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Memorandum DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

Date: May 30, 2014

From: Yichun Sun, Ph.D.
Review Chemist, ONDQA
Division of New Drug Quality Assessment II
ONDQA

Through: Stephen Miller, Ph.D.
CMC Lead, Branch V
Division of New Drug Quality Assessment II
ONDQA

Rapti Madurawe, Ph.D.
Chief, Branch V
Division of New Drug Quality Assessment II
ONDQA

To: CMC Review #1 of NDA 206352

Subject: Final Approval Recommendation for NDA 206352 and S-035 of NDA 
21567

At the time when the CMC review #1 was written, resolution of issues on Labels and 
Labeling, which also contains the prescription information for the NDA 21567 (S-035 of 
NDA 21567) was pending. Additionally, the final PMC agreement to develop a new 
dissolution method was still pending.

Evaluation of Label/Labeling
On May 15, 2014, BMs provided the final PMC amendment to develop a new dissolution 
method.  On May 16, 2014, the NDA applicant (BMS) provided the mock up container 
labels.  The applicant also agreed to all the CMC changes made to the package insert, 
which also include the prescription information for the NDA 21567. All the 
labels/labeling issues for the NDA and the supplement (S-035) of NDA 21567 are now 
satisfactorily resolved. The dosage form of the drug product in NDA 206352 is “Oral 
Powder”. The  name, , was removed from  
in the drug title for both NDAs 206352 and 21567, as recommended in the FDA advice 
letter dated May 6, 2014.  BMS proposes to submit the  for 
the capsule formulation to NDA 21-567 as a CBE-0 after approval of supplement S-035.  
Additionally, in the email dated May 16, 2014, BMS proposes to execute the following 
actions to communicate the changes related to the drug title within approximately 2 
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2

weeks of using the revised packaging and labeling associated with both the capsule and 
the availability of the new Reyataz oral powder formulation: 

 A written communication to inform all providers that  is now 
going to be called “atazanavir” as an administrative change but not a change to 
the actual product itself for both capsules and the new “oral powder” formulation. 
The letter will request each HCP to inform patients who are currently receiving 
Reyataz capsules about the name change.

 A written communication to inform all Pharmacies and wholesalers stocking 
Reyataz of the administrative name change for both capsules and new oral powder 
formulations. The letter will request pharmacists to inform patients of the name 
change for the first refill of any current prescriptions.

 A field communications to inform both sales and Medical Science Liaisons 
(MSLs) regarding the administrative name change with direction that sales force 
will proactively inform HCPs of the name change while MSLs will be prepared to 
reactively answer any questions received regarding the HCP communications or 
the name change itself.

The CMC sections of the final package insert, and mock up container labels are attached 
(Attachment - 1).

Recommendation:
All pending issues on Label/Labeling are now satisfactorily resolved for NDAs 206352 
and S-035 of NDA 21567, and therefore, from the ONDQA’s perspective, this NDA and
S-035 of NDA 21567 are recommended for APPROVAL. An expiration dating period
of 24 months is granted for the drug product of NDA 206352. See CMC Review #1 
(May 9, 2014) for information about the Post-Marketing Commitment for development of 
a new dissolution method, and for additional background.
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06/02/2014
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MEMORANDUM 
 
Date: May 1, 2014 
 
NDA#: 206,352/SD#4 
 
Drug: Reyataz (Atzanavir) Dry Powder  
 
Sponsor: Bristol-Myers Squibb (BMS) 
 
To: Yichun Sun, Ph.D. 
 Chemist 
 CDER/OPS/ONQA/DNDQAII/BRIV 
   
Cc: Kuei-Meng Wu, Ph.D. 
 Pharmacologist 
 CDER/OND/OAP/DAVP 
 
 Stephen Miller, Ph.D. 
 Chemist 
 CDER/OPS/ONDQA/DNDQAII 
   
From: Mark W. Powley, Ph.D. 
 Pharmacologist 
 CDER/OND/OAP/DAVP 
 
Concurrence: Hanan Ghantous, Ph.D., DABT 
 Supervisory Pharmacologist 
 CDER/OND/OAP/DAVP 
 
Subject: Risk Assessment for Impurities in Atazanavir Dry Powder   
________________________________________________________________________ 
 
Background 
This review focuses on the safety of 

. These chemicals were detected as leachables from the bulk powder packaging used with 
atazanavir dry powder for oral use in pediatric patients. Based on bulk sample stability testing at 
9 months, levels of these 2 impurities were below %. Table 1 summarizes the maximum 
potential daily exposures to  in the final pouch dose form. 
 
