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Generic Drug Name

Vildagliptin and metformin
Trial Indication(s)

Type 2 Diabetes
Protocol Number

CLMF237A2302

Protocol Title

A randomized, double-blind, active-controlled, multicenter study to compare the effect of 24 weeks treatment with a fixed
combination therapy of vildagliptin and metformin to the individual monotherapy components indrug naive patients with

type 2 diabetes

Clinical Trial Phase

Phase lli

Study Start/End Dates
02 Aug 2006 to 03 Jun 2008

Reason for Termination (If applicable)

Not applicable.
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Study Design/Methodology

This was a multicenter, randomized, double-blind, active-controlled study. Drug naive patients with Type 2 Diabetes
Mellitus (HbAlc 7.5-11%) were randomized equally across the following treatment groups (maximum possible final doses
in parentheses): monotherapy vildagliptin 50 mg qd (50 mg twice a day (bid)), monotherapy metformin 500 mg qd (1000
mg bid), vildagliptin and low dose metformin fixed combination 50/500 mg every day (qd) (50/500 mg bid), and vildagliptin
and high dose metformin fixed combination 50/500 mg qd (50/1000 mg bid). Study medication was increased to the next
dose level until glycemic control was attained, based on a fasting fingerstick capillary glucose measurement, the
maximum dose level was reached (vildagliptin 50 mg bid, monotherapy metformin 1000 mg bid, vildagliptin and low dose
metformin fixed combination 50/500 mg bid, and vildagliptin and high dose metformin fixed combination

50/1000 mg bid).
Centers

215 Centers in 13 countries: Canada (7), Hungary (4), Germany (28), ltaly (13), Poland (4), India (6), United States (85),
United Kingdom (16), Sweden (6), Brazil (8), Argentina (5), Spain (21) and Russia (12)

Objectives:
Primary objective(s)

To demonstrate the efficacy of initial fixed combination treatment with vildagliptin and metformin in drug naive patients
with T2DM by testing the hypotheses that the HbAlc reduction with fixed combination of vildagliptin and (high or low
dose) metformin is superior to that of both individual monotherapy components after 24 weeks of treatment.

Secondary objective(s)

e To demonstrate the dose-sparing properties of initial fixed combination treatment with vildagliptin and metformin in
drug naive patients with T2DM by demonstrating that the HbA1c reduction with lower final doses in the fixed
combination of vildagliptin and metformin is comparable to (or better

e but not statistically significant) that of both individual monotherapy components with an improved safety and
tolerability profile.

Page 2



Uy NOVARTIS

Clinical Trial Results Website

e To demonstrate the efficacy of initial fixed combination treatment with vildagliptin and metformin by testing the
hypotheses that the fasting plasma glucose (FPG) reduction with the fixed combination of vildagliptin and (high or
low dose) metformin is superior to that of both individual monotherapy components.

e To demonstrate the efficacy of initial fixed combination treatment with vildagliptin and metformin by testing the
hypotheses that the responder rates with the fixed combination of vildagliptin and (high or low dose) metformin are
superior to those of both individual monotherapy components.

e To demonstrate the safety of initial fixed combination treatment with vildagliptin and metformin by demonstrating
that fixed combination therapy with vildagliptin and (high or low dose) metformin has at least a comparable adverse
event profile including Gl tolerability to metformin alone.

e To evaluate the body weight change from baseline of initial fixed combination treatment with vildagliptin and (high
or low dose) metformin compared to both individual monotherapy components.

e To evaluate the lipid profile of initial fixed combination treatment with vildagliptin and (high or low dose) metformin
compared to both individual monotherapy components.

Test Product (s), Dose(s), and Mode(s) of Administration

Monotherapy vildagliptin 50 mg tablets taken orally once a day (maximum dose 50 mg twice a day), monotherapy
metformin 500 mg tablets taken orally once a day (maximum dose 1000 mg twice a day), vildagliptin and low dose
metformin fixed combination 50/500 mg tablets taken orally once a day (maximum dose 50/500 mg twice a day), and
vildagliptin and high dose metformin fixed combination 50/500 mg tablets taken orally once a day (maximum dose
50/1000mg twice a day).

Statistical Methods

The primary efficacy variable was change from baseline in Hemoglobin Alc (HbAlc) at Week 24 or at the final post-
baseline visit with an HbAlc measurement for those patients for whom the Week 24 HbAlc measurement was missing
(last observation carried forward (LOCF)).
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The primary analysis was the comparison of change from baseline in HbAlc in the fixed combinations (high dose (HD)
and low dose (LD) of vildagliptin and metformin) versus each of the monotherapy components. The tests for simultaneous
superiority of each fixed combination to the two monotherapy components was based on the following null hypotheses
and two-sided alternative: hypotheses.

