on drug. 

4. Please provide further description (number and frequency) of the “other” reason for any 
change to study medication, using the following terms:  

Other: not related to an adverse event and  
Other:  Related to an adverse event.   

Further describe the adverse event by a system organ class across all treatment 
groups for the 6 month and 1 year cohorts by number and frequency. 

Example: Other Reason for Any Change to Study medication  
   Drug Holiday 
   Drug Tolerability 
   Event not related to Drug 
   Other 
    Not related to AE   
    Related to AE      
     Ophtho SOC 
     GI SOC  
     Psychiatric SOC 

5. In the Pregnancy source documents, please provide the treatment assignments in Table 
1.0.



NDA 022580 
Qnexa/Vivus/Information Request 
April 6, 2010 

6. Please clarify the discrepancy between the number of spontaneous abortions in Table 1.0 
and miscarriages in Figure 1 of ISS.   
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 022580 INFORMATION REQUEST 

VIVUS, Inc. 
Attention: Peter Tam, M.B.A. 
President 
1172 Castro Street 
Mountain View, CA 94040 

Dear Mr. Tam: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Qnexa (phentermine and topiramate) Controlled Release 
Capsules.

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

We acknowledge receipt of your requests for a partial waiver and partial deferral of pediatric 
studies for this application.  However, one of the requirements of a deferral request is that you 
submit a timeline for the completion of pediatric studies.  Your submission does not contain an 
adequate timeline.  Within 30 days of the date of this letter, submit a timeline that includes the 
following dates (month, day, year): (1) protocol submission; (2) study completion; and (3) 
submission of study reports.  Once we have reviewed your requests, we will notify you if the 
partial waiver request or the partial deferral request is granted. 

If you have any questions, call Pooja Dharia, Pharm.D., Regulatory Project Manager, at  
(301) 796-5332. 

Sincerely, 

{See appended electronic signature page}

Mary Parks, M.D. 
Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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From: Dharia, Pooja
To: "donna@regprofessional.com";
cc: Madara, Patricia; 
Subject: NDA 22580 Qnexa clinical pharmacology information request 3/19/10
Date: Friday, March 19, 2010 11:48:49 AM
Attachments: Information request clin pharm 3 19 10.pdf

INFORMATION REQUEST

NDA 22580

Dear Donna:

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for Qnexa (phentermine and 
topiramate) Controlled Release Capsules.

I have attached a PDF document which includes an additional information request 
regarding clinical pharmacology review issues. 

Please submit all documents officially to your NDA.

If you have any questions regarding the additional info requests, you can submit 
them via email and we will respond. Please confirm receipt of this email.

Sincerely,

Pooja Dharia, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov
(301) 796-5332



NDA 022580 
Qnexa/Vivus/Information Request 
March 19, 2010 

Please provide the pulmonary arterial systolic pressures if obtained with the ECHOs in 
Study OB 201. We recommend you to do the following for potential clinical 
pharmacology review issues of NDA 22-580: 

Conduct an in vitro release experiment to demonstrate whether alcohol will affect 
QNEXA®’s delayed release mechanism of topiramate for efficacy concern. 

Justify the absence or difference of certain drug interactions information in the 
proposed QNEXA® label (Section 12) from those in the approved TOPAMAX®

label, such as the absence of the statement “Topiramate treatment can frequently 
cause metabolic acidosis, a condition for which the use of metformin is 
contraindicated.” and the difference of antiepileptic drugs interaction information. 

Justify the rationales for the confounded sequential design of the drug interactions 
study (OB-107) such as sensitivity to detect drug interactions via multiple doses, 
lack of washout period, potential confounding factors (drug metabolizing 
enzymes and transporters), and sequence of drug administration. 

Address the pharmacological activities of both phentermine and topiramate 
metabolites. 

Address the chiral inversion potential for topiramate via metabolism since it has 4 
chiral centers. 

1
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From: Dharia, Pooja
To: "donna@regprofessional.com";
cc: Madara, Patricia; 
Subject: NDA 22580 Qnexa information request 3/19/10
Date: Friday, March 19, 2010 9:14:25 AM
Attachments: Information request 3 19 10.pdf

INFORMATION REQUEST

NDA 22580

Dear Donna:

My name is Pooja Dharia and I will be the new project manager for this NDA.