Table 1. Leachable exposuresa in atazanavir dry powder 
 Clinical Doses 
 200 mg 

(10 to <15 kg) 
250 mg 

(15 to < 25 kg) 
 

 
≤  mg/kg/day ≤  mg/kg/day 

 ≤  mg/kg/day ≤ mg/kg/day 
a based on  in proposed clinical doses of atazanavir 
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ONDQA Initial Quality Assessment (IQA) and Filing Review 
For Pre-Marking Applications

Office of New Drug Quality Assessment (ONDQA) Internal Quality Procedure 5106 Record A
Effective Date:  09/01/2013 Page 1 of 19

IQA and Filing Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER: 206-352

2. DATES AND GOALS:

Letter Date: Submission Received Date :
Dec 2, 2013

Reviews Due in DARRTS:
May 9, 2014

PDUFA Goal Date:
June 2, 2014

3. PRODUCT PROPERTIES:

Trade or Proprietary Name: Reyataz
Established or Non-Proprietary 
Name (USAN):

Atazanavir sulfate

Dosage Form: Pediatric Powder for Oral Use (proposed)
Route of Administration Oral
Strength/Potency 50 mg packet

Rx/OTC Dispensed: Rx

4. INDICATION:  Treatment of HIV infection.

5. DRUG SUBSTANCE STRUCTURAL FORMULA:

6. NAME OF APPLICANT (as indicated on Form 356h):

Bristol-Myers Squibb Co.
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ONDQA Initial Quality Assessment (IQA) and Filing Review 
For Pre-Marking Applications

Office of New Drug Quality Assessment (ONDQA) Internal Quality Procedure 5106 Record A
Effective Date:  09/01/2013 Page 2 of 19

7. SUBMISSION PROPERTIES:

Review Priority: Priority

Submission Classification 
(Chemical Classification 
Code):

Type 5 (new formulation, or new applicant for approved 
dosage form)

Application Type: 505(b)(1)

Breakthrough Therapy No

Responsible Organization
(Clinical Division):

DAVP

8. CONSULTS:

CONSULT YES NO COMMENTS: (list date of request if already sent)
Biometrics X
Clinical Pharmacology X
Establishment Evaluation 
Request (EER)

X

Pharmacology/Toxicology X
Methods Validation X
Environmental Assessment X
CDRH X
Other X

Reference ID: 3435746











ONDQA Initial Quality Assessment (IQA) and Filing Review 
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Prescribing	Information:

REYATAZ	powder	must	be	mixed	with	food	or	beverage	and	taken	with	ritonavir.

Table 2: Dosage for Pediatric Patients (10 kg to less than 25 kg) for REYATAZ 

 with Ritonavir
a

Body weight REYATAZ dose ritonavir
b

dose

10  kg to less than 15 kg 200 mg (4 packets) 80 mg

15 kg to less than 25 kg 250 mg (5 packets) 80 mg

a The REYATAZ and ritonavir dose should be taken together once daily with food.

b Ritonavir solution.

Instructions for Mixing REYATAZ 

REYATAZ  should be taken with the smallest amount of food or beverage 

possible (such as applesauce, yogurt, milk, liquid infant formula, or water). If water is used, the 

REYATAZ/water mixture must be taken with food. Caregivers must be instructed to place the 

food in a small container, or if mixing with a beverage place the beverage in a drinking cup or 

baby bottle. Caregivers must be instructed to settle the packet contents by tapping the packet, and 

to use a clean pair of scissors to cut open the packet on the dotted line. They should mix the 

contents of the packet with the food or beverage. This must be done for each packet required for 

the prescribed dose. The mixture should be administered to the child within 1 hour of mixing, 

making sure the child eats or drinks the full amount. The mixture may be left at room 

temperature during the 1 hour. Additional food may be given to the child after they have 

consumed the REYATAZ/food or REYATAZ/beverage mixture. REYATAZ powder must be 

taken with ritonavir.

