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1. EXECUTIVE SUMMARY

PrandiMetTM tablets (repaglinide/metformin hydrochloride (HCI) fixed dose combination
(FDC) tablets) were developed based on marketed products repaglinide tablets and metformin
tablets. The non-proprietary names of the two drug substances in the FDC tablets are repaglinide
and metformin hydrochloride. The solid dosage form tablets are for oral use and are produced in
two strengths:

* Repaglinide 1 mg, metformin HCI 500 mg
* Repaglinide 2 mg, metformin HCI 500 mg

.
b(4)

,

The sponsor stated, “Clinical trial AGEE-053, originally submitted with the repaglinide NDA
20-741, demonstrates that combination therapy with repaglinide and metformin provides a level
of glycemic control significantly greater than that of each individual component alone.
Furthermore, the bioequivalence trial NN4440-1753 establishes that fixed dose combination
tablets are bioequivalent to concomitantly administered repaglinide and metformin.”

Note: New Drug Application is abbreviated by NDA. Tables and Figures presented in this
document are referenced by “below” or “above”. Those referenced with an extended numbering
system are in the NDA Study Report.

1.1 Conclusions and Recommendations

These are open-label studies. I do not know how it has been guaranteed that no bias could occur;
e.g., evaluation bias.

Apart from issues of credibility, the data available to me provide the statistical evidence in favor

of the superiority of the combination repaglinide/metformin to the pooled group of the two arms
metformin alone and gliclazide alone. The data do not provide the statistical evidence in favor of
the superiority of the combination repaglinide/metformin to gliclazide alone.
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1.2 Brief Overview of Clinical Studies
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1.3 Statistical Issues and Findings

These are open-label studies. I do not know how it has been guaranteed that no bias could occur; e. g.,
evaluation bias.

I do not agree with the sponsor’s argument for open-label, “This trial was conducted as an open-
label trial (see Section 5.1). Blinding was considered unfeasible due to the number of tablet
administration necessary to maintain blinding, given the different timing of administration of the
different treatments.” Placebo tablets can easily be used for all the time-slots, even if the drug
does not need to be administered for a particular arm, to maintain the blind.

In 'Stud‘y 3017, the sponsor did not plan to show that the combination is superior to each
component. The primary analysis was the comparison between the repaglinide/metformin
combination therapy arm and the pooled gliclazide and metformin monotherapy arms.

Apart from issues of credibility, the data available to me provide the statistical evidence in favor
of the superiority of the combination repaglinide/metformin to the pooled group of the two arms
metformin alone and gliclazide alone. The data does not provide the statistical evidence in favor
of the superiority of the combination repaglinide/metformin to gliclazide alone.



2. INTRODUCTION

PrandiMetTM tablets (repaglinide/metformin hydrochloride (HCI) fixed dose combination
(FDC) tablets) were developed based on marketed products repaglinide tablets and metformin
tablets.

PROPOSED INDICATIONS AND USAGE

* PrandiMet is indicated as an adjunct to diet and exercise to improve glycemic control in
patients with type 2 diabetes mellitus when treatment with dual repaglinide and metformin
therapy is appropriate.

Important limitations for use: PrandiMer should not be used in patients with type 1 diabetes, for
the treatment of diabetic ketoacidosis or patients with known hypersensitivity to repaglinide,
metformin hydrochloride or any inactive ingredients in PrandiMet.

2.1 Overview

Repaglinide is an oral blood glucose-lowering drug of the meglitinide class used in the
management of type 2 diabetes mellitus (also known as non-insulin dependent diabetes mellitus
or NIDDM). Repaglinide, S(+)2-ethoxy-4(2((3-methyl-1-(2-(1-piperidiny!) phenyl)-butyl)
amino)-2-oxoethyl) benzoic acid, is chemically unrelated to the oral sulfonylurea insulin
secretagogues.

Metformin hydrochloride (N,N-dimethylimidodicarbonimidic diamide hydrochloride) is an oral
blood glucose-lowering drug of the biguanide class. Metformin HCl is not chemically or
pharmacologically related to any other classes of oral antihyperglycaemic agents.

PrandiMet combines two anti-hyperglycemic agents with different mechanisms of action to
improve glycemic control in patients with type 2 diabetes.