High dose fixed combination hypotheses (HOHD):

HO1: 8HD combination = dmetformin vs. HO1a 8HD combination # dmetformin and H02: 8HD combination = dvildagliptin
vs. H02a dHD combination # dvildagliptin Low dose fixed combination hypotheses (HOLD):

HO3: LD combination = dmetformin vs. HO3a LD combination # dmetformin and

HO4: dLD combination = dvildagliptin vs. HO4a dLD combination # dvildagliptin where 9 is the change from baseline in
HbAlc in the treatment group indicated by the subscript. The primary efficacy variable was analyzed using an analysis of
covariance (ANCOVA) model with treatment pooled center as the classification variables and baseline HbAlc as the
covariate. The proportions of responders based on pre-defined reductions in HbAl1c in the high and low dose fixed
combination arms were compared with each monotherapy component using a Chi-square test (or Fisher's exact test, if
Chi-square test was not valid). Secondary efficacy variables such as FPG, fasting lipids and body weights were analyzed
using similar ANCOVA models as used for HbAlc.

Safety data were evaluated descriptively.

Study Population: Key Inclusion/Exclusion Criteria

Key Inclusion Criteria

* Drug naive patients with Type 2 Diabetes Mellitus (T2DM)

» Age in the range of 18-78 years inclusive

» Male and non-fertile female or female of childbearing potential using a medically approved birth control method;
* Diagnosis of T2DM for at least 4 weeks prior to study entry

* Body mass index (BMI) in the range of 22-40 kg/m2 inclusive at visit 1

* HbAlc inthe range of 7.5 to 11% inclusive at visit 1; Fasting plasma glucose (FPG)

<270 mg/dL (15 mmol/L) at visit 1 (measurement may be repeated once to confirm FPG value);

» Agreement to maintain prior diet and exercise habits during the full course of the study.

Key Exclusion Criteria
* Pregnant or lactating female
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* A history of type 1 diabetes, diabetes that was a result of pancreatic injury, or secondary forms of diabetes, e.g.,
Cushing’s syndrome and acromegaly
* History of acute metabolic diabetic complications such as ketoacidosis or hyperosmolar state (coma) within the past 6
months
* Acute infections which might have affected blood glucose control within 4 weeks prior to Visit 1 and other concurrent
medical condition that might have interfered with the interpretation of efficacy and safety data during the study
* Any of the following within the past 6 months: myocardial infarction, coronary artery bypass surgery or percutaneous
coronary intervention, unstable angina or stroke.
» Congestive heart failure requiring pharmacological treatment
* Any of the following ECG abnormalities: Torsades de pointes, sustained and clinically relevant ventricular tachycardia or
ventricular fibrillation, second degree AV block (Mobitz 1 and 2), third degree AV block, prolonged QTc (> 500 msec)
* Liver disease such as cirrhosis or chronic active hepatitis.
 Treatment with class la, b and Ic or lll anti-arrhythmics.
* Any of the following significant laboratory abnormalities:
ALT, AST greater than 2 times the upper limit of the normal range at visit 1, confirmed by a repeat measure within 3
working days.

e Total bilirubin greater than 2 times upper limit of the normal range and/or direct bilirubin greater than the upper
limit of the normal range at visit 1, confirmed by a repeat measure within 3 working days.
A positive Hepatitis B test (surface antigen -HBsAQ).
A positive Hepatitis C test (HCV antibodies).
Clinically significant renal dysfunction as indicated by serum creatinine levels =
1.5 mg/dL (132 umol/L) males, = 1.4 mg/dL (123 umol/L) females, or a history of abnormal creatinine clearance.
Clinically significant TSH values outside of normal range at visit 1.
Clinically significant laboratory abnormalities, confirmed by repeat measurement, other than hyperglycemia,
hyperinsulinemia, and glycosuria at visit 1.
e Fasting triglycerides >700 mg/dL (7.9 mmol/L) at visit 1.
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Participant Flow Table

(Randomized Population)

Disposition “ild=a + Low  “ilda + High  Mono Nilda Mono Met Tot=

Rezson dose Met dose et n [%4] r [ %4 n [%a]
n (%] n (%)