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for Qnexa (phentermine and 
topiramate) Controlled Release Capsules.

I have attached a PDF document which includes an information request. 

Please submit all documents officially to your NDA.

If you have any questions regarding the additional info requests, you can submit 
them via email and we will respond. Please confirm receipt of this email.

Looking forward to working with you.

Sincerely,

Pooja Dharia, Pharm.D.
Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Center for Drug Evaluation and Research
pooja.dharia@fda.hhs.gov
(301) 796-5332



NDA 022580 
Qnexa/Vivus/Information Request 
March 19, 2010 

For all trials included in the ISS, please provide the location or submit to the NDA the 
following for placebo and all specific treatments (including a column for “any QNEXA 
treatment”) of study medication in tabular format.  If you would like to submit the 
proposed shells for feedback prior to conducting analyses for the following summary 
tables, we would be happy to review your proposed shells and provide feedback. 

For all summary tabular analyses, please show all treatments (including any 
QNEXA treatment by combining results of different dose combination products) on 
the same page in landscape format to facilitate easy comparison of all treatments.

1. Number and incidence of subnormal serum potassium values (i.e., less than 3.5 
mmol/L) at any time during the placebo-controlled study phase (including 
scheduled and unscheduled visits), at final visit, during titration phase, during 
maintenance phase, and for “persistence” i.e., < 3.5 for 2 consecutive visits or at 
final visit), across all treatments for OB 301, OB 302, OB 303, OB 202, and DM 
230.

2. Number and incidence of markedly low serum potassium values (i.e., < 3.0 
mEq/L and > 5 mEq/L decrease from pretreatment) at any time during the 
placebo-controlled study (including scheduled and unscheduled visits), at final 
visit, during titration phase, during maintenance phase, and for “persistence” (i.e., 
< 21 for 2 consecutive visits or at final visit), across all treatments for OB 301, 
OB 302, OB 303, OB 202, and DM 230.

3. Of subjects with subnormal serum potassium values (<3.5 mmol/L) how many 
were on a concomitant non-potassium sparing diuretic? 

4. Number and incidence creatinine >100% from baseline at any time during the 
placebo-controlled study phase (including scheduled and unscheduled visits), at 
final visit, during titration phase, during maintenance phase, and for “persistence” 
i.e., creatinine >100% for 2 consecutive visits or at final visit), across all 
treatments for OB 301, OB 302, OB 303, OB 202, and DM 230.  

5. Number and incidence of subnormal glucose values (i.e., less than 50 mg/dL) at 
any time during the placebo-controlled study phase (including scheduled and 
unscheduled visits), at final visit, during titration phase, during maintenance phase 
across all treatments for OB 301, OB 302, OB 303, OB 202, and DM 230.  Please 
provide the mean weight loss of this group compared to subjects without 
hypoglycemia.

6. Provide the number and percentages of subjects requiring downward adjustments 
in hypoglycemic medication, anti-hypertensive medications across all treatment 
groups.

1



NDA 022580 
Qnexa/Vivus/Information Request 
March 19, 2010 

2

7. Provide the number and percentages of subjects started on psychiatric medications 
(Antidepressants:  SSRI, Tricyclics, Others such asVenlafaxine, Bupropion; 
Antianxiolytics: such as Lorazepam, Alprazolam, etc; Antimanic, and 
Antipsychotics) across all treatment groups. 

8. Provide the number and incidence of subjects started on potassium supplements 
across all treatment groups. 

9. Provide the number and incidence of subjects started on anti-insomnia 
medications including over-the-counter sleep aids across all treatment groups. 

10. For the analysis in the ISS of the PHQ-9, do the scores reflect inclusion of 
Question 5? 

11. Please provide the pulmonary arterial systolic pressures if obtained with the 
ECHOs in Study OB 201.
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service

Food and Drug Administration 
Silver Spring, MD  20993

IND 068651 
NDA 022580 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

Vivus, Inc. 
1172 Castro Street 
Mountain View, California 94040 

Attention:  Peter Tam, MBA 
  President 

Dear Mr. Tam: 

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for Phentermine and Topiramate Controlled-release 
Capsules, 3.75 mg/23 mg, 7.5 mg/46 mg, 11.25 mg/69 mg, 15 mg/92 mg. 

