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Chemistry Review Data Sheet 
 

 

1.  NDA 206-256 
 
2.  REVIEW #1: 
 
3.  REVIEW DATE:  28-APR-2014 
 
4.  REVIEWER:  Xiao-Hong Chen, Ph.D.   
    
 
5.  PREVIOUS DOCUMENTS:  
 

Previous Documents Document Date 

  
 
6.  SUBMISSION(S) BEING REVIEWED: 
 

Submission(s) Reviewed                              Document Date 
 

 

Original NDA submission                            08-Dec-2013 
Amendment SN006                                      28-Feb-2014                
Amendment SN0013                                    28-Mar-2014 
Amendment SN0015                                    04-Apr-2014 
Amendment SN0017                                    25-Apr-2014 

 
 

 
 
7.  NAME & ADDRESS OF APPLICANT: 
  

NAME: Spectrum Pharmaceuticals, Inc. 

ADDRESS: 
157 Technology Drive  
Irvine, CA 92618 

REPRESENTATIVE: 
 
N/A. 
 

TELEPHONE: (720) 540-5343 

 
8.  DRUG PRODUCT NAME/CODE/TYPE:  
 

a) Proprietary Name:   Beleodaq® 
b) Non-Proprietary Name (USAN):  belinostat  
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c) Code Name/#   
d) Chem. Type/Submission Priority (ONDC only): 

• Chem. Type:  1 

• Submission Priority: P 
 
9.  LEGAL BASIS FOR SUBMISSION:  Filed 505(b)(1) 
 
 

10.  PHARMACOL. CATEGORY:  Treatment of Patients with Relapsed or Refractory 
Peripheral T-Cell Lymphoma 
 

11.  DOSAGE FORM:  Lyophilized powder for Injection 
 

12.  STRENGTH/POTENCY:     500 mg 
 
 

13.  ROUTE OF ADMINISTRATION:  IV 
 
 

14.  Rx/OTC DISPENSED:     _X_Rx         ___OTC 
 
 
15.  SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):   
  

        SPOTS product – Form Completed 
 
   X     Not a SPOTS product 

 
 
16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 

FORMULA, MOLECULAR WEIGHT: 
  

Name (USAN, INN):   belinostat 
Name (CAS): 2-Propenamide, N-hydroxy-3-[3-[(phenylamino)sulfonyl]phenyl]-, 

(2E)- 
IUPAC Name:   (2E)-3-[3-(anilinosulfonyl)phenyl]-N-hydroxyacrylamide 
Other Name:   N-hydroxy-3-(3-phenylsulphamoylphenyl) acrylamide 
Company code:  PXD101 

  (CAS) Registry Number: 414864-00-9, 866323-14-0 
Mol. Formula:   C15H14N2O4 S  

  Mol. Wt.:  318.35 g/mole 
Structural Formula: 
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Doc # OWNER 
ITEM 

REFERENCED 
STATUS 

DATE 
REVIEW 

COMPLETED 
COMMENTS 

      

      

      

 
C. Related Documents:  

 

DOCUMENT 
APPLICATI

ON 
NUMBER 

OWNER DESCRIPTION/COMMENT 

IND 70789 Spectrum 
Pharmaceuticals, 
Inc. 

Original IND submitted on 16-Dec-2004. 

 
18.  CONSULTS/CMC-RELATED REVIEWS: 

CONSULTS RECOMMENDATION DATE REVIEWER 
EES Acceptable 25-Feb-2014 Office of Compliance 
Biopharmaceutics Pending  Minerva Hughes, Ph.D. Note that 

Beleodaq (belinostat) for 
Injection is an IV injection 
product. Per my discussion with 
Dr. Hughes, there is no 
outstanding issue with this NDA. 

Proprietary Name Acceptable 28-Feb-2014 Tingting N Gao, PharmD. and 
Yelena L Maslov, PharmD. 

Methods Validation Pending 24-Jan-2014 A methods validation request was 
sent on 24-Jan-2014 and the 
results are pending. It should be 
noted that the approvability of the 
NDA is not dependent upon the 
results. 

EA (Categorical 
exclusion) 

Acceptable 25-Apr-2014 Xiao Hong Chen, Ph.D. 

Microbiology Acceptable 9-JUL-2013 Neal Sweeney, Ph.D. 
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“Acceptable” recommendation was made by the Office of Compliance for the pre-approval 
inspection of the NDA.  
 
III.  Administrative 
 
 A.  Reviewer’s Signature  
 
See appended electronic signature page. 

 
 B.  Endorsement Block 
 

Reviewer Name/Date: Xiao-Hong Chen, Ph.D.  
Branch Chief Name/Date: Ali Al Hakim, Ph.D.  

 
C. CC Block 

 
Jessica Boehmer/OHOP/DHP/Regulatory PM 
Janice Brown/ONDQA/CMC Lead 
Jewell Martin/ONDQA/PM 
Ali Al Hakim/ONDQA/DNDQA I/Branch Chief 
Ramesh Sood/ONDQA/DNDQA I Acting Director  

Reference ID: 3500224

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



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

XIAO H CHEN
05/02/2014

JANICE T BROWN
05/07/2014
Janice Brown for Ali Al Hakim
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ONDQA Initial Quality Assessment (IQA) and Filing Review
CMC and Biopharmaceutics

NDA 206256, Belinostat for Injection, Spectrum Pharmaceuticals, Inc.