All randomized patient=s 280 (00 285 (1007 200 (00 284 (1007 A4Fe (100

Completed [1] 2496 (84.59) 260 (22.1) 2496 (281.7) 295 (833 995 (844

[ iEcontinued 45 (15.5) 25 0115 85 (1183 g9 (11687 184 (15 .68)
Adverse ewventls) 2 (28] 10 (2.0 T 23] 12 4 38 (32
Abnormal labaratory values) o (o 0 0o 1 (0.3 1 (0.3 2 0.2
Abrnormal test procedure resulfs) o [0 0 (0.0 0 (0o 0 (0.0 0 (0.
U res atis factony therapeutic effect 2 1.00 o (0.0 12 4.0 5 [(1.7) 20 (1.0
Subject's condition no longer o o 0 0o o {0 0 (oo o 0.0

requires study drug
Frotocal dewiation 2 (0.7 1 10.3) 4 [(1.3) 1 (0.3 2 0
Subject withdrew consent 20 B 16 (5.4 21 F.n LR )| 78 (8N
Last to follows up M 2.3 72 T 23] g [2.0) 21 (2.8)
Administrative problems 1 (0.3 o (0.0 2 10 1 (0.3 5 (0.0
L eath o (0.0 1 (0.3 o (0.0 o (0.0 1 (=011
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Baseline Characteristics

(Randomized Population)

Bas=line Statistic “ilda + Low Wilda + High Mono Yilda Mono hat Total
Charadt eristic dose ket dose hdet N=200 N=234 H=1173
M=230 MN=235
Sex
hd ale n %) 52 (55.9) 171 520 180 (G007 171 (822 G4 (520
Female n (%) 128 (4417 124 (420 120 (400 123 48] 495 (42.00
Rac=
C aucasian n(% 212 (731 218 F3.H 225 (75 212 721 BE7 (73.59)
Black n (%7 11 (3.8 15 (5.1 g (27 14 4.8 48 (4.1
Asian (non Indian n%) g 1.7 1 (0.2 g (1. 4 1.4 15 (1.3)
Subcontinend
Asian (Indian n (%] 27 @3 29 0.8 25 (82 &ooEE 107 (2.1
Subcontinend
Hispanic or Latino n %) 28 (BN 27 8.2 21 0103 27 8.4 113 (B8
Japanese n [%) o (0. o 0.0y 1 (03] 1 0.3 2 (0.2
H ative American n (%7 1 0.3 o [o.ay o (0. 1 0.3 2 (0.2
P acific Islander n(%7 o 0. o 0.0y o (0. 1 0.3 1 (=013
Other n (% G 2.1 5 (1.7) 5 (1.7 2 27 29 (2.0
Age [years)
n 290 x5 200 294 11748
Mlean(SCy S2.5010322) S28(0106H 535010850 S2.401071) 522 (1065
hedian Fa.0 3.0 53.5 53.0 3.0
(Mlin, hdax) (20,777 (19, 78 (24, 730 (25, 73 (19,73
Age Groups
< G5 years n(%0 254 (87 8 255 (25.4) 250 233 2568 (87.1 1015 (2617
Z 65 years n (%0 26 (124 40 (1368 S0 (16.7) 328 M1z2e 184 (1360
< Fhyears n (%0 283 (89 289 (930 201 @r.m 200 [(33.8) TMG9 (9830
2 Th years nC% 1 (0.3 G 2.0 9 (3.0 4 (1.0 o010
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Summary of Efficacy

Primary Outcome Result(s)

Change from baseline in Hemoglobin A1C (HbAlc) (%) at Week 24 Endpoint (Last observation carried forward)

Difference in Adjusted Mean Change

Trest ment n Baseline Adjusted Trestmernts Mean [SE) 850%0 C p-walue*

Mezn [SE] Mean Change Compared

[SE)

ITT Population
A ilda+ Low dos e 277 BSE(0061) 1610062 (AC)  -052 (D087 (-0.69, -0.35 <0.009°
hdet (D) -025 (0097 (042 002 0.00F
B.Wilda+ High dese 2856 S.71(0061) 18200621 (B-CY  -072 (0085 (-0.89 -0.58 =0.00497
Mt (B-07  -046 (005 (063 -0.28)  =0.0017
C. Mono Wilda 287 S.A67 (00600 -1.08¢0061)
L. Mono hdet 286 S.60(0.055) -1.36(0062)
Fer Protocol
Fopulation
Aovilda+ Lo dos e 244 S53(0064) 1680064 (AC)  -054 0083 (-0.71,-0.36  =0.0097
het (A-0) -020 (00907 (038 -0.03) 0025
B.Wilda+ High dese 2523 S.70(0061) 18000621 (B-CY  -075(0083) (-0.92 058 =0.0097
Mt (B-07 -0 (005 (-0.58,-0.2F =0.0017
. Mono Wilda 254 8.65(0.063) -1.14¢0063
L. bono hdet 238 8.56(0.059) -1.48¢0065)

Bazeline & measurement abtained on the day of randomization, or on the sample abtained on an earlier visit

(s=cheduled or urecheduled) which was closest toWisit 2, ifthe Day 1 (Wisit2) measurement i missing.

