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Objectives:

Primary:

To compare the percentage of subjects with a glucose measurement <56
mg/dL at any point of the 8-point glucose profiles during 3 consecutive days
before vs. 3 consecutive days after switching insulin glargine dosing time from
bedtime to morning and vs. 3 consecutive days after switching back to
bedtime dosing of insulin glargine.

Secondary:

To compare the percentage of subjects with glucose measurements <72
mg/dL and <36 mg/dL at any point of the 8-point glucose profile during 3
consecutive days before vs. 3 consecutive days after switching insulin glargine
dosing time from bedtime to morning and vs. 3 consecutive days after
switching back to bedtime dosing of insulin glargine.

To compare the mean daily rate of hypoglycemia (i.e., the number of home
glucose monitored values <72 mg/dL, <56 mg/dL, and <36 mg/dL at any paint
of the 8-point glucose profile) during 3 consecutive days before vs. 3
consecutive days after switching insulin glargine dosing time from bedtime to
morning and vs. 3 consecutive days after switching back to bedtime dosing of
insulin glargine.

To compare the changes from baseline in glucose values at each specific
measurement time of the 8-point glucose profile during 3 consecutive days
before vs. 3 consecutive days after switching insulin glargine dosing time from
bedtime to morning and vs. 3 consecutive days after switching back to
bedtime dosing of insulin glargine.

To compare the incidence of symptomatic hypoglycemia [unconfirmed and
confirmed by SMPG (self-monitored plasma glucose) values] at any time
during 3 consecutive days before vs. 3 consecutive days after switching
insulin glargine dosing time from bedtime to morning and vs. 3 consecutive
days after switching back to bedtime dosing of insulin glargine.

To evaluate overall safety and tolerability based on adverse event reporting,
laboratory tests, and clinical examinations.

Methodology:

This study is an uncontrolled, open-label single center cross-over study with a <14-
day screening period, an 11-day treatment period, and 48-hour follow-up period.

Number of patients/subjects:

Planned: 20 Randomized: 22 | Treated: 22

Evaluated:

Efficacy: 22 Safety: 22

Diagnosis and criteria for inclusion:

Patients with Diabetes Mellitus diagnosis, males or non-pregnant females between
the ages of 6 and 75 years.
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Investigational product:

Dose:

Administration:

Insulin glargine

Subjects should continue to receive their usual dose of insulin glargine at bedtime
ondays 1,2, and 3. Subjects will take one-half of their usual insulin glargine dose
at bedtime on day 4, and one-half of their usual insulin glargine dose pre-breakfast
on day 5. Subjects will continue to take their usual dose of insulin glargine before
breakfast on days 6 and 7. On day 8, subjects will take one-half their usual insulin
glargine dose before breakfast and one-half their usual glargine dose at bedtime.
Subjects will then continue to take their usual insulin glargine dose at bedtime
again on days 9 and 10

Subcutaneous injection

Duration of treatment: 11 days

Duration of observation: 48 hours

Reference therapy:
Dose:
Administration:

NA

Criteria for evaluation:

Efficacy:

The primary efficacy variable will be the proportion of subjects with a glucose
measurement <56 mg/dL at any point of the 8-point glucose profiles during 3
consecutive days before vs. 3 consecutive days after switching insulin glargine
dosing time from bedtime to morning and vs. 3 consecutive days after switching
back to bedtime dosing of insulin glargine

The secondary efficacy variables will be:

o Proportion of subjects with at least one home glucose value <72 mg/dL at any
time during each treatment regimen.

o Proportion of subjects with at least one home glucose value <36 mg/dL at any
time during each treatment regimen.

o The daily rate of home glucose value <72 mg/dL (and for <56 mg/dL and <
36mg/dL as well) at any time during each treatment regimen.

o The changes in glucose values from the previous regimen at each specific
measurement time during an 8-point glucose profile.

o Theincidence of symptomatic hypoglycemia, both unconfirmed and confirmed
by SMPG values of <72 mg/dL, <56 mg/dL and <36 mg/dL.
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Safety:

Adverse events, including severe hypoglycemia and serious adverse events;
clinical laboratory assessments (hematology and clinical chemistry); vital signs
(including body weight); and physical examination will be assessed.