Repaglinide Repaglinide lowers blood glucose levels by stimulating the release of insulin from
the pancreas. This action is dependent upon functioning beta (8) cells in the pancreatic islets.
Insulin release is glucose-dependent and diminishes at low glucose concentrations. Repaglinide
closes ATP-dependent potassium channels in the 8-cell membrane by binding at specific sites.
This potassium channel blockade depolarizes the 8-cell, which leads to an opening of calcium
channels. The resulting increased calcium influx induces insulin secretion. The ion channel
mechanism is highly tissue selective with low affinity for heart and skeletal muscle. Metformin
hydrochloride Metformin HCl is an anti-hyperglycemic agent, which improves glucose tolerance
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in patients with type 2 diabetes by lowering both the basal and postprandial plasma glucose.
Metformin decreases hepatic glucose production, decreases intestinal absorption of glucose, and
improves insulin sensitivity by increasing peripheral glucose uptake and utilization. With
metformin hydrochloride therapy, insulin secretion remains unchanged while fasting insulin
levels and day-long plasma insulin response may actually decrease.
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- The most important difference between the two clinical trials AGEE/DCD/053/ AUS and AGEE-

3017 was that AGEE/DCD/053/AUS enrolled subjects who had previously failed oral
monotherapy, while study AGEE-3017 enrolled OAD-naive patients, resulting in a somewhat
higher duration of diabetes and somewhat higher incidence of pre-existing complications of
diabetes in study AGEE/DCD/053/ AUS as compared to AGEE-3017. The two studies
AGEE/DCD/053/AUS and AGEE-3017 showed small differences in the overall incidence of
pre-existing neuropathy (15.9% vs. 19.0%) or pre-existing retinopathy (8.5% vs. 2.5%); however
the reported overall incidence of pre- ex1stmg nephropathy was notably higher in the population

of study AGEE/DCD/ 053/AUS (14.6% vs. 1

.2%). The age of enrolled subjects was also slightly

younger for study AGEE-3017 than AGEE/DCD/053/AUS. Average weight and average BMI
values of enrolled subjects were also somewhat lower for study AGEE-3017 than
AGEE/DCD/053/AUS, perhaps due to differences of ethnic origin in populations (Australian

demographics vs. Asian).



Subject Disposition: Studies AGEE/DCD/053/AUS and AGEE-3017
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Cross reference: Module s, 350, ‘study’ rcport ‘AGEEMICD/OSHAUS Tables 6- 1, 6-2. 6-3: Module 3351, AGEE-3017 Supplemental Tavles 2 and 3.

2.2 Data Sources

Best Possible Copy

Location of the NDA in EDR (electronic documents room):
\Cdsesub \EVSPROD\NDA022232\0000

Statistical Amendments:

\\CDSESUB1\EVSPROD\NDA022232\0012\ml\us\cover. pdf

\\CDSESUBl\EVSPROD\NDAO22232\0013\m1\us\ cover.pdf
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STATISTICAL EVALUATION

3.1 Evaluation of Efficacy

This Section contains the Subsections Study Design and Endpoints; Patient Disposition,
Demographic and Baseline Characteristics; Statistical Methodologies; Results and
Conclusions.

A list of abbreviation and definition of terms has been provided in the SNDA and is reproduced
in this document as Appendix 1.

3.1.1 Study AGEE-3017

Study Design and Endpoints

This was a multi-centre, multinational, open-label, randomized, parallel group trial of 16 weeks
duration.

The trial included a screening visit to assess subjects’ eligibility followed by a 4- week run-in
period and randomization to either combination treatment or monotherapy for a 4-week titration
period followed by a 12-week maintenance period.

At the end of the trial all subjects continued on commercially available treatment. There was no
follow-up period.

170 patients, repaglinide plis metformin

| 340 treatment V

85 patienits, gliclazide.

 85.patients, metformin

~ Randomisation  Titeation (4 weeks)

CWeeks . Aweeks 0 2weeks  4weeks -
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Treatment Regimen
Repaglinide and Metformin Combination Therapy

Repaglinide 0.5 mg, 1 mg and 2 mg tablets were supplied. Subjects started with 0.5 mg
repaglinide per meal from visit 2. They were instructed to take one dose with each main meal,
usually three main meals (breakfast, lunch and dinner) per day, but not less than two and not
more than four meals per day. When a meal was omitted, the dose was not taken. Subjects also
started with 500 mg metformin in the evening per day from visit 2.

