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EXCLUSIVITY SUMMARY 

NDA # 206843 SUPPL # 001 & 003 HFD # 530

Trade Name   DAKLNZA

Generic Name   daclatasvir

Applicant Name   Bristol-Myers Squibb Company    

Approval Date, If Known   02/05/2016 

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)(1) SE5

b)  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:             
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c)  Did the applicant request exclusivity?
 YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

d) 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).
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NDA#           

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#           

NDA#           

NDA#           

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 
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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 

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? 
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 YES NO 

     If yes, explain:                                         

                                                             

(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:

ALLY-1: study of DCV/SOF/RBV for 12 weeks in genotype 1 or 3,  HCV 
infected subjects with recurrence of HCV after liver transplantation

                    
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 

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

     

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 effectiveness of a previously approved drug product?

Investigation #1 YES NO 
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

     

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"):

ALLY-1: study of DCV/SOF/RBV for 12 weeks in HCV infected subjects

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 # 79,599 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: 
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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:  

     

=================================================================
                                                      
Name of person completing form:  Sohail Mosaddegh                    
Title:  Regulatory Project Manager
Date:  02/04/2016

                                                      
Name of Office/Division Director signing form:  Debra Birnkrant
Title:  Division Director

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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DEBRA B BIRNKRANT
02/05/2016
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Electronic Mail Correspondence – Information Request/Advice  
 
  Department of Health and Human Services 
  Public Health Service 
  Division of Antiviral Products 
         
 

 
 
DATE:   January 28, 2016 
 
TO:   Marianne Frost 

Director Global Regulatory, Safety & Biometrics 
  Bristol- Myers Squibb  
   
SPONSOR:   Bristol- Myers Squibb  
    
SUBJECT: Labeling for sNDA 206843/S-001, S-002, S-003 
 
Please see attached labeling comments/edits and submit revised labeling by 02/02/2016. 
 
Please contact me at 301-796-4876 or 301-796-1500 if you have any questions regarding the 
contents of this transmission. 

           
       Sohail Mosaddegh, PharmD 
       Regulatory Project Manager 

      Division of Antiviral Products 
      Center for Drug Evaluation and Research 
      Food and Drug Administration   

 
 

 
 

Reference ID: 3879144

35 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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From: Mosaddegh, Sohail
To: marianne.frost@bms.com
Subject: DCV IR
Date: Friday, January 08, 2016 3:02:00 PM

Hello:
please provide by Monday a table of all available SVR12 data from a 12 week duration of
DCV/SOF/RBV in HCV GT1 subjects with Child Pugh C decompensated cirrhosis from
clinical trial or early access programs.   The 12 week window may include treatments
between 11 and 13 weeks in duration. 
Take care
Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/Division of Antiviral Products 
10903 New Hampshire Ave., Bldg. 22, Room 6223 
Silver Spring, MD 20993-0002 
Phone: (301) 796-4876 
Fax: (301) 796-9883 
Email: Sohail.Mosaddegh@FDA.HHS.GOV
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Electronic Mail Correspondence – Information Request/Advice  
 
  Department of Health and Human Services 
  Public Health Service 
  Division of Antiviral Products 
         
 

 
 
DATE:   December 23, 2015 
 
TO:   Marianne Frost 

Director Global Regulatory, Safety & Biometrics 
  Bristol- Myers Squibb  
   
SPONSOR:   Bristol- Myers Squibb  
    
SUBJECT: Labeling for sNDA 206843/S-001, S-002, S-003 
 
Please see attached labeling comments/edits and submit revised labeling by 01/08/2016. 
 
Please contact me at 301-796-4876 or 301-796-1500 if you have any questions regarding the 
contents of this transmission. 