Statistical methods:

The primary population of interest for this study is defined as all treated subjects
who successfully complete the study. In addition, the intent to treat population,
consisting of all patients treated with at least one dose of study medication, will be
analyzed as well.

The primary efficacy analysis is defined as the proportion of subjects with a home
glucose monitor value <56 mg/dL at any time during each treatment regimen will
be summarized. For each regimen, all data from any 8-point glucose profile
performed during that regimen will be used. For each proportion, 95% confidence
intervals will be constructed.

Secondary efficacy variables that use glucose levels of < 56 mg/dL and < 36mg/dL
will be analyzed in a similar manner to the primary efficacy variable.

Descriptive statistics of results from the 8-point glucose profiles at each specific
measurement time will be calculated for baseline, endpoint, and the change from
baseline to endpoint.

The proportion of subjects with treatment emergent adverse events, overall and by
body system, will be tabulated for each study period. In addition, subjects with
possibly related TEAE, serious adverse events, and adverse events leading to
withdrawal will be listed overall and, if appropriate, frequency distributions by body
system will be provided.

Descriptive statistics of results from laboratory variables, clinical variables, body
weight, and vital signs will be calculated for baseline, endpoint, and the change
from baseline to endpoint

Page 4




W

sanofi aventis

Because health matters

Summary: There were no statistical differences among periods regarding hypoglycemia for all
patients.
Efficacy results: There were no statistical differences among periods regarding hypoglycemia for all

patients. Neither for diabetes type 1 nor type 2 patients, at any point of the 8-point
glucose profiles.

There were no patients with glucose measurements <72 mg/dL and <36 mg/dL at
any point of the 8-point glucose profile during 11 day study for any of the defined
populations.

There were no patients with glucose measurements <72 mg/dL, <56 mg/dL, and
<36 mg/dL at any point of the 8-point glucose profile during 11 day study for any of
the defined populations, so any statistical test is applicable for this objective.

A repeated measured analysis was done for every point of the 8-point glucose
profile for the 3 periods and diabetes type as intersubject factor.

o Atpoint 1 (pre-breakast) there are significant differences among periods.

Descriptive DIABETES M Std.
Statistics MELLITUS ®3"  Deviation
GLUCOSE TYPE 1 1169354 4698408 i
POINT 1 TYPE 2 1295455 3400172 1
PERIOD 1 Total 1242424 4150402 2
GLUCOSE TYPE 1 TREBBBT 56 09208 i
POINT 1 TYPE2 1380909 3197815 1
PERIOD 2 Total 1518788 4673765 22
GLUCOSE TYPE 1 1301818 6297043 i
POINT 1 TYPE2 1277879 3971433 1
PERIOD 3 Total 1289848 513886 22
Multivariate Hypothesis  Error :
Effect Tests Value F df df Sig.
Pillar's Trace 0.304 4155 2 19 0.032
Wilks’' Lambda 0696 4155 2 19 0032
GLUCOSE Hotelling’s Trace 0437 4155 2 19 0032
Roy's Largest Root 0437 4158 2 19 0.032
Pillar's Trace 0.142 1575 2 19 0.233
. Wilks’' Lambda 0.858 1575 2 19 023
GLUCOSE * DIABETES o1 ling's Trace 0166 1575 2 5 023
Roy's Largest Root 0.166 1575 2 19 0.233
Tests of Within-
Source Subjects Typ; Il Sum of df Mean Square F Sig.
quares
Contrasts
Period 2 - Period 1 16802 91 ] TRBO3 E417  0.031°
GLUCOSE  pgriod 3- Period 1 494,793 i 49479 0ATi 0.684
GLUCOSE* _ Peniod 2 - Period 1 076 182 1 80182 J5aR 0124
DIABETES  Period 3 - Period 1 929.5 1 9295 0321 0577
Period 2 - Period 1 E2042.51 30 31021
EmorlGLUCOSE)  poriog 3 Period 1 5785737 20 2892.9

e Atpoint 2 -8 the analysis does not show any statistical difference among
periods or between diabetes type.

