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IQA and Filing Review for Pre-Marketing Applications
Cover Sheet

1. NEW DRUG APPLICATION NUMBER: 21883

2. DATES AND GOALS:

Letter Date: 
September 27, 2013

Submission Received Date :
September 27, 2013

PDUFA Goal Date: 
May 26, 2014

3. PRODUCT PROPERTIES:

Trade or Proprietary Name: DALVANCETM (proposed)
Established or Non-Proprietary 
Name (USAN):

Dalbavancin

Dosage Form: Powder for injection
Route of Administration Intravenous
Strength/Potency 500 mg

Rx/OTC Dispensed: Rx

4. INDICATION:  

Treatment of adult patients with Acute Bacterial Skin and Skin
Structure Infections (abSSSI) caused by susceptible strains of Gram-positive bacteria.

5. DRUG SUBSTANCE STRUCTURAL FORMULA:
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6. NAME OF APPLICANT (as indicated on Form 356h):

Durata Therapeutics, Inc.

7. SUBMISSION PROPERTIES:

Review Priority: Priority  (PDUFA V NDA)

Submission Classification 
(Chemical Classification 
Code):

1

Application Type: 505(b)(1)   

Breakthrough Therapy No   

Responsible Organization
(Clinical Division):

DAIP

8. CONSULTS:

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

X Submitted by Navdeep Bhandari

Pharmacology/Toxicology TBD
Methods Validation X Submitted by Dr. Mark Seggel
Environmental Assessment X Categorical exclusion
CDRH X
Other
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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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BIOPHARMACEUTICS FILING REVIEW

NDA Number 21-883
Product name, generic name of the 
active, and dosage form and 
strength 

Dalbavancin (DUR001), Injection, 500 mg 

Submission date September 26, 2013

Indication
Treatment of acute bacterial skin and skin structure 
infections (abSSSI) caused by susceptible strains of 
Gram-positive bacteria

Applicant Durata Therapeutics Inc.
Medical Division DAIP
Type of Submission NME Original - Priority 
Biopharmaceutics Reviewer Houda Mahayni, Ph.D.
Acting Biopharmaceutics Team 
Leader

Sandra Suarez, Ph.D. 

Background
This NDA was initially submitted by Vicuron Pharmaceuticals, Inc. (Vicuron), on December 21, 
2004, and withdrawn by Pfizer, Inc. (Pfizer), on September 15, 2008.  Durata Therapeutics Inc. 
(Durata) assumed responsibility of this NDA 21-883 on December 11, 2009.

Dalbavancin (DUR001) for injection is a semisynthetic lipoglycopeptide antibiotic. It was 
developed as an IV treatment for serious bacterial infections, in particular those caused by 
staphylococci and streptococci including methicillin-resistant staphylococci. The proposed 
indication for dalbavancin is for the treatment of adult patients with acute bacterial skin and skin 
structure infections (abSSSI).  The recommended dosing regimen is 1000 mg of IV dalbavancin 
on the first day of therapy (Day 1), followed a week later (Day 8) by 500 mg of IV dalbavancin.  
Both doses of dalbavancin are infused over a 30-minute period.

Dalbavancin drug substance is an amorphous solid.  It is freely soluble in water and more soluble 
in acidic aqueous solutions below pH   The solubility of dalbavancin drug substance at 
ambient temperatures is provided in Table 1.
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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}

Dorota Matecka, Ph.D.
CMC-Lead 
Branch V, Division II
Office of New Drug Quality Assessment

{See appended electronic signature page}

Houda Mahayni, Ph.D.
Biopharmaceutics Reviewer
Office of New Drug Quality Assessment

{See appended electronic signature page}

Sandra Suarez, Ph.D.
Biopharmaceutics Team Leader (Acting)
Office of New Drug Quality Assessment

{See appended electronic signature page}

Rapti Madurawe, Ph.D.
Branch Chief 
Branch V, Division II
Office of New Drug Quality Assessment
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Attachment 5
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ONDC Deputy Division Director’s  
Memo to File 

 
 

NDA 21-883 
 
 

(dalbavancin) for Injection 
 
 

Vicuron Pharmaceutical Inc. 
 
 
 
 

Norman R. Schmuff, Ph.D.  
Deputy Division Director (Acting) 

Division of New Drug Chemistry III 
HFD-830 
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In the 20 September 2005 CMC review of Rapti D. Madurawe, Ph.D. four approvability 
issues are cited, and listed below. An “approvable” action is recommended. Although I 
agree that these are issues of concern, aside from issue #3, I disagree that these rise to the 
level of approvability. However, I still recommend an “approvable” action based on item 
#3. 
 
Approvability Issues (i.e. deficiencies) 
1.  The Master and Working Cell Banks (MCB, WCB):  The MCB/WCB cell bank 
should be sufficient to supply cell substrate for the continued manufacture of the product 
(i.e. for a reasonable estimate of product life).  The MCB/WCB should be characterized 
for purity/lack of contamination and identity using tests for phenotypic and genotypic 
characterization, and Specifications established to match future cell banks to the original 
MCB.  A WCB consisting of  is not acceptable.  Lyophilized vials (like the 
MCB) with a suitably long expiration date are recommended for the WCB. 

COMMENT: 
Although the expiry of the MCB, and WCB seem atypical, they seem adequately 
characterized based on minimal phenotypic characterization, sequencing of an initial 
strain. The firm has also committed to do  genotyping in the future. The 
stability of the cell line seems acceptable given the relative stability of the metabolite 
profile from two MCBs generated in 1998 and 2004  

 

Furthermore, in an amendment dated 9/6/05 the firm committed to “…establish a 
permanent MCB lot sufficient for product life-time”, and a WCB sufficient to support 
production needs for a period of  I believe this issue has been adequately 
addressed, and is not an approvability issue 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Drug Product HPLC 
 
 
 
 
3.  Isolated intermediate storage:  Storage temperature and expiry date of isolated 
Intermediates  should be supported by stability data based on a 
stability indicating HPLC assay.  More comprehensive specifications should be provided 
for .  The  specification should also contain an  
measure (alternately, this could be added to the DS specification).  Component and 
degradant separation and peak purity of the assays should be demonstrated. 

COMMENT: 

 

(b) (4)

(b) (4)

(b) (4) (b) (4) (b) (4)

(b) (4)
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4.  DP Storage:   
  

 
 

 

COMMENT: 
In item #5 of an amendment dated 9/6/05 the firm committed to either market only the 
500 mg vial or to market both labeled for storage under refrigerated conditions. 
Consequently, this item has been adequately addressed and is not an approvability issue. 

(b) (4)
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