Section 11 – Description

REYATAZ  is available for oral administration and comes in a packet 

containing 50 mg of atazanavir as atazanavir sulfate per 1.5 g of powder. The powder is off-

white to pale yellow and contains the following inactive ingredients: aspartame, sucrose, and 

orange-vanilla flavor.

Section 16 – How Supplied

Reference ID: 3435746
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ONDQA Initial Quality Assessment (IQA) and Filing Review 
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REYATAZ  Powder is an orange-vanilla flavored powder, packed in child-resistant 

packets containing 50 mg of atazanavir as atazanavir sulfate in 1.5 g of powder. REYATAZ 

 Powder for oral use is supplied in cartons (NDC 0003-3638-10) of 30 packets each. 

[See Dosage and Administration (2.2).]

REYATAZ	 	Powder	should	be	stored	at	or	below	30C	(86F).	Once	the	REYATAZ	
	Powder	is	mixed	with	food	or	beverage, it	may	be	kept	at	room	temperature	20C	

to	30°C	(68F-86F)	for	up	to	1	hour.	REYATAZ	 	Powder	should	be	stored	in	the	
original	packet	and	should	not	be	opened	until	ready	to	use.

Biopharmaceutics Assessment

Biopharmaceutics Critical Issues or Complexities

Background:  The sulphate salt of Atazanavir, an azapeptide protease inhibitor of HIV-1, is 
already approved in a capsule formulation for the treatment of HIV-1 infections (NDA 21-567) 
in combination with other antiretrovirals. In this NDA, the Applicant is seeking approval for the 
powder formulation, for oral use by the pediatric patient population. The powder is to be mixed 
with food prior to ingestion. Per agreement with FDA, the Applicant also identifies this 
submission as Supplement S-035 to the approved NDA, # 21-567.

Submission: Two Phase 3b pediatric studies in infants and children, aged between 3 months and 

11 years, to demonstrate safety and efficacy of proposed doses of atazanavir in combination with 

ritonavir form the clinical basis for this NDA. The to-be-marketed powder formulation differs 

from the formulation used in the clinical trials in aspartame content; a biowaiver for a bridging 

bioequivalence study has therefore been requested in the NDA. 

Review:  The NDA contains sufficient biopharmaceutics data/information for review. The 
Biopharmaceutics review will focus on the evaluation and acceptability of the following:

- Adequacy of the dissolution method;
- Adequacy of the proposed dissolution acceptance criterion;
- Adequacy of the data supporting the biowaiver request.

Recommendation: This NDA is fileable from the Biopharmaceutics perspective. 
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Parameter Yes No Comment

7.

Are drug substance manufacturing 
sites identified on FDA Form 356h or 
associated continuation sheet?  For 
each site, does the application list:
 Name of facility,
 Full address of facility including 

street, city, state, country 
 FEI number for facility (if previously 

registered with FDA)
 Full name and title, telephone, fax 

number and email for on-site contact 
person. 

 Is the manufacturing responsibility 
and function identified for each 
facility?, and

 DMF number (if applicable)

X

8.

Are drug product manufacturing sites 
identified on FDA Form 356h or 
associated continuation sheet.  For 
each site, does the application list:
 Name of facility,
 Full address of facility including 

street, city, state, country 
 FEI number for facility (if previously 

registered with FDA)
 Full name and title, telephone, fax 

number and email for on-site contact 
person.

 Is the manufacturing responsibility 
and function identified for each 
facility?, and

 DMF number (if applicable)

X
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This document will be sequentially signed in DARRTS by all of the following who authored or 
reviewed this assessment:

See appended electronic signature page}

Stephen P. Miller, Ph.D.
CMC-Lead
Division of Pre-Marketing Assessment II, Branch V
Office of New Drug Quality Assessment

{See appended electronic signature page}

Okpo Eradiri, Ph.D.
Biopharmaceutics Reviewer
Office of New Drug Quality Assessment

{See appended electronic signature page}

Angelica Dorantes, Ph.D.
Biopharmaceutics Team Leader
Office of New Drug Quality Assessment

{See appended electronic signature page}

Rapti Madurawe, Ph.D.
Branch Chief
Division of Pre-Marketing Assessment II, Branch V
Office of New Drug Quality Assessment
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