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This review will be a brief summary of the basis for the regulatory action regarding liraglutide.

Please refer to the reviews in the action package for a more detailed discussion. Liraglutide is

a glucagon-like peptide-1 (GLP-l) analogue. GLP-1 is an intestinal peptide released in

response to food ingestion that has an enhancing effect on insulin secretion when serum

glucose is elevated and also has an inhibitory effect on glucagon (thereby inhibiting hepatic

glucose synthesis) as well as slowing gastric emptying. GLP—l has minimal, if any, effect on

insulin secretion when glucose is normal or low and therefore GLP—l analogues, by

themselves, have less hypoglycemia as compared to some of the other agents used to treat

diabetes. Intrinsic GLP-1 is degraded in minutes by dipeptidyl peptidase IV (DPP-4) which

limits its clinical use; however, the analogues have prolonged pharmacokinetic profiles which

allow a practical dosing interval.

The Agency has recently approved one other GLP-l analogue, Byetta (exenatide) which is

. administered twice—daily as a subcutaneous injection. In addition, several others are in various

stages of development.

As an overview, the efficacy of this drug is not in question. However, there are preclinical and
clinical safety concerns that have led to differing opinions among the reviewers within the

division as to whether liraglutide should be approved for marketing.

Preclinical rodent studies demonstrated C-cell hyperplasia (considered a pre-neoplastic lesion

for medullary thyroid cancer in rodents) and C—cell tumor findings in two different rodent

species (both sexes) at clinically relevant doses. Deciding on a course of action in regard to

this finding is new territory for the agency. As we have yet to encounter this, we have not

determined what this finding may mean in regard to human use and the concern is that it may

be an indication that use of this drug will plaCe humans at risk for medullary thyroid cancer
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(MTC). MTC is a very rare tumor in humans, with about 600 cases a year. Therefore, the

question in regard to this preclinical finding, while probably only applying to a very small

population, is what is the strength of uncertainty and whether or not the clinical benefit/utility

would justify marketing in the face ofuncertainty. If we were to allow marketing, this then

brings into question what type of monitoring would we consider (if any) for What is a very rare

event in humans. It should also be noted that the decision made in this regard does not affect

just Iiraglutide, as Dr. Bruno-Davis has noted that data under review from other GLP—1

receptor agonists with longer half-lives as well as sustained-release formulations of short-

acting analogues suggest that they all have this effect in rodents and that it is probably related
to persistent receptor activation. It is interesting to note that a sustained-release formulation

for exenatide, also seems to exhibit this findings while the immediate—release form did not,

although as I will discuss below, the preclinical studies for the immediate-release form did not

reflect the frequent dosing interval used in humans.

While the pre-clinical findings are the main concern with this application, there are also

cardiovascular and pancreatic clinical issues that need consideration.

Regarding cardiovascular issues, control of hyperglycemia by hypoglycemic drugs has

consistently demonstrated benefits in microvascular outcomes (retinopathy, neuropathy, renal

function) but not so for macrovascular events (stroke, myocardial infarct). This is not a new

finding, as sulfonylurea drugs have carried labeling indicating that they may increase

cardiovascular mortality up to 2.5 times that ofpatients treated with diet alone. However, in

the last two to three years, there have been increasing concerns that other anti—diabetic drugs

may also increase cardiovascular events. This has led to debate regarding the adequacy of

cardiovascular risk assessment during development programs. This is important as

cardiovascular disease is very common in the general population and patients with diabetes

have an additional 2 to 4 times increase risk compared to matched non—diabetic populations.

Therefore, from a population health standpoint, if a drug increases cardiovascular risks it

would affect a very large number ofpatients. These issues were discussed at an Advisory

Committee meeting in July of 2008, where the panel recommended that glycemic control

agents for type 2 diabetes coming before the agency should at a minimum have some type of

screening pre-approval cardiovascular assessment, with further, definitive, post—approval

testing. After much internal deliberation and consideration of the recommendations we

received from AC panel members, we issued a final guidance that incorporated

recommendations from that meeting. This guidance, in accord with the recommendations we

received, allows for two ‘step-wise’ assessments of potential cardiovascular risk during drug

development. Step-one occurs during the development program before marketing, and

requires making a determination that the investigational agent has an upper bound of a two-

sided 95 percent confidence interval for the estimated risk ratio of less than/equal to 1.8

compared to a control group (with a point estimate near unity). This would assure that at a

minimum, the drug does not double the risk of cardiovascular disease. Demonstration that less

than a 1.8 increase exists allows marketing while a longer and larger outcome study is

conducted. The concept is that any further or more definitive pre—approval testing would be

too burdensome to drug development, but this level of definition described above would be

feasible/practical and would provide some assurances while further testing was underway.

Further testing would be accomplished by a larger outcome study that must demonstrate that

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


the investigational agent has an upper bound of a two-sided 95 percent confidence interval for

the estimated risk ratio of less than/equal to 1.3 (rule out a 30% increase, smallest amount of

difference felt to be generally practical) compared to a control group in order for continued

marketing to occur.

