Analysis_V2_ 14 July_2013 Nisarga Biotech Pvt Ltd

Contents
Table 1: Distribution of patients according to group and OUt COME..........cccvveeciereeeereseecrese e 2
Table 2: Distribution of patients in aC GrOUP.........ccueveiiirirererierieeteeee et 2
Table 3: The Mean Change in Global WOMAC Score (Modified - CRD Pune Version) From Baseline
to the End of 12 WeekKs: ITT POPUIALION.......ccviiiieieiicieecte ettt s 3
Figure 1: The Mean Change in Global WOMAC Score (Modified - CRD Pune Version) From
Baseline to End of 12 Weeks: ITT POPUIALION. ......cooeecieiieieiceeeeseeese ettt st 3
Table 4: The % Change in Global WOMAC Score (Modified - CRD Pune Version) From Baseline to
End of Each Visit: ITT POPUIALION. .....c.eoiiiiirirteeeeee et 4
Figure 2: The % Change in Global WOMAC Score (Modified - CRD Pune Version) From Baseline
to End of Each Visit: ITT POPUIALION.......c.eririririeieieieeeeeeseseseee et 4
Table 5: The Mean Change in Global WOMAC Score (Modified - CRD Pune Version) From Baseline
to the End of 12 Weeks: Per protocol pOPUIBLION. ........cccviviieieiiiieeeeceee e 5
Figure 3: The Change in Global WOMAC Score (Modified - CRD Pune Version) From Baseline to
the End of 12 Weeks: Per protocol population. ............ooieeeiiiieciece e 5
Table 6: The % Change in Global WOMAC Score (Modified - CRD Pune Version) From Baseline to
End of Each Visit: Per Protocol POPUIALION. .........ccueiuieieiiiiieieciecteete ettt st 6
Figure 4: The % Change in Global WOMAC Score (Modified - CRD Pune Version) From Baseline
to End of Each Visit: Per Protocol pOpUIALION. .........ccceieiriririnieieee e 6
Table 7: The Mean Change in Health Assessment Questionnaire (HAQ) from baseline to the end of
12 WEEKS: ITT POPUIALION. ...eveiieeieieeteetee ettt ettt te ettt et e st e e s tesseesaesteesaenseesaensesseensessenneans 7
Figure 5: The Mean Change in Health Assessment Questionnaire (HAQ) from baseline to the end
OF 12 WEEKS: ITT POPUIALION. ....eviiieeeeiiete ettt ettt ettt ste b beste b e besae e besreennas 7
Table 8: The % change in HAQ from baseline to the end of 12 weeks: ITT population..........c..c........ 8
Figure 6: The % change in HAQ from baseline to the end of 12 weeks: ITT population. ................. 8

Table 9: The Mean change in HAQ from baseline to the end of 12 weeks: Per Protocol population. ...9

Figure 7: The Mean change in HAQ from baseline to the end of 12 weeks: Per Protocol population.

Table 10: The % change in HAQ from baseline to the end of 12 weeks: Per Protocol population. ..... 10
Figure 8: The % change in HAQ from baseline to the end of 12 weeks: Per Protocol population...10

Table 11: Adverse events reported with Nartana (ALL AdVerse eVENtS) .......cccceveereerereeereneesesenens 11
Table 12: Adverse events reported with Diclofenac (ALL Adverse eVents) ........ccecceeveeeeerereesenenens 11
Table 13: Adverse events reported with Nartana (RELATED Adverse eVeNnts)........ccceeeevereeveeniennnens 12
Table 14: Adverse events reported with Diclofenac (RELATED Adverse eVents)........cccoceveevereennnens 12

l|Page



Analysis_V2_ 14 July_2013

Table 1: Distribution of patients according to group and out come

Nisarga Biotech Pvt Ltd

Number of patients

Outcome of the patients Nartana Diclofenac Grand Total

Subject completed the study 29 26 55
Subject completed study, Non
compliance reported 3 6 9
Lost to follow up (LTF) 6 6 12
Subject not dosed 2 2 4
Grand Total 40 40 80
Table 2: Distribution of patients in each group
Number of patients (N)

Visit number/Weeks Nartana Diclofenac Grand Total
Visit V1 40 40 80
V2/Week 0 38 38 76
V4/ Week 4 34 33 67
V6/Week 8 31 30 61
V8/Week 12 31 32 63

ITT population
(Patient taken at least one dose) 38 38 76
Per protocol population

29 26 55

(Subject taken > 80 % of the drug)
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Table 3: The Mean Change in Global WOMAC Score (Modified - CRD Pune Version)
From Baseline to the End of 12 Weeks: ITT population.