           
       Sohail Mosaddegh, PharmD 
       Regulatory Project Manager 

      Division of Antiviral Products 
      Center for Drug Evaluation and Research 
      Food and Drug Administration   
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From: Mosaddegh, Sohail
To: marianne.frost@bms.com
Subject: DCV sNDA 20684/s01 s/02 s/03 IR
Date: Thursday, December 17, 2015 2:35:00 PM

Hello:
Please provide by Monday 12/21/2015 a table of the available SVR12 data from the ATU or other
trial sources for GT3 cirrhotic subjects that received 12 weeks (or up to 13 weeks in total) of
DCV/SOF/RBV.  In the table please provide the SVR12 rate for the total overall of GT3 subjects with
and without cirrhosis, including compensated and decompensated cirrhosis.
Thank you
 
Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/Division of Antiviral Products 
10903 New Hampshire Ave., Bldg. 22, Room 6223 
Silver Spring, MD 20993-0002 
Phone: (301) 796-4876 
Fax: (301) 796-9883 
Email: Sohail.Mosaddegh@FDA.HHS.GOV
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From: Mosaddegh, Sohail
To: marianne.frost@bms.com
Subject: NDA 206483/s01 s/02 s/03 IR
Date: Wednesday, December 16, 2015 2:18:00 PM

 
Please provide the following information from ALLY-1 by Friday 12/18/2015:
 
Provide by all study subjects and by genotype 1 subjects only:

·        The mean and median RBV dose by Child Pugh Category and by baseline MELD score of < 15
and >=15

·        Median time to RBV dose reduction and median time to RBV discontinuation by Child Pugh
Category (A, B and C) and by pooled Child Pugh A and B only
 

Provide for Genotype 1 pooled by Child Pugh A and B only (consistent with labeling):
·        The overall mean and median RBV dose for all subjects (GT1 Child Pugh A/B) and by baseline

MELD score of < 15 and >=15 (GT1 Child Pugh A/B)
·        Median time to RBV dose reduction and Median time to RBV discontinuation for all subjects

(GT1 Child Pugh A/B) and  by baseline MELD score of <15 and >= 15 (GT1 Child Pugh A/B)
Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/Division of Antiviral Products 
10903 New Hampshire Ave., Bldg. 22, Room 6223 
Silver Spring, MD 20993-0002 
Phone: (301) 796-4876 
Fax: (301) 796-9883 
Email: Sohail.Mosaddegh@FDA.HHS.GOV
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From: Mosaddegh, Sohail
To: marianne.frost@bms.com
Subject: NDA 206843 s/01, s/02. s/03 comment in advance of telecon
Date: Monday, December 07, 2015 4:02:00 PM

 
We appreciate your responses in advance of our teleconference on December 8, 2015. With respect
to screening for NS5A polymorphisms, the label will likely state testing HCV genotype 1a subjects
with cirrhosis for the presence of virus with NS5A resistance-associated polymorphisms should be
considered prior to initiation of treatment. According to labeling guidance and practices, this
statement will be included as section 2.1: Testing Prior to Initiation.  We are open to proposals to
include the prevalence data and baseline NS5A polymorphisms and outcome data in section 12. Your
proposal to only include screening for specific NS5A polymorphisms will be discussed further in
detail during the teleconference. We look forward to a productive discussion tomorrow.
 
Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/Division of Antiviral Products 
10903 New Hampshire Ave., Bldg. 22, Room 6223 
Silver Spring, MD 20993-0002 
Phone: (301) 796-4876 
Fax: (301) 796-9883 
Email: Sohail.Mosaddegh@FDA.HHS.GOV
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Electronic Mail Correspondence – Information Request/Advice 

Department of Health and Human Services
Public Health Service
Division of Antiviral Products

DATE:  December 1, 2015

TO: Marianne Frost
Director Global Regulatory, Safety & Biometrics
Bristol- Myers Squibb 

SPONSOR:  Bristol- Myers Squibb 
 

SUBJECT: Comments for sNDA 206843/S-001, S-002, S-003

“Mid-Cycle” Communication Backgrounder for DAKLINZA (DCV) sNDA 001-003

We are providing these comments to you before we complete our review of the entire 
application to give you preliminary notice of issues that we have identified.  These 
comments do not reflect a final decision on the information reviewed and should not be 
construed to do so.  These comments are preliminary and subject to change as we finalize our 
review of your application. In addition, we may identify other information that must be 
provided before we can approve this application.  If you respond to these issues during this 
review cycle, depending on the timing of your response, we may or may not be able to 
consider your response before we take an action on your application during this review cycle. 
BRIEF MEMORANDUM OF SUBSTANTIVE REVIEW ISSUES IDENTIFIED TO 
DATE
1. Substantive Review Issues