After 2 weeks of titration, if the FPG (4.2-6.2 mmol/L) and 2-hr PPPG (< 10.4 mmol/L) targets

were not achieved, the dose of repaglinide was titrated up to a maximum of 2 mg and metformin
up to a maximum of 1500 mg. The titration continued until the treatment goals were achieved at
the end of the 4-week titration period (visits 2 and 4).

The titration of repaglinide was done based on 2-hr PPPG and metformin based on FPG values
recorded in the patient diaries.

Metformin Monotherapy

Metformin 500 mg tablets were supplied. Treatment was initiated as 500 mg twice daily and
titrated up to a maximum of 2500 mg based on FPG. Starting dose and dose adjustments were
performed at the investigators’ discretion and manufacturer’s local product information.

Gliclazide Monotherapy

Gliclazide 80 mg tablets were supplied. Treatment was initiated as 80 mg once daily and titrated
up to a maximum of 320 mg (divided over 160 mg) based on FPG. Starting dose and dose
adjustments were performed at the investigator’s discretion and manufacturer’s local product
information.

Trial Population

A total of 340 subjects were planned to be enrolled in the trial. The inclusion and exclusion
criteria reflected the intent of enrolling a wide range of subjects, while excluding those who
exhibited poor compliance and those with poor function of organ systems involved in
drug/glucose metabolism.

Variables for Evaluation

The purpose of the trial was to determine whether there was a difference between combination
therapy-of repaglinide and metformin and conventional treatment with a sulphonylurea or

metformin in monotherapy for the following variables:

12



- The primary endpoint of the efficacy assessment of glycaemic control was the change in HbAlc
from visit 2 to visit 6.

The secondary efficacy endpoints included the changes from visit 2 to visit 6 in FPG, 2-hr PPPG,
7-pt PG profile (change from pre-visit 3 to visit 6 in FPG and visit 6 mean delta PG), fasting
lipids, QoL assessment and treatment satisfaction.

- Safety — adverse events (AEs), hypoglycaemic events, physical examination, vital signs and
electrocardiogram (ECG), haematology and biochemistry.

Patient Disposition

As summarised in Figure below, 322 subjects were randomised to three treatment groups in the
ratio 2:1:1 with 163 subjects in repaglinide and metformin combination therapy, 82 subjects in
metformin monotherapy and 77 subjects in gliclazide monotherapy.

One subject from the metformin monotherapy group was wrongly randomised to receive
repaglinide and metformin therapy and thus excluded from ITT population.

" Screened n=521 .

" Screening failures
=199

v

| AR

Randomised n=322

repaglinde+metformin
- n=163 ST

‘other reasons.
| s e
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Cumulative treatment exposure for the ITT population

100{ —— -

% of Subjects,

T Gliclazide Meﬂurmm 1 Repagﬁmde I

The numbers of subjects exposed to study drug at the start of the trial were 81, 77, and 163
subjects in the gliclazide, metformin, and metformin/repaglinide groups, respectively. Twenty
subjects across the three treatment groups (4, 5, and 11 subjects in the gliclazide, metformin, and
metformin/repaglinide groups, respectively) did not have exposure information after the first
treatment day (Visit 2). Although it is not known when these twenty subjects stopped taking
treatment during the trial, they were removed from the cumulative exposure at Week 2.

As shown in Table below, 258 subjects completed the trial, with 129 subjects from repaglinide
and metformin combination therapy and 129 subjects from the two monotherapy groups (68
subjects from metformin monotherapy and 61 subjects from gliclazide montherapy). Of the 321
subjects from ITT population, 175 subjects (54%) fulfilled the criteria for PP population.

Subject Disposition

Appears This Way
On Original
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WY CR 129 (790

s cam

pulation - R Lt
Iitention to Treat (ITT) 158 ¢ 99%) 163 (100%) 321.%10Q%9
per protocol (pPP) e (5T 84 (526 175 (54%)

 subjece fron Wetformin monotherapy was excluded from ITT analysis. -
Demographic and Baseline Characteristics

The demographic and baseline characteristics are shown in Tables below.