NARTANA DICLOFENAC
.. P value
\\//\llszatli WOMAC BRI PO Pvalue | (Nartana Vs
N'| Mean score | Mean change (IF;re :/S N Mean score c'\rf:r?ne (I;re t\/s Diclofenac)
(Meanx SD) | (Meant SD) 0st) (Meanx SD) (Mean +gSD) ost)
V2/
38 | 34.03+7.61 - : 38 | 34.03+10.44 : : 1.0
Week 0
v4/
34 | 24.53+10.08 -9.59+9.71 0.001 33 24.91+£8.55 -8.8418.6 0.001 0.74
Week 4
V6/
31| 18.97+9.89 -15.53+9.91 0.001 30 17.87+9.19 -14.53+9.90 0.001 0.69
Week 8
Vv8/
31| 14.39+7.69 -19.67+8.15 0.001 32 14.59+8.29 -18.66+9.39 0.001 0.65
Week 12

Paired t test is applied for within group comparison (pre Vs post).
Unpaired t test is applied for between group comparisons (Nartana Vs Diclofenac).
P value is significant if <0.05.

Figure 1: The Mean Change in Global WOMAC Score (Modified - CRD Pune Version)
From Baseline to End of 12 Weeks: ITT population.
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Table 4: The % Change in Global WOMAC Score (Modified - CRD Pune Version)
From Baseline to End of Each Visit: ITT population.

NARTANA DICLOFENAC
. P value
Visit/ WOMAC WOMAC (Nartana Vs
Week .
N Mean score % change N Mean score % change (Meanz Diclofenac)
(Meanz SD) (Meanz SD) (Meanx SD) SD)
V2/
38 | 34.03+7.61 : 38 34.03+10.44 - 1.0
Week 0
V4/
34 24.53+10.08 -27.07+£25.90 33 24.91+8.55 -24.61+22.25 0.68
Week 4 .
Ve6/
31 18.97+9.89 -43.71+26.11 30 17.87+£9.18 -43.50+26.38 0.97
Week 8 '
v/
31 14.39+7.69 -57.49+19.25 32 14.59+8.29 -55.88 £21.70 0.76
Week 12 '

Unpaired t test is applied for between group comparison (Nartana Vs Diclofenac).

P value is significant if <0.05.

Figure 2: The % Change in Global WOMAC Score (Modified - CRD Pune Version)
From Baseline to End of Each Visit: ITT population.
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Table 5: The Mean Change in Global WOMAC Score (Modified - CRD Pune Version)

From Baseline to the End of 12 Weeks: Per protocol population.

NARTANA DICLOFENAC
Visit/ WOMAC o WOMAC P P value
L value value | (Nartana Vs
N1 Meanscore | Mean change (f/;e ! Mean score | Mean change (I\D/rse Diclofenac)
+ + + +
(Mean SD) | (Mean SD) Post) (Meanz SD) (Meanz SD) Post)
v2/ ’e
Weeko | 29 | 34.00£7.97 - 34.12+8.52 0.96
V4l
29 | 25.28+9.15 | -8.72+8.69 0.001 | 26 27.00+6.56 | -7.12+7.06 0.001 0.46
Week 4
V6/
Weekg | 29 | 19-52£9.63 | -14.48+9.46 0.001 | 26 19.65+8.37 | -14.46%9.65 0.001 0.99
Vel 0.001 26 0.001
Week 12 | 29 | 14.66£7.83 | -10.34+8.10 : 14194719 | -19.92+8.39 . 0.80

Paired t test is applied for within group comparison (pre Vs post).
Unpaired t test is applied for between group comparisons (Nartana Vs Diclofenac).
P value is significant if <0.05.

Figure 3: The Change in Global WOMAC Score (Modified - CRD Pune Version) From

Baseline to the End of 12 Weeks: Per protocol population.
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Table 6: The % Change in Global WOMAC Score (Modified - CRD Pune Version)
From Baseline to End of Each Visit: Per Protocol population.

