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Zydelig (idelalisib) Tablets

NDA 205858/206545

Summary Basis for Recommended Action

from Chemistry, Manufacturing, and Controls

Applicant: Gilead Sciences, Inc., 
199 East Blaine Street
Seattle
WA98102

Indication: NDA 205858: For the treatment of patients with refractory indolent non-
Hodgkin lymphoma (iNHL).

NDA 206545: For the treatment of patients with chronic lymphocytic 
leukemia (CLL)

Presentation: The product will be available as 100 mg (orange colored)  and 150 mg
(pink colored), oval-shaped, film-coated tablets, debossed with “GSI” on 
one side and “100” or “150” on the other side, respectively. The tablets 
are packaged as 60-count in 60 ml, white, high density polyethylene 
(HDPE) bottles with a polyester fiber coil and child-resistant 

 screw cap with an  foil liner.

EER Status:  Overall recommendation is pending as of 12-May-2014.

Consults: ONDQA Biopharmaceutics - Acceptable (Sandra Suarez, 9-May-2014). 

Microbiology - Acceptable (Jessica Cole, 2-Jan-2014)

Methods Validation – Submitted to FDA labs, results are pending

EA – Categorical exclusion granted.

Post-Approval Agreements: None
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Additional Items:

All associated Drug Master Files are acceptable or the pertinent information has been 
adequately provided in the application. Although the method validation of analytical
procedures by the FDA laboratory is not complete at this point, it is not an approvability 
issue.

Overall Conclusion: An overall recommendation for the manufacturing facilities from 
the Office of Compliance is pending at this point.  All other CMC related issues have 
been resolved.  A final recommendation for the approval of the application will be put 
into DARRTS by the CMC reviewer after the overall facility recommendation from 
the Office of Compliance. 

Ramesh K. Sood, Ph.D.
Acting Director, DPA I/ONDQA
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II. Application Detail 
 

 
1. INDICATION:  indolent non-Hodgkin lymphoma (iNHL)) 
 
2. ROUTE OF ADMINISTRATION:  Oral 
 
3. STRENGTH/POTENCY:  100 mg and 150 mg 
 
4. Rx/OTC DISPENSED:     Rx         OTC 

 
5. ELECTRONIC SUBMISSION (yes/no)? Yes 

 
6. PRIORITY CONSIDERATIONS:  

 
 
 Parameter Yes No Unk Comment 
1.  NME / PDUFA V X    

2.  Breakthrough Therapy 
Designation  X 

 
 

3.  Orphan Drug 
Designation  X 

 
 

4.  Unapproved New Drug  X   

5.  Medically Necessary 
Determination  X 

 
 

6.  

Potential Shortage 
Issues [either alleviating 
or non-approval may 
cause a shortage] 

 X 

 

 

7.  Rolling Submission  X   

8.  
Drug/device 
combination product 
with consult 

 X 
 

 

9.  Complex manufacturing   X   

10.  Other (e.g., expedited 
for an unlisted reason)  X 
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III. FILING CHECKLIST 
 
The following parameters are necessary in order to initiate a full review (i.e., the application is complete 
enough to start review but may have deficiencies).  On initial review of the NDA application: 
 

A. COMPLETENESS OF FACILITY INFORMATION 
 Parameter Yes No Comment 

11.  

Is a single comprehensive list 
of all involved facilities 
available in one location in the 
application? 

X   

12.  
Is all site information complete 
(e.g., contact information, 
responsibilities, address)? 

X   

13.  

For testing labs, is complete 
information provided 
regarding which specific test is 
performed at each facility and 
what stage of manufacturing? 

X   

14.  
Do all sites indicate they are 
ready to be inspected (on 
356h)? 

X   

15.  

Additional notes (non-filing 
issue) 

1. Are all sites registered 
or have FEI #? 

2. Do comments in EES 
indicate a request to 
participate on 
inspection(s)? 

3. Is this first application 
by the applicant? 

 
 
 

X 
 
 
 

 
 
 
 
 
 

X 
 
 

X 
 

 

*If any information regarding the facilities is missing/omitted, communicate to OPS/ONDQA 
regarding missing information and copy EESQ. Notify OMPQ management if problems are 
not resolved within 3 days and it can be a potential filing issue. 
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B. DRUG SUBSTANCE (DS) / DRUG PRODUCT (DP) 
 Parameter Yes No Comment 

16.  Have any Comparability 
Protocols been requested?  X  

 
 

IMA CONCLUSION 
 Parameter Yes No Comment 

17.  Does this application fit one of the 
EES Product Specific Categories? X  NME 

18.  

Have EERs been cross referenced 
against the 356h and product 
specific profile for accuracy and 
completion? 
Have all EERs been updated with 
final PAI recommendation? 