Limited number of genotype 1 subjects with CPT-C cirrhosis and genotype 3 subjects 
with CPT-B and C:

We appreciate the ALLY-1 trial was conducted in decompensated patients, a population 
currently in need of treatment options. The limited sample size of HCV genotype 1 CPT-
A (11), CPT-B (n=24) and CPT-C (n=10) cirrhosis subjects in ALLY-1 presents 
challenges in the ability to grant labeling for all subpopulations. We conducted several 
analyses which pooled data from ALLY-1: CPT A and B cirrhotic cohort, ALLY-1: post-
transplant F4 subgroup, and ALLY-2: compensated cirrhotic subgroup and conclude that 
the overall SVR12 rate was 92% (67/73), thus supporting dosing and administration for 
genotype 1 compensated cirrhotics (F4 and CPT-A) and CPT-B subjects. However, the 
limited sample size of GT1 CPT-C subjects from ALLY-1 and modest efficacy results 
[SVR12 50% (5/10)] are not sufficient to recommend a treatment regimen in labeling for 
these patients. 
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treatment outcome.  Given that this position appears to be a critical DCV resistance-
associated position in GT1a, we believe it should be included in the screening algorithm 
along with positions 28, 31 and 93.  

There were resistance consequences of failure among subjects who had NS5A 
polymorphisms and experienced virologic failure in the ALLY-1 and ALLY-2 trials.  
Two of the four virologic failure subjects with baseline NS5A resistance-associated 
polymorphisms had additional treatment-emergent, resistance-associated substitutions in 
NS5A at the time of virologic failure, raising concerns that these subjects may not 
respond optimally to re-treatment with another NS5A inhibitor-containing regimen.  
Also, three of the four subjects had a treatment-emergent NS5B substitution possibly 
associated with sofosbuvir drug exposure (L159F, E237G or Q355H).  The precise 
clinical impact of these NS5B substitutions is unclear, but this observation raises 
concerns that these subjects may have a viral population that also is not optimally 
sensitive to sofosbuvir.

We recognize this decision to recommend NS5A resistance screening for HCV GT1a 
patients with cirrhosis is based on an observation from a relatively small number of 
subjects.  However, this observation is not entirely unexpected, as data from multiple 
other trials have demonstrated a clear impact of NS5A polymorphisms on treatment 
efficacy in the context of other DCV-containing regimens or HCV genotypes/subtypes.  
Ultimately, the Division believes that the strong signal of an impact of NS5A 
polymorphisms on treatment efficacy in this subgroup, as well as the limited 
DCV+SOF±RBV efficacy data for cirrhotic HCV GT1 infected patients in general, 
justifies this screening to reduce the risk and consequences of virologic failure.  

Please be aware that if BMS does not accept this labeling approach the Division will need 
to reconsider whether the data from ALLY-1 and ALLY-2 are sufficient to support an 
indication for HCV GT1 infected patients with cirrhosis in general.  The HCV treatment 
paradigm, even for patients with cirrhosis, is moving towards regimens with very high 
efficacy, yet insufficient data are available to identify a reasonably efficacious 
DCV+SOF-based regimen (e.g., with or without RBV, 12 weeks or longer) for cirrhotic 
patients with HCV GT1a and NS5A resistance-associated polymorphisms.  At least two 
assays are now commercially available to detect and report NS5A resistance-associated 
polymorphisms in HCV GT1a.  Finally, describing the information in Section 2-Dosage 
and Administration, rather than as a limitation of use in Section 1, may potentially allow 
for use of a DCV-containing regimen in HCV GT1a infected patients under certain 
circumstances or when alternative treatment options are not available.

Of note, discussions on the final presentation of the results from ALLY-1 and ALLY-2 in 
sections 12 and 14 are ongoing and additional labeling revisions are forthcoming.

2. Major Safety Concerns 

 No major safety concerns identified at this time. Discussion regarding final presentation 
of safety data from ALLY-1 and ALLY-2 is ongoing. 