Mean age was 50.7 years for combination therapy and 49.8 years for monotherapy groups.
Overall, there were more female subjects (57.7% and 54.4%) than male subjects (42.3% and
45.6%) in both the combination therapy and monotherapy groups. Mean weight was similar in all

treatment groups (67.1 kg and 67.0 kg). BMI was 26.1 kg/m2 for combination therapy and 25.8
kg/m2 monotherapy groups.

Demographic and Baseline Characteristics:

Appears This Way
On Criginal
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No major imbalance is seen between the treatment arms.

As shown in Table below, there was not much difference in duration of diagnosed diabetes
between the combination therapy group (2.70 years) and monotherapy group (2.48 years).

Diabetes complications such as retinopathy, nephropathy, neuropathy and macroangiopathy were
absent in 81.0% of the subjects in all treatment groups.

HbA1c at visit 1 was similar in both treatment groups at 9.2% for combination therapy and 9.1%
“for monotherapy groups.

Diabetes History:

Appeais This Way
On Criginal
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Statistical Methodologies

The following is quoted from the Statistical Analysis Plan, dated Feb. 13, 2004:

“3 Analysis Sets

Patients once withdrawn or dropped out cannot be included again and patients leaving the
trial prematurely will not be replaced.

- The ITT population will consist of all subjects who were randomized, exposed to at least one
dose of the trial product or who return for at least one visit after treatment initiation. This
would include data from subjects who withdraw or drop out.

The PP population will consist of all subjects who were exposed to trial product, and who
have not violated inclusion and exclusion criteria, and did not meet any withdrawal criteria
or any other aspect in the protocol in general.

Overall compliance with the trial medication, based on the overall trial period assessment
and the by visit assessment. As the dosing is relative to number of meals per day (between 2
and 4 per day), the drug compliance is interpreted in a broader manner. Compliance is
defined as taking more than 80% of the lower range and less than 110% of the higher range
of suggested medication during the period of treatment.

The exclusion of a subject or observation from the PP population must be a joint decision of
the trial manager, medical writer and the statistician. The subjects or observations to be
excluded and the reason for their exclusion must be documented and signed by all parties.
All these must take place before the database release.



Efficacy analyses will be based on both ITT and PP populations.
Safety analyses will be based on the ITT population defined above.

All other tables and graphs will be based on ITT population unless otherwise stated.

Statistical Methodology

The null hypothesis of interest is: no difference between combination therapy (repaglinide
and metformin) and monotherapy (gliclazide or metformin monotherapy).

Comparison of combination therapy versus the two individual monotherapies will not be
made as the study is not powered to do so. Rather the two monotherapy groups will be
combined together for testing.

The main statistical analysis will be made on ITT population. All tests will be two-sided with
a significance level of 5%.

The analysis of FPG and mean delta PG will be carried out following the LOCF principle.
6.1 Efficacy Endpoints Primary Efficacy Endpoint

Change in HbAlc (from Visit 2 to 6)

6.2 Primary Analysis Analysis of variance (ANOVA) techniques will be used for
comparison of HbAlc between the combination therapy and monotherapy groups. The two
monotherapy groups will be combined together for testing.

Estimates for the mean difference for each of the three treatment groups will be given
together with the 95% confidence interval. The treatment difference between combination
and each of the two monotherapies will also be estimated. However, statistical testing will

not be performed.

6.3 Presentation of Primary Endpoint The results of all statistical analyses will be tabulated.
HbAlc results will be fwrther summarised by visit.

HbAIc will be presented graphically by visit, showing mean curve with 95% confidence
limits. A subject-by-subject listing of HbAlc values at Visit 1,2 and 6 will be provided.

6.4 Secondary Endpoints Secondary Efficacy Endpoints

Change in FPG (Visit 2 to 6) Change in 2hr post-prandial plasma glucose (Visit 2 to 6) 7-
point glucose profile (mean delta PG at Visit 6, Change in FPG from Visit 3 to 6) Change in
Fasting lipids (Visit 2 to 6) Quality of life assessment Treatment satisfaction

6.5 Secondary Analyses Secondary Endpoints '

As there are three 7-point plasma glucose profiles recorded in Visit 3, the average of the first
two 7-point profiles will be presented as Pre-Visit 3 and the last one as Visit 3.