Week 24 endpoint is the measurement obtained at the last scheduled ar urecheduled post-baseline stody visit

prior to or at the last scheduled wisit (W esk 24, Wis it 2).

n i the number of patients with obs ervations at both baseline and endpoint.

Adjusted means andthe associated standard errors (SE), confidence intervals (C1 and p-values were obtained
from an ANCOWA model containing terms for treatment, pooled study center and baseline HbAy.

®indicates statistical significance at5% level according to the Hochberg step-up procedure.
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Secondary Outcome Result(s)

Percentage of patients who responded at Week 24 Endpoint

“Wilda + Low dose hMet “ilda + High dose Met
Responder criterion n (%] p-wsloe® powslue 0 (%) powslue® powslue Mono hono
L HH “ilda Mt
n (%] i (%)
ITT Population N=277 N=225 N=287 MN=225
M [1] 277 285 287 225
(1007 (1007 {100y (1007
At least one criterion met 231 00017 0.005 281 <0.001%  <0.0017 193 210
(234 22.1 (E7.2) 2.
HbAue = 7% E] 148269  =0.0017 0005 855282 <0001 200017 114285 1230283
(55.4) 55.<h (40.0) (42.5)
HbAuz < 7% in patient with G230 04989 0.oE T2l <0007 200017 G004 4680
baseline Hbfqc=2% [3] (G2 (22.0 (E2.3) E1.1
HbAyc26.5% [2] 100274 0003 0042 434282 <0001 =00097  TAE286 76285
(265 (7.3 [24.3) (267
Reduction of Hbfy-21% [1] 191 00017 0061 M <0001 <0001® 162 176
(G8.0) E1.1 (55.1) (1.0
Reduction of HbAy-21% in Gavsd 0.ME* 0631 2486 20009 OG10 Go0s T3rE6
patients with bas eline Hb&e  (82.1) (27.5) [55.3) =4.9
=0% H]
Reduction of HbAuc20.7% [1] 225 =0.0017 0,002 2949 <0001 =0001® 188 il
(21.2) (25.5) (5550 7150
FPer Protocol Populaion N=244 N=252 N=253 M=2332
N [1] 2494 283 254 238
(1007 (1007 {100y (1007
At least one criterion met 209 00017 0.02F 232 <0.001%  <0.0017 172 125
(25.7) (29.9 (67.7) 7T
HbAue = 7% E] 1392326  <0001° 0027 A7S282 <0001 200017 105252 1MG2EG
(52.9) G750 (4.7 4271
HbAuz < 7% in patient with G781 0.4906 0.064 GEF2 <0007 =00017 S484 44080
bazeline HbA1=2% [3] (7040 90,3 (643 (G620
HbAy-S6.5% [2] Q5241 00027 0045 4280283 <0001 200017 GTE53 0 T3
(29.4) (50.0 (25.8) (20N
Feduction of Hbfyo21% [1] 174 00017 0120 2:m <0001 <0001® 142 154
(7123 2535 [55.9) (G471
Feaduction of HbAy-21% in G272 0.0E0" 0538 20/mE <0007 0446 G125 GOMSET
patients with ba eline HbA  (86.1) 23.0 (71.8) (39.5)
=0% H
Reduction of HbAy20.7% [1] 204 <0.0017  0.035° o <0001 =0001® 163 131
(236 (22.0 (6G.1) (FE. 1
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# Chi-square testvs. Mono Vilda
## Chi=square testws Mono het

[1] Humber of p atients with both baseline and endpoint HbA . measurements, which = used a5 denominator
unless specified othemise.

[&] Denominator includes only patients with bazeline HbAu e == 7% (= 6.5%) and endpoint HbA . measurement.
[F] Denominatar includes onby patients woith 7% < baseline Hb, o <= 5%,
[ Cenominator includes anby p atiznts with bas eline HbAu e = 9%,

Bazeline = measurement obtained on day of randomization, or on the sample obtained on an e arlier visit
(=cheduled or urscheduledy whichwas dosestto Wisit2, Fthe Day 1 0WiEilt2) measurement is missing.