Please contact me at 301-796-4876 or 301-796-1500 if you have any questions regarding the 
contents of this transmission.
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Sohail Mosaddegh, PharmD
Regulatory Project Manager
Division of Antiviral Products
Center for Drug Evaluation and Research
Food and Drug Administration  
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Electronic Mail Correspondence – Information Request/Advice 

Department of Health and Human Services
Public Health Service
Division of Antiviral Products

DATE:  November 22, 2015

TO: Marianne Frost
Director Global Regulatory, Safety & Biometrics
Bristol- Myers Squibb 

SPONSOR:  Bristol- Myers Squibb 
 

SUBJECT: Clinical Pharmacology comments for sNDA 206843/S-001, S-002, S-003

1) For the AI444064 trial, the data analysis included a “completer” and an “evaluable 
population”.   The completer population is proposed for inclusion in the daclatasvir USPI.  
Please clarify whether the main difference between the two populations was that only the 
completer population statistical analysis was conducted using paired comparisons for 
individual subjects.

2) For the AI444043 trial, please provide information on the following issues:
a. Please clarify why it was necessary to dilute lopinavir unknown samples reported as BLQ 

for the incurred sample reanalysis (ISR)?
b. For the lopinavir ISR results, numerous samples were reported as below the limit of 

quantification (BLQ).  Similarly, for the darunavir ISR results, there were a few samples 
that were reported as below the limit of quantification (BLQ).   Please provide additional 
information explaining the BLQ values since the enrolled subjects should have been 
receiving a stable HIV treatment regimen and the treatment regimens were not blinded.

c. For the following runs that were accepted, certain samples were listed as “deactivated”.  
Please provide further information as to why these samples were deactivated.
-9AGOF (darunavir): AGOF 283-288, 290, 299
-14AGOF (darunavir): AGOF 480, 487, 538- 539, 636-638, 672, 680-681, 694-698,
706-709
-2AGOF2 (lopinavir): AGOF 283-288, 290, 299
-4AGOF2 (lopinavir): AGOF 24, 76, 84-86,105-108, 160-161, 165, 203, 233-235,
241, 262, 280-282, 289, 291-298, 311, 362, 365-376, 378-385, 406-407, 409
-5AGOF2 (lopinavir): AGOF 76, 203, 241, 262, 362, 409
-12AGOF2 (lopinavir): AGOF 477, 480, 483,487-492
-14AGOF2 (lopinavir): AGOF 478-479, 481-482, 484, 487, 493

3) In the AI444093 trial, for run 6, both of the 4 ng/mL standards were excluded.   Please clarify 
whether excluding the 4 ng/mL standards resulted in any changes in the concentration-
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response model that was used for calibration curve fitting for run 6 from the one that was 
established during method validation (linear, 1/x2) that could potentially affect the reported 
concentrations.

Please contact me at 301-796-4876 or 301-796-1500 if you have any questions regarding the 
contents of this transmission.

Sohail Mosaddegh, PharmD
Regulatory Project Manager
Division of Antiviral Products
Center for Drug Evaluation and Research
Food and Drug Administration  
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From: Mosaddegh, Sohail
To: "Frost, Marianne"
Subject: RE: DCV, 206843 IR
Date: Friday, October 30, 2015 3:25:00 PM

Hello:

In light of the Ally-1 trial data currently under review in the pretransplant decompensated
and posttransplant populations with chronic hepatitis C infection, and the October 22, 2015
FDA Drug Safety Communication and regulatory actions based on postmarketing cases of
serious liver injury reported with the use of two other hepatitis C direct-acting antivirals
Viekira Pak and Technivie, we request a cumulative postmarketing hepatic safety assessment
for daclatasvir and sofosbuvir-containing treatment regimens.
We acknowledge your recent hepatic safety reviews included in the daclatasvir NDA 206843
The requested cumulative assessment should include all cases (solicited and unsolicited) of
worsening of hepatic decompensation, new onset decompensation, hepatic failure, transplant
or death through October 15, 2015. Please summarize the data by categories of baseline liver
status (a) patients with baseline decompensated liver disease or history of prior
decompensation, (b) patients with baseline compensated liver disease and (c) patients where
baseline liver status is unknown.
We acknowledge the limitations of the postmarketing data. However, you should attempt to
provide the sufficient information to allow for a causality assessment. Please include the
following in your response of hepatic decompensation/hepatic failure cases including fatal
cases and cases leading to liver transplantation, and include summary tables, graphs or
figures where appropriate:

·       Time to onset
·       Total bilirubin, direct bilirubin, AST, ALT, Serum creatinine, INR, albumin values at

baseline, changes on treatment and posttreatment values
·       Baseline CPT and MELD scores with change in scores on treatment and posttreatment

displayed as summary shift tables
·       If patient was listed for liver transplantation at the time of treatment initiation
·       Any other pertinent information such as concomitant medications, comorbid

conditions, diagnostic imaging studies, procedures
 
In addition, please provide narrative summaries for the cases.  MedWatch reports may be
acceptable if the appropriate information is included. For these cases please include baseline
CPT and MELD scores with change in scores on treatment and posttreatment along with
available liver biopsy data.
As an appendix please provide a table for all cases reported through October 15, 2015, and all
narratives. We acknowledge you have submitted many of these narratives in other
submissions, but for our comprehensive assessment the inclusion of all narratives in one
submission will aid in our review.
Finally, please provide a benefit-risk assessment of hepatic safety with
daclatasvir/sofosbuvir-containing treatment and your assessment regarding labeling.
 
Please submit a response to the above by 11/20/15.
Thank you
 
Sohail Mosaddegh, Pharm.D.
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Lieutenant Commander, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/Division of Antiviral Products 
10903 New Hampshire Ave., Bldg. 22, Room 6223 
Silver Spring, MD 20993-0002 
Phone: (301) 796-4876 
Fax: (301) 796-9883 
Email: Sohail.Mosaddegh@FDA.HHS.GOV
 

From: Frost, Marianne [mailto:marianne.frost@bms.com] 
Sent: Wednesday, October 28, 2015 10:02 AM
To: Mosaddegh, Sohail
Subject: RE: DCV, 206843 IR
 
Hi Sohail,
The team met earlier this week and had a couple of questions below regarding the information
request.
Thanks,
Marianne

·       Are the postmarketing cases to be limited to unsolicited reports only (solicited reports would
include those from the CUP/EAP studies)?

·       Does the Division agree that MedWatch narratives of the fatal cases/or those meeting SAE’s
will fulfill the request for narratives?

 
 

From: Mosaddegh, Sohail [mailto:Sohail.Mosaddegh@fda.hhs.gov] 
Sent: Friday, October 23, 2015 12:14 PM
To: Frost, Marianne
Subject: DCV, 206843 IR
 
Hello:
Please provide by 11/13/2015 a summary and your assessment of any postmarketing
cases of hepatic decompensation and/or  hepatic failure, including liver transplantation
or fatal outcomes with use of DCV in combination with SOF, with or without RBV. 
Also provide narratives for fatal cases or those meeting SAE criteria for hepatic
decompensation or failure.
Thank you
 
Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/Division of Antiviral Products 
10903 New Hampshire Ave., Bldg. 22, Room 6223 
Silver Spring, MD 20993-0002 
Phone: (301) 796-4876 
Fax: (301) 796-9883 
Email: Sohail.Mosaddegh@FDA.HHS.GOV
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This message (including any attachments) may contain confidential, proprietary, privileged and/or
private information. The information is intended to be for the use of the individual or entity designated
above. If you are not the intended recipient of this message, please notify the sender immediately, and
delete the message and any attachments. Any disclosure, reproduction, distribution or other use of this
message or any attachments by an individual or entity other than the intended recipient is prohibited.
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From: Mosaddegh, Sohail
To: marianne.frost@bms.com
Subject: DCV, 206843 IR
Date: Friday, October 23, 2015 12:13:00 PM

Hello:
Please provide by 11/13/2015 a summary and your assessment of any postmarketing cases of
hepatic decompensation and/or  hepatic failure, including liver transplantation or fatal
outcomes with use of DCV in combination with SOF, with or without RBV.  Also provide
narratives for fatal cases or those meeting SAE criteria for hepatic decompensation or failure.
Thank you
 
Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/Division of Antiviral Products 
10903 New Hampshire Ave., Bldg. 22, Room 6223 
Silver Spring, MD 20993-0002 
Phone: (301) 796-4876 
Fax: (301) 796-9883 
Email: Sohail.Mosaddegh@FDA.HHS.GOV
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From: Mosaddegh, Sohail
To: marianne.frost@bms.com
Subject: NDA 206843/s01- s03 IR
Date: Tuesday, October 20, 2015 11:10:00 AM

1.      It is our understanding that the latest resistance data from the long-term follow-up study,
AI444046, were submitted in the original daclatasvir NDA submission.  Please confirm.

