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OBP CMC Review Data Sheet

1. BLA#: STN 125431
Applicant: GLAXOSMITHKLINE LLC / 1727

Product: ALBIGLUTIDE

Indication: Type II diabetes

Proprietary Name: EPERZAN; TANZEUM

2. APPLICATION INFORMATION:
Application Number: 125431\0\58, 59 & 60

eCTD Sequence Number: 0057, 0058 and 60

CBER Receipt Date: STN 58-28-Mar-2014, STN 59- 8-April-2014, STN 60- 9-Apr-14

3. REVIEW DATE: STN 58 March 31, 2014
59 April 8 2014
60 April 9, 2014

4. PRIMARY REVIEW TEAM:
Medical Officer: Kaveeta Vasisht

Pharm/Tox: Ronald Wange

Product Quality Team: João Pedras-Vasconcelos, Arulvathani Arudchandran, 
Montserrat Puig/ Susan Kirshner/ Emanuela Lacana

Immunogenicity: João Pedras-Vasconcelos/Susan Kirshner

BMT or Facilities: Lakshmi Narasimhan, Bo Chi/ Patricia Hughes

Clinical Pharmacology: Suryanarayana Sista

Statistics: Bo Li

OBP Labeling: NA

RPM:  Ray Chiang

5. MAJOR 21st Century Review DEADLINES 

Reference ID: 3488110



Filing Meeting Feb 27, 2013

Mid-Cycle Meeting: June 26, 2013

CMC Extension granted: July 30, 2013

Wrap-Up Meeting: Feb 26, 2013

Primary CMC Review Due: Dec 1, 2013

Secondary Review Due: Dec 17, 2013

CDTL Memo Due: March 10, 2014

PDUFA Action Date: April 15, 2014

Submission:

Albiglutide (GSK716155/TANZEUM™) is a 73 kDa recombinant human glucagon-like peptide 1 (GLP-1)-

human serum albumin (HSA) fusion protein produced through  of a genetically modified 

strain of Saccharomyces cerevisiae. It is being proposed for the treatment of type 2 diabetes mellitus 

(T2DM) by GlaxoSmithKline LLC (GSK) as a long-lived analogue of native GLP-1. The primary quality 

review for this BLA was completed and loaded into DARRTS on December 17, 2013 with a 

recommendation for approval. 

On March 21st, 2014 GSK contacted Dr. Patricia Hughes, the BMAB team leader, by telephone to report a 

hitherto unknown issue concerning  

 This issue 

was first discovered in Dec 2013 not with albiglutide,  

 

 The investigation was subsequently extended to 

albiglutide once it was realized that  

  Once their investigation reached an 

advanced state, the sponsor contacted the FDA by telephone. Following an internal discussion between 

DTP and BMAB the following information request was sent to the sponsor on March 25, which was 

followed by a teleconference. 

BLA 125431 Albiglutide GSK  requests for information and questions to 

be conveyed to the sponsor

1. A copy of all the investigation reports related to the 

Reference ID: 3488110
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Comment to the file:

The sponsor agreed to and provided tentative completion dates for these new PMCs (#1-Jan, 2015 and 

#2-June 2015). These dates are acceptable, as are the dates proposed for the final report submission for 

the previous CMC PMCs-PMC #5 (an UPLC assay for release and stability- May 2015); and PMC #6 (FcRn 

binding assay for monitoring HSA portion of molecule-Aug 2015).
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 issues have been addressed and initial recommendation for approval remains active.

SUSAN L KIRSHNER
04/11/2014
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OBP CMC Review Data Sheet

1. BLA#: STN 125431

2. REVIEW DATE: Feb 14, 2014

3. PRIMARY REVIEW TEAM:
Medical Officer: Kaveeta Vasisht
Pharm/Tox: Ronald Wange
Product Quality Team: João Pedras-Vasconcelos, Arulvathani Arudchandran, 
Montserrat Puig/ Susan Kirshner/ Emanuela Lacana
Immunogenicity: João Pedras-Vasconcelos/Susan Kirshner
BMT or Facilities: Lakshmi Narasimhan Bo Chi/ Patricia Hughes
Clinical Pharmacology: Suryanarayana Sista
Statistics: Bo Li
OBP Labeling: NA
RPM:  Ray Chiang

4. MAJOR 21st Century Review DEADLINES 
Filing Meeting Feb 27, 2013
Mid-Cycle Meeting: June 26, 2013
CMC Extension granted: July 30, 2013
Wrap-Up Meeting: Feb 26, 2013
Primary CMC Review Due: Dec 1, 2013
Secondary Review Due: Dec 17, 2013
CDTL Memo Due: March 10, 2014
PDUFA Action Date: April 15, 2014