The change of FPG for analysis means the change of the plasma glucose before breakfast
from Pre-Visit 3 to Visit 6.

18



All secondary endpoints, except Quality of life assessment and Treatment satisfaction, will
be analysed using ANOVA model. Covariate adjustments will be made if indicated by the
data. A superiority test will be performed between combination therapy and monotherapy
groups. The treatment difference (combination therapy - monotherapy) will be estimated.
However, statistical testing wili not be performed for one to one comparison.

For the analysis of QoL endpoints, Kruskal-Wallis test will be applied between the
combination therapy and monotherapy groups.

WHO-DTSQ questionnaire: scores of items 1,4, 5, 6,7 and 8 will be totaled. For items 2 and
3, analysis will be done separately.

WHO- 10 Well-Being Index questionnaire: scores will be totaled.”

Results and Conclusions
The ITT analysis included 321 subjects while the PP analysis included 175 subjects.
The primary efficacy endpoint was the change from baseline (visit 2) to visit 6 in HbAlc.

HbAlc

The mean HbA lc over time by visit is presented in the Figure below for the ITT population (and
in EOT Table 18 for the PP population, in the NDA study report).

At baseline, there was not much difference in HbA 1¢ between the repaglinide and metformin
combination therapy group (9.00 + 1.38%) and the metformin/gliclazide monotherapy group
(9.02 £ 1.31%). At the end of the treatment period, both treatment groups showed a reduction in
HbAlc from baseline. Mean HbAlc was lower in the combination therapy group (6.85 + 1.12%)
than in the monotherapy group (7.38 + 1.32%). Similar results were observed in the PP
population. :

Mean HbAlc + SEM by Visit - ITT population:

Appears This Way
On Original
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Analysis of Change in HbA lc

The analysis of change in HbA 1¢ from baseline to visit 6 in each treatment grdup and between
treatment groups is shown in Table below for the ITT population (and in EOT Table 19 for the
PP population, in the NDA study report).

The reduction in mean HbA 1¢ (SEM) at the end of the treatment period was greater in the
combination therapy group (-2.129 + 0.11%) compared with the monotherapy group (-1.639+
0.11%), without adjustment for centre effect. The result was the same after adjusting for centre
effect between combination therapy and monotherapy groups.

There was a statistically significant difference in the treatment between combination therapy and
monotherapy groups, with (-0.493 £ 0.15%, 95% C1=-0.782;-0.204, p=0.001) or without (-0.490
+0.15%, 95% CI=-0.789;-0.191, p=0.001) adjustment for centre effegt.

Analysis of Change in HbA lc from Visit 2 to Visit 6 — ITT population
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The values of the cumulative distribution of patlents at baseline (Visit 2) and at the end of the
study (Visit 6) are presented below.

Appears This Way
On Original
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Secondary Evaluations

The secondary efficacy endpoints were the changes from baseline to visit 6 in FPG, 2-hr PPPG,
7-pt PG profile (change from pre-visit 3 to visit 6 in FPG and visit 6 mean delta PG), fasting
lipids, QoL assessment and treatment satisfaction.

FPG

The mean FPG over time by visit is presented in Figure below (and EOT Table 8 for the ITT
population and EOT Table 20 for the PP population, in the NDA study report).

FPG Mean + SEM by Visit— ITT population:
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At baseline, there was not much difference in mean FPG between the combination therapy group
(10.93 £ 3.41 mmol/L) and monotherapy group (10.65 + 2.74 mmol/L). At the end of the
treatment period, FPG was lowered in both treatment groups with the combination group (7.43
2.38 mmol/L) lower than the monotherapy group (8.05 + 2.44 mmol/L). The slight increase
observed from visit 4 (7.10 + 1.57 mmol/L for combination therapy and 7.93 + 2.27 mmol/L for
monotherapy) to visit 6 is due to the non-optimal dosing or titration. Similar results were
observed in the PP population (EOT Table 20 of the NDA study report).