Week 24 endpoint is the final available post randomization asseszment up to the last regular scheduled visit.
T indicates statistical significance at5% lewel

Changein fasting plasma glucose (FPG) (mmol/L) from baseline at Week 24 Endpoint (Intent-to-treat Population)

Differencs in Ad psted Mean Change

Treat mernt n Ba==line Mean Adjusted MeanTreastments  Mean [SE] 95040 C1 p-walus*
[SE] Chzange [SE] Compared

Aida+ Lo dose 277 404201800 -2.21 (0.123) (A2 08507 ) (-1.30,-061) <0001

het (a0 0290178 (-0.64 005 0.099

B.vilda+ High dose 285 4076 (0470 -263 A2  (B-C) 1370476 172 -103 <0.001"

hdet (B-0 07100176 (-1.06 -037) <0001
C. Mono Vilda 287 1029 (0.172) -1.26 (0.125)
D Mono et 285 1042 (0.164) -1.02 (0.125)

Bazeline & measurement obtained on the day of randomization, or on the sample obtained on an earlier visit
(=cheduled or urecheduled) which was closest to Wisit 2, ifthe Day 1 (Wisit2) measurement & mis=sing.

Endpoint & the final available postrandomization assessment up to the last regularscheduled wisit.
n 5 the number of patients with obs ervations at both baseline and endpaint.

Adjusted means and the associatedstandard errors (SE), confidence intervals (C 1) and p-walues were obtained
from an ANCOWA model containing terms for treatment, pooled study center and baseline F PG,

x

indizates statistical significance at5% lewel according to the Hochberg step-up procedure.
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Percent change in fasting lipid parameters from baseline to Week 24 Endpoint (Intent- to-treat Population)

Difference in Adjusted Mean Percent Change
Treatmeant n Bas=line Mean [ SE) Adposted hMean Trest ments hie=n [SE] a5% CI p-walus*
Percant Change [SE)] Comip &rad

Triglyoerides [mmaol /L)

A Nilda + Love dose hdet 253 2.33(0.108) 0.18 (3 295) (A= C ~3.01 (.97 1) (-12 68, 4.86) 0.:=2
(8- D) 2.16 (4.4995) (-6.66, 10.92) 0E31

B. wilda + High dose ket 271 2.47 (0021 2 E2(IAFTI (B-C) SO (3.295) -9.490, 7 25) 0551
(B-D) 570 (4.4922) (-2.33,12.97) o231

C. hano Wilda 272 2 20 (0. 108 4.00 (3 A35)

0. hana ket 267 252 (0175 -1.968 (3.1598)

Total Cholesterol [mmolfL)

ANilda + Love dose Met 2498 5.20 (007 -20687 (1.001) (A= C) S287 (1.378) (-5.687, -0.26) 0=z
(8- D S2PE (1387 A0S, 0469 0.103

B. vilda + High dose hiat 266 5. 23 (0073 -4_140 (D 987} (B-Ch -A.40 (1.355) (-F.085, 1.7 o.o0q”
(B-D) -26D (1.352) (-6 .26, -1.02) 0007

C. hano Wilda 266 530 (0072 030 (D D58

[, hdono het 260 5,28 (0.07E) -0.<H (0975

LOL Cholesterol [ mmol L]

A ilda + Love dose hdet 212 213 (00087 -2.50 (1.809) A C -1 (2.3100 (-9.45, -0.38) 0.0z
(8- D S2UB0 (233 -6 .88, 2280 0.325

B. wilda + High dose hiet 229 3.13 (0.D5<R -390 (1.62D (B-C) ST.21 (2.259) -11.65, -2.76) 0.00z"
(B- D0 - 50 (2 2560 C-9.08, -0.11) 0.035=

C. Mano Wilda 233 322 (0067 2321617

0. hono et 224 .09 (0083 -0.20 (1.537)

HOL Cholestercl [ mrmol /L)

A ilda + Love dose hdet 292 44T (0019 4.81(1.118) (A= C) 0.77 (1.542) 225, 27a) 0.:19
- D0 S2A7 (1.553) 522, 088 0162

B. Wilda + High dose hiet 255 1147 (00150 372 (1.000) (B-C) S0UEZ (1.5249) 231, 267 0532
(B- D0 -326 (1.532) (-6.27. -0.285) 0.0z~

C. mono Vilda prdats) 1. 13 (0018 409 (1 D26

O, Mono ket 251 115 (00200 .98 (1.099)

Nom-H DL Cholastarcd [momel £L)

A 0ilda + Lowe dose bet 241 .14 (0UDT<E ~4.068 (1.318) (4 C SEO6 (1.814) (-7 .52, 0400 o.ozg”
(A= D) S208 ¢1.828) 554, 153) 0.261