X   

19.  

From a CGMP/facilities 
perspective, is the application 
fileable?  
 
If the NDA is not fileable from a 
product quality perspective, state the 
reasons and provide filing comments 
to be sent to the Applicant. 

 
X 
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IV. Manufacturing Summary: 

 Critical Issues and Complexities 
 
 

Does the submission contain any of the following elements? 
Nanotechnology RTRT Proposal PAT Drug/Device Combo 

    
    

PET Design Space Continuous Mfg Naturally derived API 
    

    
Other (explain): None 

 
 

Manufacturing Highlights 
1. Drug Substance 
 

 Parameter Yes No Comment 

 

Is manufacturing process 
considered complex (e.g., 
unusual unit operations, 
innovative manufacturing 
technology, unusual control 
strategy)? 

 X  

 
 
 
 
 
 
 
2. Drug Product 
 

 Parameter Yes No Comment 

 

Is manufacturing process 
considered complex (e.g., 
unusual unit operations, 
innovative manufacturing 
technology, unusual control 
strategy)? 

 X  
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3. Facility-Related Risks or Complexities (e.g., number of foreign sites, large 

number of sites involved, etc.) 
Drug substance is manufactured by Gilead Alberta, ULC, Canada and other testing 
laboratories are based in USA 
Drug Product is manufactured by  and other testing 
facilities and packaging sites are located in USA. 
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Manufacturing Facilities Chart (generated from 602A DARRTS report and OMPQ macro): 

 
 

Establishment Name FEI Num District 
Short

Country 
Code Responsibilities Profile 

Code
Inspection History, 

Dates, Classifications
PAI 

Recommendation
Most Recent 

Milestone

Most Recent 
EER 

Compliance 
Status

Comment

GILEAD ALBERTA ULC 3001027806 AME CAN
Drug substance 

manufacturing and 
release testing

CSN
10/22 - 25/2012   NAI     
08/02 - 05/2011   NAI     
03/23 - 26/2009   NAI

Submitted to DO for 
Inspec ion 9/25/2013

INSPECTION 
PERFORMED            
3/3 - 7/2014

PN
Inspection report under 

review

Drug substance  and 
drug product  release 
and stability testing

CTL
  NAI   
NAI    
NAI

Submitted to DO for 
Inspec ion 

OC 
RECOOMENDATION

AC

Based on profile and 
DO recommendation. 
Reevaluation in  

Drug substance 
release tes ing

CTL
   NAI     
  NAI     
NAI

10 day letter 
submitted to DO  

OC 
RECOOMENDATION

AC

Based on profile and 
DO recommendation. 
Reevaluation in  

Drug product release 
and stablity testing

CTL
   NAI    
  NAI     
AI

Submitted to DO for 
Inspec ion 

OC 
RECOOMENDATION

AC

Based on profile and 
DO recommendation. 
Reevaluation in  

GILEAD SCIENCES LIMITED 3006709727 WEU IRL

Drug product release, 
release testing 

labeling and 
packaging

CTL
08/12 - 15/2011   VAI      
06/08 - 12/2009   NAI

Submitted to DO for 
Inspec ion 9/25/2013

OC 
RECOOMENDATION

AC

Based on profile and 
DO recommendation. 
Reevaluation in Aug.. 

2016

GILEAD SCIENCES, INC. 2082946 LOS USA
Drug product release: 

labelling and 
packaging

TCM
07/31 -0 8/7/2013   NAI      
07/26 -0 8/3/2012    NAI

10 day letter 
submitted to DO  

9/25/2013

OC 
RECOOMENDATION

AC

 Based on DO 
Recommendation for 

packaging and labeling. 
Reevaluation in August 

2017
Drug product 

manufacturing, 
release testing, 

labeling and 
packaging

TCM
  VAI      
  VAI      
 NAI

Submitted to DO for 
Inspec ion 

OC 
RECOOMENDATION

AC
 Based on DO 

Recommendation. Re-
evaluation in 

GILEAD SCIENCES LIMITED 3006709727 WEU IRL

Drug product release 
and release tes ing, 

labeling and 
packaging

TCM
08/12 - 15/2011   VAI      
06/08 - 12/2009   NAI

Submitted to DO for 
Inspec ion 9/25/2013

OC 
RECOOMENDATION

AC

Based on last 
inspection for profile 

TCM and DO 
recommendation  
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V.  Overall Conclusions and Recommendations 
 
Is the application filable?  Yes 
yes 
At this time, is a KTM warranted for any PAI?  NO 
Are there comments/issues to be included in the 74 day letter, including 
appropriate identification of facilities? NO 
Comments for 74 Day Letter 

1.  
2.  
3. 
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REVIEW AND APPROVAL 
(DARRTS) 
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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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