A multivariate analysis of covariance was done for every point of the 8-point
glucose profile (as change percent) for the 3 periods and diabetes type as
intersubject factor regarding glucose baseline and glucose baseline as covariate.
The analysis does not show any statistical difference among periods or between
diabetes type.

o The analysis does not show any statistical difference among periods or
between diabetes type at point 1 (pre-breakfast):

o The analysis shows that statistical difference among periods at point 2
(post-breakfast), but there are no difference between diabetes type.
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Descriptive Statistics TS Mean p i

CHANGE PERCENT TYPE 1 288929 £9.12475 11

POINT 2 TYPE 2 221084 4586993 11

PERIOD 1 Total 255006 4650964 22

GHANGE PERCENT TYPE 1 372087 6712424 11

POINT 2 TYPE 2 308678 5577069 11

PERIOD 2 Total 340382 6030931 22

GHANGE PERCENT TYPE 1 315032 5755105 11

POINT 2 TYPE 2 252291 5011275 11

PERIOD 3 Total 28.3661 527607 22
Effect Mulivariate Tests ~ Value F  Hypothesis — Eror sig.
CHANGE PERCENT  Pilla’s Trace 0318 4198 7 18 .02
Wilks' Lambda 0682 4198 2 18 0.032
Hoteling’s Trace D466 4138 2 18 0.032
Roy's Largest Root 0.466 4138 2 18 0.032
CHANGE PERCENT® Pilla’s Trace 0274 3403 2 8 0.0%
BASE LINE Wiks' Lambda 0726 3403 2 18 0.056
Hoteling’s Trace 0.378 3403 2 18 0.086
Roy's Largest Root 0378 3403 2 18 0,056
CHANGE PERCENT® Pilla’s Trace 0016 0137 7 e 0873
DIABETES Wilks' Lambda 0985 0137 2 18 0873
Hoteling’s Trace 0015 0137 2 18 0873
Roy's Largest Root 0.015_0.137 2 18 0.873

In this point Period 2 and 1 is the pair which shows statistical difference
as it is showed in the following table:

Tests of Within- Type I S "
Source Subjects Mequores | df  MeanSquare  F Sig.
quares
Contrasts

CHANGE Period 2 - Period 1 8882123
PERCENT  Period 3 - Period 1 2640669

8882.123 8432 0.009
2640669 3301 0.088

i
i
CHANGE  Peiod2-Perod 1 7363391 1 731 7007 0016
PERCENT®  porod3-Periog1 2475072 1 2475072 3034 003
BASE LINE : '
CHANGE  Perod2 Period 1 301734 T wi7d 02 0s®
N, Pemd3-Perad1 113507 1 omsw 0w o7
ERROR  Perd2-Pered] 109066740 19 1060629
e perbg3-Perg! 5198215 19 79985

The analysis does not show any statistical difference among periods or
between diabetes type at point 3 (pre-lunch)

The analysis shows that statistical difference among periods, but there
are no differences between diabetes type at point 4 (postdunch).

DIABETES S,

Descriptive Statistics  perigs Mean  poSd oy
CHANGE PERCENT TYPE1 36.2188 62.16247 "
POINT 4 TYPE2 36785 20084% 11
PERIOD 1 Total 198487 189011 22
CHANGE PERCENT TYPE1 56.2683 114.45862 "
POINT 4 TYPE2 24493 2144750 11
PERIOD 2 Total 20388 sdearii 22
CHANGE PERCENT TYPE1 59.0178 102.10101 "
POINT 4 TYPE2 8683 2994283 11
PERIOD 3 Total 338504 7781121 22
Effect Wultivariats Tests  Value F Fypothests Error  Sig.
o df
Plars Trace 020 38 2 R
Wilks' Lambda 0716 3573 2 B 0049
CHANGE PERCENT /0t lling's Trace 0397 3573 2 18 0.049
Roy’s Largest Root 0.397 3573 2 18 0.049
Pilar's Trace 0223 2578 2 R
CHANGE PERCENT* Wilks' Lambda 0777 2578 2 18 0104
E LINE Hotelling's Trace 0287 2579 2 18 0.104
RoyslargestRoot 0267 2579 2 1B 0104
Pills Trace ooz 002 2 RG]
CHANGE PERGENT* Wilks' Lambda 0% 002 2 18 0981
Hotellings Trace 00z 002 2 B 0361
Roy's LargestRoot ___ 0.002 002 2 18 0981