B. wilda + High dose Met 255 407 (DIDF3 611 (1.282) (B-C) -E0Z (1.7900 (-9.53 -2.51) =0.009=
(B- D% -211 £1.8013 (-7 .84 -0.57) o.oes"

C. Mono Wilda 252 .16 (007 Z) S00 (1.275)

L. hono et 251 4,12 (00T T -2.01 (1.2680

Caloulated YLD L Cholestaral
[rmmalfl]

A wilda + Loww dose béet 17 0.86 (002 0.4z (2 75N AT -1.45 (2 7600 283 502) 060
A-DY 1,20 (2.775) ¢-6.11. 871) 0.731

B. vilda + High dose Met 237 0,83 (0L02<h DS (2527) (B-C) -0.89 (3.632) -8.12, 83 0.=09
(B-0) 187 (2.604) (-5.38.9.142) 0813

C. Mano Wilda 238 0.89 (0.026) 1.04(2 6363

L. hano hiet =324 0.87 (D.025) -1.72 (2 637

Baseline is the measurement obtained on the day of randomization (Day 1, Wisit2).
Endpainti= the final available post-randomiz ation assessment up to the last regular = cheduled wisit.
n i= the number of patients with ob=zerration=s at both baseline and endpoint.

Adjusted means and the associated standard errars (SE), confidence intervak (C1) and p-wvalues were obtained from an AN COWA model containing terms for treatment,
poolzd study center and bazseline meazure.

T indicates statistic al =ignificance at 5% lewel
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Changein body weight (kg) from baseline to Week 24 Endpoint (Intent-to-treat Population)
Uiterence in .I'-'l.l:|_|l_I5tB:| M=an L:I'IEI'IEE

Treat ment n Ba==line Adjusted Tred ments  Mean [SE) 95% CI p-waust
Mean [SE) Mezn Change Compared
[SE]
&, Wilda + Loww 258 87 S 1.017 AT (0.225) [A-C0 -0.52 [-1.19, oos0
dose Met (02107 0.027
[A D) 0.45 (-0.16, 0144
(02127 1.067
B. Wilda + High 275 89041 (11420 119002180 (B-C) -050 (-1.20, - 0.04g4a"
dose Met [0.2057 0.007
(B[ 0.3 [-0.17, 061
(02077 1.037)
C. hono Vilda 276 8T ES (1.070) -0.59 (0.218)
L. Mono hlet 271 e 01083 -1682(0.219)

Bazeline i= the meas urement oblained on the day of randomization (L ay 1, Wisit 2, or the screening
meaurement(Visit 17 ifthe Wisit 2 assessmentis missing.

Endpuoint i the final available post-randomization assessment up to the last regular scheduled visit.

n i the number of patients with obs ervations at both baseline and endpoint.

Adjusted means and the azociated standard errors (5E), confidence intervals (C1) and p-values were obtained
from anANCOWA model containing terms for tre atment, pooled study center and baseline measure.

® indic gtes statistical significance at5% lewvel
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Summary of Safety

Safety Results

Adverse Events by System Organ Class (Safety Population)

“ilda + Lowr  “ilda+ High fono vilda Mono ket
dose het dose kMa M=297 N=232
Primary system organ class N=230 N=232 ri [%a) r [%a]
n (%] n (%
Arny Primary system organ class 162 (5597 162 (57 581 153 (51.5) 175 (5997
Blood and Iymphatic system disorders Qo 1002 20100 1002
Cardiac dis orders Gi2.1) 10 (2.0 1.0 10 (3.0
Congenital, familial and genetic dizarders Qo 0 0. o{om 1002
Ear and labyrinth dizorders 228 202.0 200N 41140
Endacrine disorders Q0. O oo a{a.d 1(0.3)
Eve dizarders a3 202.0 2.0 10 (3.0
zastrointestinal dizorders A7 (1187 54 (21.97 49 (16.5) FI25.0
zeneral disorders and administration =site 24 (8.3 2001020 210717 26 (12.0
con ditiore
Hepatabiliany disorders 1003 ooy S01.7) 210.7)
Immune system dis orders oa.am 210 2000 210N
Infections and infestations 57 (190 G2 2330 55 (2190 57 (19.5
Injuny, poizaning and procedural complications 18 13 (4.8 18 (5.4 1003 .
Inwestigations 2100.7 411.40 40130 202.7)
fletabolism and notrition disorders 2007 501.7 T2 G217
Muzculosk eletal and connective tissue disorders 220111 M (10.6) 20010017 26 (12.0
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Meoplasms benign, malignant and unspecified 401.4) 10023 1003 201