2.      In AI444216 (ALLY-2), four HCV/HIV coinfected subjects were not on concomitant ART.  Three
of these four subjects had remarkably low plasma HIV-1 RNA levels throughout the study despite not
being on ART (see table below).  While it is possible that these subjects are “elite HIV controllers,”
please comment if you have any other information to explain these HIV-1 RNA results.

Table: Plasma HIV-1 RNA levels in 4 subjects in AI444216 not on concomitant ART.

USUBJID HCV GT  HCV Treatment Visit     HIV-1 RNA (copies/mL)  
AI444216-7-58   3A      PRE-TREATMENT   <40 TND

                PRE-TREATMENT   <40 TND
                Treatment Week 1        <40 TND
                Treatment Week 2        <40 TND
                Treatment Week 4        <40 TND
                Treatment Week 6        <40 TND
                Treatment Week 8        <40 TND
                Treatment Week 12       <40 TND
                Post-Treatment Week 4   <40 TND
                Post-Treatment Week 12  <40 TND

AI444216-13-15  1A      PRE-TREATMENT   312    
                PRE-TREATMENT   98     

                Treatment Week 1        92     
                Treatment Week 2        <40 Detected   
                Treatment Week 4        <40 Detected   

                Treatment Week 6        <40 TND
                Treatment Week 8        <40 TND
                Post-Treatment Week 4   42     

                Post-Treatment Week 12  <40 TND
AI444216-18-218 2A OR 2C        PRE-TREATMENT   <40 Detected   

                PRE-TREATMENT   <40 Detected   
                Treatment Week 1        <40 Detected   

                Treatment Week 2        <40 TND
                Treatment Week 4        <40 TND
                Treatment Week 6        <40 TND
                Treatment Week 8        <40 TND
                Treatment Week 12       <40 TND
                Post-Treatment Week 4   <40 TND

                Post-Treatment Week 12  <40 Detected   
AI444216-24-71  1B      PRE-TREATMENT   3813   

                PRE-TREATMENT   1390   
                Treatment Week 1        1694   
                Treatment Week 2        4158   
                Treatment Week 4        1883   
                Treatment Week 6        1766   
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                Treatment Week 8        2335   
                Post-Treatment Week 4   3133   
                Post-Treatment Week 12  3083   
                Post-Treatment Week 24  3996   

Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS
Regulatory Health Project Manager
FDA/CDER/OND/OAP/Division of Antiviral Products
10903 New Hampshire Ave., Bldg. 22, Room 6223
Silver Spring, MD 20993-0002
Phone: (301) 796-4876
Fax: (301) 796-9883
Email: Sohail.Mosaddegh@FDA.HHS.GOV
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From: Mosaddegh, Sohail
To: marianne.frost@bms.com
Subject: BMS sNDAs IR for financial disclosure.
Date: Thursday, October 08, 2015 2:08:00 PM

Hello, we have the following IR for the Financial disclosure.

We recognize you have provided a financial disclosure document that provides the financial
disclosure information for the sNDA 1-3; however, due to the table format, it is difficult to
review and confirm the specific numbers of investigators overall.  Please provide the
following information related to financial disclosures:

1.      Total number of investigators identified. This total should include all Primary
Investigators as well as sub-Investigators for all covered studies.

2.      Number of investigators who are sponsor employees (including both full-time and part-
time employees).

Thanks

Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS
Regulatory Health Project Manager
FDA/CDER/OND/OAP/Division of Antiviral Products
10903 New Hampshire Ave., Bldg. 22, Room 6223
Silver Spring, MD 20993-0002
Phone: (301) 796-4876
Fax: (301) 796-9883
Email: Sohail.Mosaddegh@FDA.HHS.GOV
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From: Mosaddegh, Sohail
To: marianne.frost@bms.com
Subject: Inquiry regarding Interstitial Pneumonitis and DCV (IND 79599; NDA 206843)
Date: Thursday, October 08, 2015 1:28:00 PM

Hello, please see IR for IND 79599 and NDA 206843:

Please provide a complete summary of all cases of interstitial pneumonia and/or related
pulmonary infiltrates with use of a DCV containing regimen.    Please provide your overall
assessment and any plans for changes to the DCV labeling in the US or in other countries.   
 
