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Briefing In Content:

Merck submitted this NDA for seeking approval of fixed dose combination drug products of Sitagliptin and

. Metformin. Sitagliptin phosphate (MK-0431) is a potent and selective dipeptidyl peptidase-4 (DPP-4)

inhibitor developed by Merck & Co., Inc. for the treatment of type 2 diabetes mellitus, which is

currently with the Agency for review under NDA21-995. Metformin hydrochloride is an approved anti-

hyperglycemic agent widely used for the treatment of type 2 diabetes mellitus. TIE: sponsor has

developed an immediate release product containing a fixed dose of sitagliptin phosphate and multiple

dose levels of metformin hydrochloride for the treatment of patients with type 2 diabetes who are not

adequately controlled with either agent alone or patients already being treated with the combination of

sitagliptin and metformin. Two dose strengths of a film-coated fixed-dose Combination (FDC) tablet

have been developed for the US. market: sitagliptin/metformin 50/500 mg/mg and 50/ 1000 mg/mg.

To support this combo drug product, the sponsor submitted three new PK studies, two of which are BE studies,

and one of which is PD study. All three studies were conducted in healthy subjects:

1) Study P38 (BE with test formulations)

A 2-Part, Open-Label, Randomized, 3—Period Crossover Study to Evaluate the Pharmacokinetic Profiles of MK-

0431 and Metformin After Oral Administration of Single Doses of MK-043 l/Metforrnin Fixed~Dose
Combination Tablet Probe Formulations or Coadministration of MK-0431 With Metforrnin as Individual

' Tablets to Healthy Adult Subjects

2) Study P48 (BE with commercial formulations)

An Open-Label, Randomized, Two—Part, Two-Period Crossover Study to Demonstrate the Definitive

Bioequivalence After Administration of the Final Market Image (FMI) of the MK-043l/Metformin 50/500 mg

and 50/1000 mg Fixed-Dose Combination (FDC) Tablet and Concomitant Administration of 50-mg Doses of

MK-043l and 500- or 1000-mg Doses of Metforrnin as Individual Tablets to Healthy Adult Subjects

3) Study P50 (PD study)

This is a randomized, placebo-controlled, double-blind, doublevdummy, four-period crossover study to assess

the effects of concomitant administration of sitagliptin and metforrnin alone and in combination on post-meal

incretin hormone concentrations in healthy adult subjects. The objectives are to determine the effect of

concomitant administration of sitagliptin and metforrnin on post-meal plasma incretin hormone concentrations ‘(e.g.,

active and inactive and/or total glucagon-like peptide-l [GLP-1] and gastric inhibitory peptide [GIP] concentrations,

the ratio of active to total GLP-1 and GIP concentrations) in healthy adult subjects. This study is to assess the effects
of sitagliptin and metforrnin on post-meal incretin hormone (active and total GLP-1 and GIP) concentrations after

concomitant administration of sitagliptin and metformin and after administration of sitagliptin alone, metforrnin alone

and placebo in healthy adult subjects. In each 2-day treatment period, subjects were randomized to receive either

sitagliptin alone (active sitagliptin and placebo to metformin), metforrnin alone (placebo to sitagliptin and active

metformin), concomitant administration of sitagliptin, and metformin or placebo (concomitant administration of

placebo to sitagliptin and placebo to metformin) according to a computer-generated allocation schedule (see treatment
schedule below). Each subject received all treatments and there was a minimum of a 7-day washout interval between

the last dose of study drug in one treatment period and the first dose of study drug in subsequent treatment periods.
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The Sponsor cited many supportive studies in NDA21-995 including drug interactiOn studies between
sitagliptin and metformin.

The sponsor has developed dissolution specification for this combo drug product: no less than ..—— dissolved in
20 min.

Appears This Way
On Original
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