These principles incorporate recommendations from the advisory committee. The details of

this approach are outlined in the guidance], but of relevance is that at the time of issuance of
the guidance, three NDAs were in review. We concluded that recommendations should apply

to all ongoing programs including those with applications pending with the agency at the time

of guidance issuance. Although not totally in alignment with the guidance, liraglutide as well

as saxagliptin seemed to, imspirit, fulfill ‘step-one’ and both were presented at a subsequent

advisory committee meeting for discussion. The majority of the panel at that meeting voted

that liraglutide (and saxagliptin) had fulfilled step-one requirements which would allow for

marketing while awaiting the results of a definitive study. 7

Pancreatitis has been identified in post-marketing reporting with the use of incretin-based

therapies. We have received reports for both exenatide (Byetta) and sitagliptin (Januvia—a

dipeptidyl-peptidase IV inhibitor) and these reports also included cases of

hemorrhagic/necrotizing pancreatitis. While the preclinical animal studies and pre-marketing
clinical development program for exenatide and sitagliptin did not detect a signal, a recent

publication2 in a transgenic rat model that expresses human islet amyloid polypeptide (IAPP or
amylin) did note that rats exposed to sitagliptin increased pancreatic ductal cell turnover,

demonstrated metaplasia of these cells and one animal had pancreatitis (hemorrhagic). While

further exploration of these findings is necessary, this does provide a possible mechanistic

hypothesis for pancreatitis in regard to drugs that exert there effects through the incretin

system. The published report referred to above along with the post—market reports gives us

great concern and will lead us to have further studies in animal models that are a closer

approximation to the disease state of Type 2 diabetes.

The preclinical evaluation for liraglutide did note increased pancreatic organ weight, but
treatment-related microscopic pathology, overt pancreatitis or pancreatic cancer was not

identified. Other studies conducted in a variety of animal models that give a closer

approximation to Type 2 diabetes (insulin deficiency but not resistance as noted in Dr. Parks

memo), did not reveal any serious gross pancreatic pathology although none of these models

display the complete clinical presentation of diabetes and were not performed as toxicology

studies so they did not include careful histopathology evaluations. However, there were

several cases of pancreatitis in subjects during the liraglutide clinical development program,

with a greater number associated with the use of liraglutide than controls, even after correcting

for exposure. This adds to the body of evidence that is accumulating that incretin-based

therapies may have some type of detrimental effect in the pancreas.

1 Diabetes Mellitus-Evaluating Cardiovascular Risk in New Antidiabetic Therapies to Treat Type 2 Diabetes,
December 2008, Clinical/Medical.

2 Matveyenko AV, Dry S, Cox HI, Beneficial endocrine but adverse exocrine effects of sitagliptin in the human
islet amyloid polypeptide transgenic rat model of type 2 diabetes: interactions with metfonnin. Diabetes. 2009
Jul; 58(7):1604-15
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I will discuss these issues as well as provide an overview of the efficacy findings below.

Efficacy

This has'been thoroughly discussed in Drs. Derr, Yanoff, Joffe and Parks reviews and I agree
with their conclusions. The following table from Dr. Parks review (Page 17), summarizes the

important randomized trials.

Table 7.1 Summary of Pivotal Phase 3 Studies
Study # Treatment Groups - Background Mean Baseline Mean

Therapy HbAlc Duration of

  

 
Diabetes (yrs) _.

Study 1573 Lira 1.2 mg Diet and exercrse 8.2 5.4

Lira 1.8 mg .
Glimepiride 8 mg

 
 

Study 1572 Lira 06 mg + met 2g Metformin 8.4 7.4
L1ra12 mg + met 2g
Lira 1.8 mg + met 2g
Metformin 2g
Glimepiride 4mg + metformin 2g

Study 1436 Lira 0.6 mg + glim 4mg Glimepiride 8.4 7.9
Lira 1.2 mg + glim 4mg
Lira 1.8 mg + glim 4mg
Glimepiride 4 mg
Rosiglitazone 4 mg + glim 4mg

 
  

Study 1574 Lira 1.2 mg + met 2g + rest 8 mg Metformm + 8.5 9.0
- Lira 1. 8 mg + met 2g + rosi 8 mg rosiglitazone

Met-formin 2g + rosi 8 mg

Study 1697 Lira 1.8 mg + glim 4 mg +- met 2g Metformin + 8.3 9.4
Glim 4 mg + met 2 g glimepiride
Insulin glargine + glim 4 mg + met 2g

The primary endpoint was change from Baseline of HbAlc either after 52 weeks (Study 1573)

or 26 weeks (remaining studies). The review team concluded that the 0.6 mg dose

demonstrated minimal efficacy compared to the 1.2 mg and 1.8 mg doses. The following table

from Dr. Joffe’s review (Page 17) summarizes the findings from these trials.

 

Table 3. Change from baseline in HbAlc (%)
intent-to-treat 0 n ulation with last-0bservation—earried-forward

Ad'usted Change with lira relative Change with lira relative to
J to chan_e with lacebo chane with com . arator

changeiSEN BaselineiSD mean Mean difference- Mean differencep-value95% CI 95% CI 
Monothera Stud 1573 —52 weeks

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