{incl zysts and pohyps)

Mervous system disorders 44 (1527 44 (1517 2901310 40 113237
Fsychiatric dizarders 123 (4.5 227 1447 T2

Fenal and urinany disorders 501.70 2000 501.7 2020

Reproductive swstem and breast disorders T2 201 40153 501.77

Rezpiratory, thoracic and mediaztinal disarders 16 (62 12 (4.5) 18 (612 17 (5.8
Skin and subcutaneous tissue dizorders 2207.9] 17 (5.5 22070 16 (5.5)
Surgical and medical procedures 1003 401.4) 1003 0o.om
Wascular disarders B2.8 10 (3.4 12 (40 12 (4.1

A patient with multiple occurrences of an AE & counted onby once inthe AE category
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Common Adverse Events 2 2 % in any group by Preferred Term (Safety Population)

Vilda + Lowdose Wilda+ High dos=  Mono ilda Mono ket
hdet st N=237 N=232
Preferred term N=230 N=232 n (%] n (%]
n [ %] n (%)

Criarrhea 21 (T2 19 G5 T (29 32 (11O
Headache 18 (6.2) 16 (5.9 16 (5.4 12 (4.5)
M azopharyngitis 16 (5.5) 22 (7.: M 37 14 (4.8)
[ zziness 14 (48 15 (5.1 2 (2" 12 (4.1)
Haus ea 14 (48 19 (6.5 T (29 17 (5.8)
Fain in extremity 9 21 4 (1.4 5 (17N T (24
Upper res piratory tract infection a9 3.1 4 (1.4 a0 (3.4 82 (2N
Arthralgia 2 (2.8 3 (1. 5 (1.7 T 24
Bronchitis T 24 G (2.1) G (20 2 {0
F atigue T 249 T 249 G (2.0 15 G
Dyspepsia G (2.1) 10 (34 3 (1.0 5 (1.7
Influerza G (2.1 5 (1.7 G (20 4 (1.4
Tremar G (2.1 5 (1.7 5 (1.7 3 Mo
Abdominal pain upper 5 (1.7 22N 5 (1.7 T (24
Asthenia 4 (1.4 9 (31 4 (1.3) 4 (14
Cough 4 (1.4 5 (1.7 2 (27N 9 (31
Flatulence 4 (1.4 4 (1.4 4 (1.3) G (2.1)
Urinary fract infaction 4 (1.4 T 24 G (2.0) 3 (1.0
Womiting 4 (1.4 9 31 1 (0.3 T 24
Abdominal distension 3010 2007 2007 G (2.1)
Badck pain 3010 11 (3.8 G (2.0 11 =28
Hyperhidrosis 3 (1.0 3 (1.0 G (2.0 5 (17
Hypertension 3 (1.0 G (2.1 T (24 0 29
Abdominal pain 2 007 2007 G (2.0 10 244
Cons tipation 2 0.7 G (2.1 0 =3 5 (17
M europathy peripheral o (0.0} o (0.0) 2 (AN g (2.1

A patient with multiple occurrences of an AE & counted only once in the AE categorny
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Serious Adverse Events and Deaths (Safety Population)

LD Wilda + Mex HD Wilda + Mex Mono Wilda Mono Met
Frimary =y=stem organ clas=s= H=z30 =23z H=z3" H=:z3Z
Prefarred tazm o [ %] n [&] n [%#] nn o [%]
ANy PpPrimary =y=tem organ class
-Total 7 [E. 4] 11 [2.8) 3 [1.2] 1z [4.1]
Cardiac di=ordacs
-Total 2 [1.01] Z (.7 1 [(o.2] 2 [1.a)
Engina un=table= 0 [o.01 Q [o.d) 0 (0.01 1 (0.3
Btrial fibrillation 1 [o. 2] Q [a.0) 0 (0.01 o (0.0l
Coronary artery diseass 1] [o.ol 1] [0.0] il (0.0] 1 [o.2]
Myrocardial infarction 1 (.21 1 [o_2] u] [(o.0j} z [(a.7l]
Myrocardial i=chaemia i [(a.oj 1 [o_2] u] [(o.0j} u} [(a.0oj
Sinocatrial block 1 [o.2] Ju] [o.m) o [(o.0] 1] [o.a)
Wentricular extrasystoles i [(a.oj i [o.oj] 1 [o.21 u} [(a.0oj
Endocrine di=cordacs
-Total 0 [(a.a1] 1] [ ] 1] [(0.01] 1 [a.2]
Foitre 0 [o.al 1] (oo il [(o.o] 1 [o.2]
Fastrointestinal disorders
-Total z [o.7] 1 [o.2) o [(o.0] z [o.7]
&nal haemorrhage Ju] [(o.al 1 [o.2) Ju] [(o.o] 1] [(o.a)
Coliti=s i=chasmic 1 [o.2] Ju] [o.m) o [(o.0] 1] [o.a)
Pancreatiti= acuts 1 (.21 i [o.oj] u] [(o.0j} 1 [(o.2]
Bactal polyp 0 [o.01 Q [o.d) 0 (0.01 1 (0.2
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Infection=s and infestations
~Total
Ery= ipela=
Fastroenteritis
Fezrianal absce=s=
Prizumenia
Prnieumonia primarcy atypical
Staphylococcal infection
Upper respiratory trackt infection