Please also provide your interpretation of the lymphocyte stimulation testing with regards to
its use for determining causality in the cases where it has been used.
 
Thank you
Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OND/OAP/Division of Antiviral Products 
10903 New Hampshire Ave., Bldg. 22, Room 6223 
Silver Spring, MD 20993-0002 
Phone: (301) 796-4876 
Fax: (301) 796-9883 
Email: Sohail.Mosaddegh@FDA.HHS.GOV
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 206843/S-003
FILING COMMUNICATION – 

NO FILING REVIEW ISSUES IDENTIFIED
Bristol-Myers Squibb Company
Attention:  Marianne Frost
Director, Global Regulatory, Safety & Biometrics - US
5 Research Parkway
Wallingford, CT 06492

Dear Ms. Frost:

Please refer to your supplemental New Drug Application (sNDA) dated August 05, 2015, 
received August 05, 2015, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA), for DAKLNIZA (daclatasvir) tablets 30 and 60 mg.

We also refer to your amendments dated September 01, 2015, September 03, 2015,       
September 22, 2015, and September 25, 2015.

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 Priority. Therefore, the user fee goal date is               
February 05, 2016.

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, mid-
cycle, 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 requirement/commitment requests by January 12, 
2016. We are not currently planning to hold an advisory committee meeting to discuss this 
application.

At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review.

PRESCRIBING INFORMATION 

Reference ID: 3827127



NDA 206843/S-003
Page 2

Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop your proposed PI, we encourage 
you to review the labeling review resources on the PLR Requirements for Prescribing 
Information and PLLR Requirements for Prescribing Information websites including: 

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information in the PI on pregnancy, lactation, and females and males of reproductive 
potential 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances and
 FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 

Indications and Usage heading.  

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), and patient PI (as applicable).  
Submit consumer-directed, professional-directed, and television advertisement materials 
separately and send each submission to:

OPDP Regulatory Project Manager
Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road
Beltsville, MD 20705-1266

Alternatively, you may submit a request for advisory comments electronically in eCTD format. 
For more information about submitting promotional materials in eCTD format, see the draft 
Guidance for Industry (available at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM443702.pdf ).

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), Medication Guide, and patient PI (as applicable), and you believe the labeling is close 
to the final version.  
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For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.

REQUIRED PEDIATRIC ASSESSMENTS

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(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.

If you have any questions, call Sohail Mosaddegh, PharmD, Regulatory Project Manager, at   
(301) 796-4876 or (301) 796-1500.

Sincerely yours,

{See appended electronic signature page}

Debra Birnkrant, MD
Director
Division of Antiviral Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research
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Electronic Mail Correspondence – Information Request/Advice 

Department of Health and Human Services
Public Health Service
Division of Antiviral Products

DATE:  September 29, 2015

TO: Marianne Frost
Director Global Regulatory, Safety & Biometrics
Bristol- Myers Squibb 

SPONSOR:  Bristol- Myers Squibb 
 

SUBJECT: Clinical Pharmacology comments for sNDA 206843/S-001, S-002, S-003

1) For the trials listed below, please submit the method validation reports for the following 
analytes, including all the available addendums or amendments, plus long term stability data.  
The reports should also contain information indicating whether stability data was generated 
using freshly prepared stock solutions and calibration standards.
a. AI444064: daclatasvir, buprenorphine and norbuprenorphine
b.  AI444093: daclatasvir
c. AI444043: daclatasvir, lopinavir, and darunavir

2) For the following trials, please submit both the bioanalytical reports and the method 
validation reports for respective analytes, including all the available addendums or 
amendments, plus long term stability data, for daclatasvir and dolutegravir.  The method 
validation reports should also contain information indicating whether stability data was 
generated using freshly prepared stock solutions and calibration standards.
a. AI444273: daclatasvir and dolutegravir
b. AI444215 (ALLY-1): daclatasvir, sofosbuvir, and sofosbuvir metabolites (BMT-042794 