Analysis of Change in FPG

The analysis of change in FPG from visit 2 to visit 6 in each treatment group and between
treatment groups is shown in Table below for the ITT population (and EOT Table 21 for the PP
population, in the NDA study report).

The reduction in FPG (SEM) at the end of the treatment was greater in the combination therapy
group (-3.532 + 0.24 mmol/L) than in the monotherapy group (- 2.562 + 0.24 mmol/L), without
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adjustment for centre effect. Similar results were observed in the PP population (EOT Table 21
of the NDA study report).

There was a statistically significant difference in the treatment between the combination therapy
and monotherapy groups (-0.970 + 0.34 mmol/L, 95% CI=- 1.633;-0.308, p=0.004), without
adjustment for centre effect.

Analysis of Change in FPG from Visit 2 to Visit 6 — ITT population

MET/GLT . METHREP ETHREP) = (MET/GLT)

‘No adjustment

An asterisk(*) indicates statistical significance at 5% Tevel.

Note: The sponsor’s and this reviewer’s analyses of HBAIc and FPG provided statistically
significant p-values for the comparisons pre-specified in the Statistical Analysis Plan.

3.2 Evaluation of Safety

This reviewer did not perform any formal safety evaluation but was available to the clinical
reviewer for statistical consultation.

4. FINDINGS IN SPECIAL/SUBGROUP POPULATIONS

Clinical trial AGEE/DCD/053/AUS was conducted in a patient population that had previously
shown inadequate response to OAD monotherapy (metformin), and study AGEE-3017 was
conducted in a population of OAD-naive patients. There were differences in the baseline ‘
characteristics of these two patient populations which were consistent with such differences in
the stage of disease progression/severity: subjects were slightly older in study
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AGEE/DCD/053/AUS as well as having a sllghtly longer duration of dlabetes and a higher
reported incidence of nephropathy.

The sponsor stated, “Taken together, available clinical trial data indicate that a
repaglinide/metformin combination formulation (such as NN4440) will provide acceptable

efficacy for use 1n patlents who had previously failed to achieve glycemic control using OAD
monotherapy, o

Nt
Note: The absence of statistically significant interaction p-values does not assure that there is
really no interaction.

On the other hand, adjustments for so many subgroups cannot be properly done, without pre-

specifying which subgroup results will be confirmatory. Therefore, it is possible to see some
significant interaction p-values out of so many p-values, even if there is really no interaction.

Results of these demographic characteristics (at baseline) and other prognostic factors were
presented before. There were no major baseline imbalances.

4.1 Gender, Race, and Age

Efficacy Response by Age Group

Analysis of Changes in HbAlc (%) from Visit 2 to Visit 6 (Subjects < 65 Years): Study AGEE-

3017 (ITT Population)
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Analysis of Changes in HbAlc (%) from Visit 2 to Visit 6 (Subjects > 65 Years): Study AGEE-
3017 (ATT Population)

MET ) Gl “MET+REP o (MET+REP)\{ET (MET+REP) - GLI
ﬁjustiifg‘ for¢entre ) S : .
LSMean(SEY- -0 o SLO36N0SE ~LBGE(0.61). Zssroaly : 0712067}
9BCT, [2:148,0:076] o [R42.0:595] ST 210689
“pyvalue LT : ' R o301
~L367(045). POy <056 (055) - -0.108(0.60)
[-2:283.:0:450] (287115741 [-1.978,0267) [51.333,1:147)

T 1 £ 0859

The only statistically significant difference seen was in the age group <65 and between the
repaglinide/metformin treatment arm and the metformin monotherapy arm.

Among subjects 65 years or older, there was no statistically significant differences between the
repaglinide/metformin treatment arm and the metformin monotherapy arm; however, this
observation may reflect the small sample size of elderly subjects available for analysis in the
three treatment arms. Considering results without adjusting for center - among subjects younger
than 65 years, the LS mean change in HbAlc values during repaglinide/metformin combination
therapy treatment was -2.122%. HbA 1¢ reductions were very similar for the subset of subjects at
least 65 years old who received the repaglinide/metformin combination therapy (LS mean
change = -2.222%).