5.3.1.4  Reports of Bioanalytical and Analytical Methods for Human Studies

The immunogenicity assays for detection of anti-albiglutide antibodies (Ab; 
screening/confirmatory and neutralizing), anti-HSA antibodies (screening/confirmatory), and 
anti- hGLP-1 (screening, confirmatory, titration, and neutralizing) were previously reviewed by 
the division under IND 65177 (GSK716155/Albiglutide), and were deemed suitable for their 
intended purpose. The anti-albiglutide IgE ab ELISA was reviewed by ONDQA under IND 
65177 during their tenure of the product, and they had deemed it suitable for its intended purpose. 
The sponsor resubmitted the following reviewed reports: 
2010N103951 Validation Report of an Improved Method for screening, confirmation and 
titration of anti-GLP1 antibodies in human serum
2010N108159 Method for the detection of anti-human albumin antibodies in human serum
2010N113641 Validation report of a method for the detection of anti-human albumin antibodies 
in human serum
2010N117330 ELISA for screening confirmation and titration of anti-Glucagon antibodies
2010N117331 ELISA for screening confirmation and titration of anti-GLP-1 antibodies
2011N117983 Neutralizing Antibody assay for GSK716155 in human serum
2011N117984 Method Qualification report for Neutralizing Antibody assay for GSK716155 in 
human serum

Reference ID: 3454863



2011N118005 Validation for the detection of anti-GSK716155 antibodies in human serum
2011N1125834 Assay Qualification report of a GLP-1Neutralizing Antibody assay in human 
serum
2011N1125835 Neutralizing Antibody assay for GLP-1 in human serum
2011N129539 Validation for the detection of anti-GSK716155 IgE antibodies in human serum
2011N122140 Within-Study analytical performance data for the determination of GSK716155 in 
human plasma- a dose finding study of GSK716155 vs Placebo in human plasma for GSK study 
number GLP110932

Reference ID: 3454863
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Proposed Immunogenicity label:

Immunogenicity: 

The detection of antibody formation is highly dependent on the sensitivity and specificity 
of the assay. Additionally, the observed incidence of antibody (including neutralizing antibody) 
positivity in an assay may be influenced by several factors including assay methodology, sample 
handling, timing of sample collection, concomitant medications, and underlying disease. For 
these reasons, the incidence of antibodies to albiglutide cannot be directly compared with the 
incidence of antibodies of other products.

Comment to the file:
In the immunogenicity label, the sponsor chose to include only data from 2098 patients from 7 
phase III studies, where 116 subjects (9 subjects with pre-existing ADA, and 107 treatment-
emergent subjects) tested positive for ADA, leading to an immunogenicity rate of 5.5% 
(116/2098). This is slightly higher than the overall rate and is acceptable.  The opening 
boilerplate sentence from the labeling tool will be added to the label.  At the time this review was 
finalized labeling discussions with the sponsor were ongoing.
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BLA STN 125431

Product USAN name 
TANZEUN (albiglutide)

Manufacturer
Glaxo Smith Kline

Reviewer: João A. Pedras-Vasconcelos
Reviewer: Arulvathani Arudchandran

Reviewer: Montserrat Puig
Secondary Reviewer: Susan Kirshner
Tertiary Reviewer: Emanuela Lacana

Division of Therapeutic Proteins

Reference ID: 3423211
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MONTSERRAT PUIG
12/17/2013

ARULVATHAN P ARUDCHANDRAN
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PRODUCT QUALITY (Biotechnology) 
 FILING REVIEW FOR ORIGINAL BLA/NDA (OBP & DMPQ) 

File Name: 5_Product Quality (Biotechnology) Filing Review (OBP & DMPQ) 022409.doc Page 8 

 
IS THE PRODUCT QUALITY SECTION OF THE APPLICATION FILEABLE?             Yes    No 
 
 
If the application is not fileable from product quality perspective, state the reasons and provide comments to be 
sent to the Applicant. 
 
 
 
Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter. 
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PRODUCT QUALITY (Biotechnology) 
 FILING REVIEW FOR ORIGINAL BLA/NDA (OBP & DMPQ) 

File Name: 5_Product Quality (Biotechnology) Filing Review (OBP & DMPQ) 022409.doc Page 8 

 
If the application is not fileable from product quality perspective, state the reasons and provide comments to be 
sent to the Applicant. 
 
 
 
 
 
 
Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter. 
 
No major potential review issue identified so far. 
 
 
 
 
João A. Pedras-Vasconcelos 
Arulvathani Arudchandran 
Montserrat Puig         signed electronically  
Product Quality Reviewer(s)        Date 
 
Susan Kirshner         signed electronically 
Branch Chief/Team Leader/Supervisor      Date 
 
 
Amy Rosenberg         signed electronically 
Division Director          Date 
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