We also refer to your September 29, 2009, correspondence, received September 30, 2009,
requesting review of your proposed proprietary name, Qnexa, and to your January 15, 2010, 
General Correspondence Amendment to NDA 022580, and received January 18, 2010. We have 
completed our review of the proposed proprietary name, Qnexa and have concluded that it is 
acceptable.  

The proposed proprietary name, Qnexa, will be re-reviewed 90 days prior to the approval of the 
NDA. If we find the name unacceptable following the re-review, we will notify you.  

If any of the proposed product characteristics are altered prior to approval of the marketing 
application, the proprietary name should be resubmitted for review. 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Margarita Tossa, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4053.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager 
Patricia Madara at (301) 796-1249. 

Sincerely, 

{See appended electronic signature page}

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 22580 FILING COMMUNICATION 

Vivus, Inc.  
Attention: Peter Tam, M.B.A. 
President 
1172 Castro Street 
Mountain View, CA  94040 

Dear Mr. Tam: 

Please refer to your new drug application (NDA) dated and received December 28, 2009, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for Qnexa 
(phentermine and topiramate) Capsules, 3.75mg/23mg, 7.5mg/46mg, 11.25mg/69mg, and 
15mg/92mg. 

We also refer to your submissions dated January 18, 2010 (2) and February 5, 2010. 

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is  
October 28, 2010. 

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by September 30, 2010. 

During our filing review of your application, we identified potential review issues and have the 
following requests for additional information: 
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If you have any questions, call Pooja Dharia, Regulatory Project Manager, at 301-796-5332. 

Sincerely, 

{See appended electronic signature page}

Eric Colman, M.D.  
Deputy Director 
Division of Metabolism and Endocrinology Products 
Office of Drug Evaluation II 

      Center for Drug Evaluation and Research 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22580 ORIG-1 VIVUS INC QNEXA (phentermine IR +

topiramate modified release)
CAPSULE; VI-0521

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

ERIC C COLMAN
02/26/2010









NDA 22580 
Page 1 

For the safety update:

Please update the number of patients exposed to drug across all doses, the duration of 
drug exposure, demographics, discontinuations with reasons, and concomitant 
medications. 

The safety update should include discussions of TMEs and integrate the new information 
with what was presented in the NDA and what is requested below. 

Narratives and CRFs, PHQ-9, C-SSRS are acceptable as proposed. 

All deaths, SAEs, and pregnancies should be listed.  All source documents related to 
pregnancies should be submitted. 

A frequency table for SAEs, dropouts due to AEs, and TMEs should be submitted 
divided by whole study, titration phase, and maintenance phase. 

Additional Requests:

For all trials included in the ISS, please provide the location or submit to the NDA the 
following for placebo and all specific treatments (including a column for “any QNEXA 
treatment”) of study medication in tabular format.  If you would like to submit the 
proposed shells for feedback prior to conducting analyses for the following summary 
tables, we would be happy to review your proposed shells and provide feedback. 

For all summary tabular analyses, please show all treatments (including any 
QNEXA treatment by combining results of different dose combination products) on 
the same page in landscape format to facilitate easy comparison of all treatments.

Please submit the outlier criteria for laboratory values and vital signs as soon as 
possible, so that follow-up requests may be made.

1. Number and incidence of subnormal serum bicarbonate values (i.e., less than 21 
mEq/L) at any time during the placebo-controlled study phase (including 
scheduled and unscheduled visits), at final visit, during titration phase, during 
maintenance phase, and for “persistence” i.e., < 21 for 2 consecutive visits or at 
final visit), across all treatments for OB 301, OB 302, OB 303, OB 202, and DM 
230.

