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sulfonylurea or insulin.

The safety and efficacy of albiglutide is supported by an extensive database.  I therefore 
recommend an Approval action.

Efficacy

Below are the pivotal Phase 3 trials reproduced from Dr. Mohamadi’s review (Page 15-16):

Pivotal Phase 3 Trials for the Type 2 Diabetes Indication
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The primary endpoint was the change in HbA1c from baseline to the primary assessment time 
point (26, 32, 52 or 104 weeks).  Secondary endpoints included change from baseline in 
HbA1c over time, change from baseline in fasting plasma glucose (FPG), proportion of 
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subjects achieving HbA1c treatment goal of <6.5% or <7.0%, time to hyperglycemia rescue 
and change from baseline in body weight.

The table below summarizes the primary efficacy results (Dr. Mohamadi’s review, page 19):

Reference ID: 3489522



5

Compared to placebo, albiglutide provided a mean baseline reductions of HbA1c of -0.7% to -
0.89% for 30 mg and 50 mg doses respectively.  Mean differences from placebo were -0.84% 
and -1.04% for 30 mg and 50 mg doses respectively.  Albiglutide has efficacy as add-on 
therapy to various agents and provided slightly greater efficacy when compared to sitagliptin 
and glimepiride but did not establish non-inferiority to pioglitazone or liraglutide.  Secondary 
endpoints generally supported primary efficacy results.  Subjects treated with albiglutide in 
general did not gain weight compared to other active agent comparisons and in particular 
compared to insulin and sulfonylurea.

These studies demonstrate that albiglutide is effective at improving glycemic control in Type 2 
diabetic subjects under a variety of relevant clinical use conditions.  

Safety

The major safety database was comprised of 4,400 subjects participated in the seven integrated 
Phase 3 trials, 2,116 exposed to albiglutide and 2,284 exposed to placebo or active 
comparators.  The overall safety profile is similar to other members of the GLP-1 class.  Some 
imbalances not recognized with other GLP-1 drugs were identified and are presented in the 
table below reproduced from Dr. Mohamadi’s review (page 30).
Table 10: Serious adverse events identified by Dr. Vasisht with >2 cases and a
greater numerical incidence among albiglutide-treated patients than 
comparators

System Organ Class

All Comparators
(N=2284)

n
%

Albiglutide
(N=2116) 

n
%

235 10.3 224 10.6

Infections and infestations
Pneumonia (including lobar) 3 0.2 12 0.5
Appendicitis (including perforated) 0 5 0.2

Cardiac disorders
Atrial fibrillation 2 0.1 9 0.4
Myocardial infarction 3 0.1 5 0.2
Arteriosclerosis coronary artery 0 3 0.1

Gastrointestinal disorders
Gastritis 0 3 0.1
Pancreatitis 1 0 3 0.1

Nervous system disorders
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Modified from ISS Table SP3-19.1.1, Page 10447.

Specifically, imbalances based on few events, were noted for appendicitis, pneumonia, as well 
as atrial fibrillation and the team has recommended that these go into labeling.  It is always 
difficult to evaluate a potential safety signal based on few events.  In this instance, we are 
fortunate that a large CVOT will help better define these signals going forward.  Therefore, it 
is reasonable to be cautious in regard to warning about potential problems while we await 
further safety information.

The cardiovascular evaluation of albiglutide fulfilled criteria from the 2008 guidance that 
would allow marketing pending a post-marketing required cardiovascular outcome trial.  This 
is demonstrated in the table below from Dr. Mohamadi’s review (page 40-41).

Primary analysis results for MACE+ (CVE, on-study)

As would be expected from an injectable peptide, albiglutide is immunogenic and 4.4% of 
subjects across the program developed albiglutide antibodies.  Serious adverse event rates 
occurred at similar rates between antibody-positive and antibody-negative subjects receiving 
albiglutide.  Injection site reactions occurred more frequently in the albiglutide treated group 
compared to placebo-treated subjects (17.6% vs. 7.5%).  In albiglutide-treated subjects, severe 
reactions occurred 1.9% of the time compared to none in placebo-treated subjects.  

Advisory Committee Meeting

An AC meeting was not held as albiglutide is not the first drug approved in its class, the safety 
profile is similar to that of other drugs in the GLP-1 class, the clinical study design is 
acceptable and evaluation of safety data did not raise significant safety or efficacy issues that 
were unexpected for a drug of this class in the intended population.  

Conclusions and Recommendations

Transient ischemic attack 3 0.1 7 0.3
Cerebrovascular accident 3 0.1 6 0.3
Migraine 1 0 3 0.1
General Disorders
Non-cardiac chest pain 4 0.2 5 0.2

Vascular disorders
Deep vein thrombosis 1 0 3 0.1
Respiratory, thoracic and mediastinal 
disorders
Asthma 1 0 4 0.2
Pulmonary embolism 1 0 3 0.1
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Albiglutide has demonstrated efficacy for the 30 mg and 50 mg doses administered once 
weekly with suggestions of dose ordering.  The safety profile is similar to that of already 
approved GLP-1products with the exception of some imbalances in adverse events based on 
limited numbers as noted above.  Several PMRs are planned for further evaluation of these 
findings. Toward the end of the review cycle, FDA was made aware of a new process related 
impurity.  The sponsor had already done extensive investigation before alerting the Agency.  
Upon review of additional documents provided, the CMC team believed that product quality 
and sterility would not be impacted and recommend approval.  

I recommend approval of albiglutide.
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