Efficacy Response by Gender

Analysis of Changes in HbA1c (%) from Visit 2 to Visit 6 (Male Subjects): Study AGEE-3017
(TT Population)

Appears This Way
On Original
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Ahalysis of Changes in HbA 1c (%) from Visit 2 to Visit 6 (Female Subjects): Study AGEE-3017
(ITT Population)
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Among the male and female subsets of subjects, repaglinide/metformin combination therapy
showed a significantly greater reduction in HbAlc values than metformin monotherapy (Tables
above). LS mean changes for HbA ¢ values from Visit 2 to Visit 6 were -2.183% among male
subjects, and -2.098% among female subjects (without adjustment for center). In the male
subpopulation, changes in HbA I¢ values were comparable for repaglinide/metformin and
gliclazide treatment groups. In the female subpopulation, repaglinide/metformin combination
therapy produced an LS mean change in HbA 1¢ values which was significantly greater than that

of gliclazide monotherapy (-2.117% vs. -1.621%), when changes were adjusted for treatment
centre.
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Efficacy Response by Race/Ethnic Origin

Clinical trial AGEE-3017 was conducted at 15 clinicai sites, located in China, Malaysia, the
Philippines, and Thailand. Ethnic origin data were not collected for subjects of this Asian clinical
trial.

S. SUMMARY AND CONCLUSIONS
5.1 Statistical Issues and Collective Evidence

These are open-label studies. I do not know how it has been guaranteed that no bias could occur;
e.g., evaluation bias. -

I do not agree with the sponsor’s argument for open-label, “This trial was conducted as an open-
label trial (see Section 5.1). Blinding was considered unfeasible due to the number of tablet
administration necessary to maintain blinding, given the different timing of administration of the
different treatments.” Placebo tablets can easily be used for all the time-slots, even if the drug
does not need to be administered for a particular arm, to maintain the blind.

In Study 3017, the sponsor did not plan to show that the combination is superior to each
component. The primary analysis was the comparison between the repaglinide/metformin
combination therapy arm and the pooled gliclazide and metformin monotherapy arms.

Apart from issues of credibility, the data available to me provide the statistical evidence in favor
of the superiority of the combination repaglinide/metformin to the pooled group of the two arms

metformin alone and gliclazide alone. The data does not provide the statistical evidence in favor
of the superiority of the combination repaglinide/metformin to gliclazide alone.

5.2 Conclusions and Recommendations

These are open-label studies. I do not know how it has been guaranteed that no bias could occur;
e.g., evaluation bias.

Apart from issues of credibility, the data available to me provide the statistical evidence in favor
of the superiority of the combination repaglinide/metformin to the pooled group of the two arms

metformin alone and gliclazide alone. The data do not provide the statistical evidence in favor of
the superiority of the combination repaglinide/metformin to gliclazide alone.
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Appendix 1 |

List of Abbreviations

AE
ALT
ALP
AUC
BMI
Cmax
CRF
DBP
ECG
EOT
FPG
HbA1c
HDL
ICTR
IEC
IPS
ITT
1UD
i.v.
LDH
LDL
MedDRA
NTF
NYHA
PG
7-pt PG
profile
PGR
PP
2-hr PPPG
SAE
SAP
SARS
SBP
SD
SEM
t2

adverse event

alanine aminotransferase
alkaline phosphatase

area under the curve

body mass index

peak concentration

Case Record Form

diastolic blood pressure
electrocardiogram

End-of-Text

fasting plasma glucose
glycosylated haemoglobin

high density lipoprotein
integrated clinical trial report
Independent Ethics Committee
International Product Safety
intent-to-treat

intra-uterine device
intravenous

lactate dehydrogenase

low density lipoprotein

Medical Dictionary for Regulatory Activities
Note-to-File

New York Heart Association
plasma glucose ,
7-point plasma glucose profile

prandial glucose regulator
per-protocol

2-hour post-prandial plasma glucose
serious adverse event

Statistical Analysis Plan

severe acute respiratory syndrome
systolic blood pressure

standard deviation

standard error of mean

half-life '
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URTI upper respiratory tract infection
WHO-DTSQ World.HeaIt.h Organization-Diabetes Treatment Satisfaction
Questionnaire
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