There are two pairs which present differences at point 4, Period 2 and
Period 1, and Period 3 and Period 1 are the pairs which show statistical
difference as it is showed in the following table:

Tests of Within- Type I § i
Source Subjects YP;’ umo df  Mean Square F Sig.
Contrasts quares

CRANGE  Perod2-Perod | BBEI06S 1 53069 4697 0043
PERCENT  Period3-Perod| 9565446 1 065446 7209 0015
CHANGE  Peiod2 Perod | TI41604 1 7141604 3789 0067
PERCENT'  Peiog3-Period! 6634736 | 663473% 5 0038
BASE LINE A
CHANGE  Perod2-Perod | 65744 T wmid 00% 08
PERCENT Perod 3-Perod | 434 1 434 0003 0%

ERROR  Perod2 Perod 1 M0TaedT 18 100434
;gg‘égﬁ% Peiod-Perod 1 220175 19 13269%
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At point 5 (pre-dinner) the analysis does not show any statistical
difference among periods or between diabetes type.

The analysis shows at point 6, that are statistical difference among
periods, but there are no differences between diabetes type.

Descriptive Statistics etTs Mean S N
CHANGE PERCENT TYRE 1 P T R T
POINT 6 TYPE2 103834 3335718 11
PERIOD 1 Total 15655 7071321 22
GHANGE PERCENT TYPE 1 318435 11671378 11
POINT 6 TYRE 2 18842 4266361 11
PERIOD 2 Total 219139 8p3eaes 22
CHANGE PERCENT TYPE 1 4415 geiode 11
POINT 6 TYPE 2 20185 3315861 11
PERIOD 3 Total 8095 s2eae23 2
Effect Multvariate Tests ~ Value £ yPothesis Ertor g,
Plars Trace 528 3%l 2 16 0.089
Wilks’ Lambda 0715 3591 2 1 0049
CHANGEPERCENT  joteling's Trace 039 3%e1 2 18 0049
RoyslargestRoot 0298 3581 2 18 0049
Pilars Trace 0242 26 2 6 0083
GHANGE PERGENT *  Wilks’ Lambda 0758 2871 2 18 0083
£ LINE Hotelling’s Trace 0319 2871 2 18 0083
RoyslargestRoot 0318 2871 2 18 0083
Pilars Trace 704 032 2 R YE
CHANGE PERCENT* Wiks' Lambda 0966 032 2 18 073
DIABETE Hotelling’s Trace 0036 032 2 18 07
RoyslargestRoot  0.036 032 2 18 om

Period 2 and Period 1 is the pair which shows statistical difference.

Tests of Within-___Type Ill Sum of

Source Subjects Contrasts Squares df Mean Square Sig-
CHANGE Period 2 - Period 1 744.169 1 744,169 0901 0354
PERGENT Period 3 - Period 1 6934.034 1 6934.034 7257 0.014
CHANGE Period 2 - Period 1 325.081 1 325.081 0392 0538
PERCELNE BASE 43 Period 1 5716.379 1 5716379 5983 0.024
CHANGE Period 2 - Period 1 458,627 1 458627 0555 0465
PDEIEE?EE_PETS period 3 - Period 1 53.305 1 53.305 005 0816
ERROR (GHANGE Period 2 - Period 1 T560.765 19 B25 83
PERCENT) Period 3 - Period 1 18153271 19 955.435

At point 7 (bed time) the analysis shows that statistical difference among
periods, but there are no difference between diabetes type.

- . DIABETES Std.