IQA and Filing Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER: 206256

2. DATES AND GOALS:

Letter Date: 08-Dec-2013 Submission Received Date: 08-Dec-2013
PDUFA Goal Date: 09-Aug-2014 (Priority)

3. PRODUCT PROPERTIES:

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

Belinostat

Dosage Form: Injection, Powder, Lyophilized, for Solution
Route of Administration Intravenous
Strength/Potency 500 mg/mL
Rx/OTC Dispensed: Rx   

4. INDICATION:  Treatment of patients with relapsed or refractory peripheral T-cell
lymphoma (PTCL).

5. DRUG SUBSTANCE STRUCTURAL FORMULA:

Molecular formula: C15H14N2O4S
Molecular Weight: 318.35 g/mole

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

Spectrum Pharmaceuticals, Inc.

Reference ID: 3443424
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ONDQA Initial Quality Assessment (IQA) and Filing Review
CMC and Biopharmaceutics

NDA 206256, Belinostat for Injection, Spectrum Pharmaceuticals, Inc.

7. SUBMISSION PROPERTIES:

Review Priority: Priority

Submission Classification (Chemical 
Classification Code):

Type 1 – New Molecular Entity

Application Type: 505(b)(1)   

Breakthrough Therapy No

Responsible Organization (Clinical Division): DHP

8. CONSULTS:

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

X Entered on 16-Dec-2013

Pharmacology/Toxicology Determined by primary reviewer
Methods Validation X Consult submitted on 27-Jan-2014

Environmental Assessment X
A claim of categorical exclusion from the 
requirement to submit an Environmental 
Assessment (EA) was requested

CDRH X
Other N.A.

9.   QUALITY  REVIEW TEAM:

Discipline Reviewer
CMC Xiao-Hong Chen, Ph.D.
Biopharmaceutics Minerva Hughes, Ph.D.
Microbiology Neal Sweeney, Ph.D.
Facilities Vipul Dholakia, Ph.D.

Reference ID: 3443424
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ONDQA Initial Quality Assessment (IQA) and Filing Review
CMC and Biopharmaceutics

NDA 206256, Belinostat for Injection, Spectrum Pharmaceuticals, Inc.

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

Reference ID: 3443424
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ONDQA Initial Quality Assessment (IQA) and Filing Review
CMC and Biopharmaceutics

NDA 206256, Belinostat for Injection, Spectrum Pharmaceuticals, Inc.

17.2 All test stability data meets the proposed specification. No significant changes were 
seen in the stability-indicating parameters, such as assay and impurities, pH, or 
reconstitution time, for any of the registration or supportive batches for both the long-
term and accelerated storage conditions.

17.3 The applicant is requesting a 24 month shelf life for Belinostat for Injection (500 
mg/vial) when stored at 20 – 25°C.

17.4 Photo Stability - No difference in the tested parameters was observed between any of 
the light exposed samples and the dark controls. Based on the results of the study, 
Belinostat for Injection is photo stable and reconstituted and admixed Belinostat for 
Injection is photo stable at 25°C when subjected to ambient building lighting 
(fluorescent) for up to 48 hours.

17.5 In-Use Compatibility Study

The physicochemical stability was assessed over a 24 hour period and included 
evaluation of appearance, assay, impurities, pH and particulates. Vials of Belinostat for 
Injection were reconstituted with 9 mL Sterile Water for Injection. The vials were then 
stored at 25°C/60% RH, and sampled and tested at 0, 4, 8, and 24 hours. The 
reconstituted vials were found to be stable with respect to appearance, assay, impurities, 
pH, and particulate matter over the duration of the study (24 hours).

In-use studies have demonstrated chemical and microbiological stability of the 
reconstituted solution and admixtures of belinostat drug product for up to 24 hours and 72 
hours, respectively, when stored at 25°C. In some of the admixture stability studies, 
particulate matter was observed in the IV infusion bags. As a result, the admixed drug 
product must be filtered through a 0.22 μm in-line filter prior to administration.

18.0 Environmental Assessment:  The applicant has submitted a claim for categorical 
exclusion under 25.31(b) which states that use of this product will not cause the 
concentration of the drug substance active moiety to be one part per billion (1 ppb) or 
greater at the point of entry into the aquatic environment.  

Reference ID: 3443424
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ONDQA Initial Quality Assessment (IQA) and Filing Review
CMC and Biopharmaceutics

NDA 206256, Belinostat for Injection, Spectrum Pharmaceuticals, Inc.

Attachment 1:  Belinostat Drug Substance Manufacturing Sites

Name and Address Responsibilities
Drug substance manufacturing and 
quality control testing (except for 
microbial and bacterial endotoxin
testing), as well as packaging and 
storage

Drug substance stability storage and 
testing

Bacterial endotoxin testing

Microbial testing

Reference ID: 3443424

(b) (4)
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ONDQA Initial Quality Assessment (IQA) and Filing Review
CMC and Biopharmaceutics

NDA 206256, Belinostat for Injection, Spectrum Pharmaceuticals, Inc.

Attachment 2:  Drug Product Manufacturing Sites 

Name and Address Responsibilities
Drug Product manufacturing, in-process and 
release testing, stability storage and stability 
testing, labeling and packaging

Stability storage and stability testing

Alternate site for Drug Product labeling and
packaging

Reference ID: 3443424

(b) (4)
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This is a representation of an electronic record that was signed
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---------------------------------------------------------------------------------------------------------
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JANICE T BROWN
01/28/2014

MINERVA HUGHES
01/28/2014

ANGELICA DORANTES
01/28/2014

ALI H AL HAKIM
01/29/2014
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