2. Number and incidence of markedly low serum bicarbonate values (i.e., < 17 
mEq/L and > 5 mEq/L decrease from pretreatment) at any time during the 
placebo-controlled study (including scheduled and unscheduled visits), at final 
visit, during titration phase, during maintenance phase, and for “persistence” (i.e., 
< 21 for 2 consecutive visits or at final visit), across all treatments for OB 301, 
OB 302, OB 303, OB 202, and DM 230.
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3. Of subjects with persistence (patients with 2 consecutive bicarbonate levels <21 
or at final visit) of low serum bicarbonate, please provide in tabular form the 
number and frequency of adverse events by SOC and preferred term for these 
individuals, please subdivide this category into subjects taking concomitant 
metformin and those who were not taking metformin within the previous 30 days. 

4. Please provide information on how BP and heart rate were collected in all the 
Phase 3 trials and Phase 2 trials and if there were specific procedures for 
collecting these vital signs in each study.  Were they in supine or sitting position?  

5. Please provide the outlier criteria used for all labs and vital signs 

6. Please provide corrected QT interval data by using the Bazett’s and Fridericia’s 
formulas.  In addition, please provide the number and frequency of subjects with a 
corrected QT >500 msec, corrected QT >30 msec from baseline, corrected QT 
>60 msec from baseline across all treatments and divide into titration phase, 
maintenance phase, and final visit.  

7. Please provide targeted medical event frequency according to different ranges of 
number of AEs per subject basis across all treatments (including all combined 
QNEXA doses):  1 event/subject, 2-5 events/subjects, 6-10 events/subject, >10 
events/subject 

8. Please provide mean change, placebo-subtracted mean change, mean percent 
change from baseline in heart rate in whole double-blind treatment phase, titration 
phase, and maintenance phase across all treatment groups.  

9. Provide all source documents related to the pregnancies, including newborn 
physical exams, any genetic reports from early terminated pregnancies, which 
occurred during the clinical development of Qnexa.   

10. For the targeted medical events (TMEs) please provide tabular summaries 
showing the incidence of TMEs at any time during the whole study, during the 
titration phase, during the maintenance phase and persisting from the titration 
phase into the maintenance phase (i.e., onset during titration phase and persistence 
into maintenance phase for > 7 days) 

11. Please provide the incidence of Hy’s laws cases across all treatments for all 
placebo-controlled trials included in the ISS.  Refer to the agency’s guidance on 
Drug induced liver injury:  premarketing clinical evaluation.

12. Please provide the mean absolute change from baseline, mean percent change, 
mean placebo-subtracted change, and mean placebo-subtracted percent change in 
bone mineral density at the lumbar spine, total hip, and femoral neck at the 1 year 
visit from the DEXA substudy.   
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a. Please provide 2 separate analyses of the subgroups of patients with 
DEXA scans who experienced : 1) the adverse event of metabolic acidosis 
by preferred term; and 2) serum bicarbonate < 21 mEq/L and the 
differences (described above) in bone mineral density from placebo group 
and treated subjects who did not develop metabolic acidosis. 

13. Provide the number and frequency of subjects that experienced dosage reduction, 
failure to up-titrate, or interruption of drug treatment  

14. Please add the target medical event of oligohydrosis and hyperthermia:  The 
preferred terms include decreased sweating, fever, hot flushes, dehydration, 
abscess, sweating increased, skin disorder, and flushing 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 22580 NDA ACKNOWLEDGMENT

Vivus, Inc.  
Attention: Peter Tam, M.B.A. 
President 
1172 Castro Street 
Mountain View, CA  94040 

Dear Mr. Tam: 

We have received your new drug application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 

Name of Drug Product: Qnexa (phentermine and topiramate) Controlled Release Capsules 

Date of Application: December 28, 2009 

Date of Receipt: December 28, 2009 

Our Reference Number:  NDA 22580 

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on February 26, 2010, in 
accordance with 21 CFR 314.101(a). 

If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3). The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 

The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Metabolism and Endocrinology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/DrugMasterFil
esDMFs/ucm073080.htm

If you have any questions, call me at (301) 796-1249. 

Sincerely, 

{See appended electronic signature page}

Pat Madara  
Regulatory Project Manager 
Division of Metabolism and Endocrinology 
Products
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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