Descriptive Statistics MALEIEY Mean Sy

CHANGE PERCENT TYPE 1 G3E %856 1T

POINT7 TYPE 2 526 2669358 11

PERIOD 1 Total 173037 TiE0R1z 22

CTANGE PERCENT TVPET 01406 1176816 11

POINT7 TYPE 2 57130 3983441 11

PERIOD 2 Total 29272 8766037 22

CHANGE PERCENT TYPE 1 26636 dooesez 11

POINT7 TYPE 2 Fo71s 2408962 11

PERIOD 3 Total 26541 3675831 22
Effect Multivariate Tests  Value £ /POJesis Eror gy
BilaTs Trace 5408 5203 2 B 0008
Wiks' Lambda 0592 6203 2 1B 0.009
CHANGEPERCENT  eling's Trace 0689 6203 2 B 0.009
Roy'sLargestRoot 0,689 6.203 2 & 0009
Pilla’s Trace 0315 413 2 003
CHANGE PERGENT * Wiks' Lambda 0685 4134 2 B 0033
E LINE Hotelling's Trace 0459 4134 2 18 0.033
Roy's Largest Root 0459 4134 2 18 0033
Pilla's Trace 0053 05 2 B 0615
CHANGE PERCENT * Wilks’ Lambda 0947 05 2 18 0615
DIABETE Hotelling’s Trace 0056 05 2 8 0615
Roy's Largest Root___ 0.056 05 p 18 0615

Period 3 and Period 1 is the pair which shows statistical difference.

Tests of Within- __ Type lll Sum of

Source Subjects Contrasts Squares df Mean Square T Sig-
Period 2 - Period 1 754 959 1 754 959 1002 0329
CHANGE PERCENT  5iod 3 - Period 1 20553 278 1 20553278 13091 0.002
CHANGE PERCENT *  Period 2 - Period 1 360493 1 360493 0478 0497
BASE LINE Period 3 - Period 1 13648.055 1 13648055 6693 0.008
CHANGE PERCENT *  Period 2 - Period 1 579632 1 579632 0769 0391
Period 3 - Period 1 929783 1 929783 0592 0451
ERROR (CHANGE  Period 2 - Period 1 14315869 18 753467
PERCENT) Period 3 - Period 1 20831.516 19 1570.08

At point 8 (3:00 h) the analysis does not show any statistical difference
among periods or between diabetes type.

Page 7




W

sanofi aventis

Because health matters

Safety results: There were 8 adverse events in 5 patients, and none of them was reported as
related to study drug.
Only one serious adverse event was reported as worsening of diabetic retinopathy
with moderate intensity. However, no relationship with study medication was
reported. Serious adverse event represents 12.50% regarding total number of
adverse events reported (N =8), or 4.54% regarding total number of patients in
study (N=22).
There wasn't any report on severe hypoglycemia in 22 recruited patients during 11
treatment days and 48 hrs following.
The rate of patients that reported hypoglycemia was 54.5% at any time during the
study by self-monitored plasma glucose. Symptomatic hypoglycemias were
evaluated as any blood glucose value that is less or equal than 72 mg/dL reported
by the patient.
Population  Period1  Period2  Period 3 Numl)erof_
Hypoglycemia
Complete 29 17 32 78
Diabetes Type 1 20 13 24 57
Diabetes Type 2 9 4 8 21
. Number of %of
Hypoglycemia Hypoglycemia Hypoglycemia
<72 mg/dL 22 282
< 56mg/dL
55 70.5
<36 mg/dL
1 1.3
TOTAL 78 100
Friedman test results for complete population is described in following table for
mean ranks, which points out a statistical difference among periods, and minimum
mean rank is for period 2.
Description Mean Rank
HYPOGLYCEMIA PERIOD 1 <72 223
HYPOGLYCEMIA PERIOD 2 <72 1.7
HYPOGLYCEMIA PERIOD 3 <72 207
N 22
Chi-Square 6.178
df 2
p 0.046
Friedman test results for diabetes mellitus type 1 population, which points out that
there is no statistical difference among periods. For diabetes mellitus type 2
population is the same.
Date of report: 15-0ct-2007
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