[GS-331007] and BMT-175110 [GS-566500])
c. AI444216 (ALLY-2): daclatasvir, sofosbuvir, and sofosbuvir metabolites (BMT-042794 

[GS-331007] and BMT-175110 [GS-566500])

3) For the analytes listed in comment #1 or comment #2, please provide information regarding 
both the temperature and duration of storage for the samples that were analyzed as part of the 
respective trials at each of the following locations:  a) trial site, b) central laboratory or other 
storage facility (if applicable), and c) bioanalytical laboratory.  Please also provide 
information regarding the total duration of storage from the time samples were drawn from 
subjects and processed to the time of analysis at the bioanalytical laboratory for these 
analytes.
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4) For the AI444043 trial, the daclatasvir bioanalytical report includes Appendix F (a corrective 
action investigative report).  Please provide a summary of the issue that was discussed and 
the final outcome of the discussions.

5) Please provide the DCV, SOF and SOF metabolites (BMT-042794 [GS-331007] and BMT-
175110 [GS-566500]) concentration datasets from ALLY-1 and ALLY-2 or provide 
guidance to the reviewer on how to locate this information in the current submission.

6) For the AI444093, AI444064, AI444273, AI444043, AI444215 and AI444216 trials, please 
provide information regarding whether the formulations of daclatasvir, sofosbuvir or the 
concomitant medications that were administered are the U.S. marketed products.

Please contact me at 301-796-4876 or 301-796-1500 if you have any questions regarding the 
contents of this transmission.

Sohail Mosaddegh, PharmD
Regulatory Project Manager
Division of Antiviral Products
Center for Drug Evaluation and Research
Food and Drug Administration  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring, MD  20993

NDA 206843/S-003
ACKNOWLEDGMENT --

PRIOR APPROVAL SUPPLEMENT
Bristol-Myers Squibb Company
Attention:  Marianne Frost
Director, Global Regulatory, Safety & Biometrics - US
5 Research Parkway
Wallingford, CT 06492

Dear Ms. Frost:

We have received your supplemental New Drug Application (sNDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA or the Act) for the following:

NDA NUMBER: 206843

SUPPLEMENT NUMBER: 003

PRODUCT NAME: DAKLNIZA (daclatasvir) tablets 30 and 60 mg 

DATE OF SUBMISSION: August 05, 2015

DATE OF RECEIPT: August 05, 2015

This supplemental application proposes to expand the patient population to include the treatment 
of chronic hepatitis C virus infection in subjects with compensated or decompensated cirrhosis.

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 October 04, 2015, 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. The content 
of labeling must conform to the content and format requirements of revised 21 CFR 201.56-57.

FDAAA TITLE VIII RESPONSIBILITIES

You are also responsible for complying with the applicable provisions of sections 402(i) and (j) 
of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was amended by 
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Title VIII of the Food and Drug Administration Amendments Act of 2007 (FDAAA) (Public 
Law No, 110-85, 121 Stat. 904).

SUBMISSION REQUIREMENTS

Cite the application number listed above 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 Antiviral Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

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, see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

If you have any questions, call me at 301-796-4876 or 301-796-1500.

Sincerely,

{See appended electronic signature page}

Sohail Mosaddegh, PharmD
Regulatory Project Manager
Division of Antiviral Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research
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From: Mosaddegh, Sohail
To: marianne.frost@bms.com
Subject: sNDA 206843/s-01, 02 & 03 labeling
Date: Friday, September 04, 2015 1:58:00 PM

Please submit a new label with the following revisions to Section 12.4 Microbiology:

·       Remove all text and data pertaining to 

. 

·       Any tables 

.

·       Please revise 

. 

Sohail Mosaddegh, Pharm.D.
Lieutenant Commander, USPHS
Regulatory Health Project Manager
FDA/CDER/OND/OAP/Division of Antiviral Products
10903 New Hampshire Ave., Bldg. 22, Room 6223
Silver Spring, MD 20993-0002
Phone: (301) 796-4876
Fax: (301) 796-9883
Email: Sohail.Mosaddegh@FDA.HHS.GOV
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