Injury, poi=zoning and procedural complications=
~Total
Fermaz fractuars
Head injury
Joint dis=slocation

Metaboli=m and natrition disorders
-Tatal

Hepoglyrcaemia

Heoplas=m=s benign, malignant and unspecified [incl

cy=t=x and polyps=]
~Total
Edenocarcinoma
Frostate cancer

oo O OO OO O

(=R

[=]

[=]

[(0.0]
(0.0
(0.0
[0.0]
(0.0
[n_nj
[(0.0]
[(0.0]

(0.2
(0.0
(0.2
(oo}

(o_oj
(0.0l

[(0.0]
(0.0
(0.0

= =R TR R ST X

=1 ==y

[=]

(1.0}
[o.2])
[o.2])
[0.0)
(0.0
[o.2)
[o.0]
[o.0]

(0.2
(0.2
(oo}
[(o.0]

[o.0]
[0.0]

[o.0]
(0.0
(0.0

[ R = R e e e

b oo E

[=1

L=

[o.
[o.
[o.
[o.
[a.
ro.
[o.
[o.

[o.
[o.
[o.
[o.

[o.
[o.

[o.
[a.
[a.

21
ol
ol
0l
0l
ol
21
ol

21
0l
a1
2]

0]
0]

ol
0l
0l

[ T -

[ oo oo

[

[1.0]
[0.0]
[0.0]
[(0.321
(0.2
(0.0}
(0.0}
[0.2]

[0.0]
[0.0]
[o.al
[o.o)

[o.2]
(0.2

[1.0]
(0.2
(0.2
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Heoplasms benign, mal ignant and wmspecified [incl
cyst=s and polyp=] [(continued)
Toer ine cancer i} (o.0) i} (0.a) i} [N 1 (.2

Herwveus system discrdszs

=Towal 1 (0.3 1 (0.0 0 [RUMLY 0 (0.)

Transdent ischasmic avvack 1 (0.3 Q (0.0 0 (0.0} ] (0.0}
Reproductive systen and brease disoerdezs

~Total o [(o.o) 1 [(m.2) a [(o.o) a [(0.o)

Cystocel = o (o_a) 1 [(o.2) Jul [o.o) il [(o.o)

Teerowvaginal prolapse i} [(o_n0) 1 [(o.2) u} [o_oj) i} [(D.o]
Respiratory, thoracic and mediastinal disorders

-Total i (o.aj) 1 (o.2) Ju] [(o.o) a [(o.ao)

Cough 0 (0.0 1 (0.3 0 (0.4 1] (0.0]
Skin and subscuvanscus wissus dissedaze

=Teval Q (0.0) a (0.0) 1 (0.3) 0 (0.0}

Treicaria U (o.a) 0 (0.0} 1 (0.2) 0 (0.0}
Surgical and medical procedures

~Total o (o.a) 1 [(D.2) Jul [(o.o) o [(o.o]

Inguinal hernia repairc i} [(o_n0j) 1 [(o.2) u} [o_oj) i} (Do)
Vaseul ar disordecs

“Tetal 0 (0.0} ¥ (1.0) 0 (0.0 0 (0.0)

Arterial occlusive disease 0 [0.0) 1 (0.2) 0 .M 0 (0.0

Hypertensive crisis 0 (0.0) & (0.7 0 (0.0 0 (0.0)

Primary =w=tem organ clas=ze=r are presanted alphaketically; prefarred tarmr are sorted within primary =system crgan class
alphabetically.

& patient with multiple occcurrences of an JAE under one treatment i=x counted only once in the JFAFE category for that
treatment.

& patient with maltiple =zericu=r adwer=ze event=s within a primary =y=tem organ cla==z i= counted only once in the total romw.

Date of Clinical Trial Report
17-Dec-2008
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