NARTANA DICLOFENAC
. P value
Visit WOMAC WOMAC (Nartana Vs
N Mean score % change N Mean score % change (Meanz Diclofenac)
(Meanz SD) (Mean+ SD) (Meanz SD) SD)
Vv2/
- 26 - 0.96
Week 0 29 | 34.00+7.97 34.1248.52
Vv4/ 2
Week 4 29 | 25.28+9.15 -24.51+22.81 27.00+£6.56 -19.03+17.37 0.33
V6/
29 | 19.52+9.63 -41.94+24.99 26 19.65+8.37 -40.88+23.82 0.87
Week 8
V8/
29 | 14.66%7.83 -57.02+£19.35 26 14.19+£7.19 -58.31+£18.94 0.80
Week 12

Unpaired t test is applied for between group comparisons (Nartana Vs Diclofenac).
P value is significant if <0.05.

Figure 4: The % Change in Global WOMAC Score (Modified - CRD Pune Version)
From Baseline to End of Each Visit: Per Protocol population.
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Table 7: The Mean Change in Health Assessment Questionnaire (HAQ) from baseline
to the end of 12 weeks: ITT population.

NARTANA DICLOFENAC
.. P value
\>v/:::tk/s HAQ P value ARG Pvalue | (Nartana Vs
N'| Mean score | Mean change (I;re YS N Mean score c'\rf:r?ne (I;re :/s Diclofenac)
(Meanx SD) | (Meant SD) 0st) (Meanx SD) (Mean +gSD) 0st)
Vel 5 38 0.88
Week 0 37.08+11.64 - 36.00£13.56 | - :
Z
29.74+10.72 | -7.62+8.26 0.001 33 | 28.85+10.72 | -7.33+8.29 0.001 0.89
Week 4
Vel | o, -
Week 8 23.71#10.12 | -14.97+12.21 | 0.001 | 30 | 51 03+1046 | 15.17+12.19 | 0.001 0.95
vel |, -
Week 17.4849.79 | -21.84+12.33 | 0001 | 32 | 1598+8.44 20.13+11.77 | 0.001 0.57
12

Paired t test is applied for within group comparison (pre Vs post).
Unpaired t test is applied for between group comparisons (Nartana Vs Diclofenac).
P value is significant if <0.05.

Figure 5: The Mean Change in Health Assessment Questionnaire (HAQ) from baseline
to the end of 12 weeks: ITT population.
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Table 8: The % change in HAQ from baseline to the end of 12 weeks: ITT population.

NARTANA DICLOFENAC
Visit P value
wess | " . e UL
Mean score % change Mean score % change (Meanzx
(Meanz SD) (Meanz SD) (Meanx SD) SD)
NI ] 38 | 36.00+13.56 - 0.8
Week 0 R DA
VAl 34 29.74+10.72 -21.32+24.85 33 28.85+10.72 -20.75+20.11
Week 4 T D T ST 0.92
Vel 31 23.71+10.12 -37.73+26.29 30 21.03+10.46 -42.98+24.56
Week 8 T T R T 0.42
Vel 31 17.48+9.79 -54.13+£23.44 32 16.28+8.44 -52.42+21.25
Week 12 T e T T 0.76

Unpaired t test is applied for between group comparisons (Nartana Vs Diclofenac).

P value is significant if <0.05.

Figure 6: The % change in HAQ from baseline to the end of 12 weeks: ITT population.
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Table 9: The Mean change in HAQ from baseline to the end of 12 weeks: Per Protocol

population.
NARTANA DICLOFENAC
.. P value
\>v/:esglt</s HAQ P value ARG Pvalue | (Nartana Vs
N Mean score | Mean change (llji’rc?s?)/s N Mean score C'\hll:r?gne (I;rgs:)/s Diclofenac)
(Meanx SD) | (Meant SD) (Meanx SD) (Meant SD)
vl 29 26 0.71
Week 0 39.90+9.40 | - 39.00+8.53 - :
V4/ 29
31.86+8.32 | -8.03+8.83 0.001 26 | 31.88+5.99 -7.12+8.53 0.001 0.70
Week 4
V6/ 29
24.7249.35 | -15.17+12.54 0.001 26 | 23.73+8.23 -15.27+11.61 | 0.001 0.98
Week 8
v8/ 29
Week 12 17.90+9.89 | -22.00+12.50 0.001 26 | 17.65+7.76 -21.35+10.03 | 0.001 0.83

Paired t test is applied for within group comparison (pre Vs post).
Unpaired t test is applied for between group comparisons (Nartana Vs Diclofenac).
P value is significant if <0.05.

Figure 7: The Mean change in HAQ from baseline to the end of 12 weeks: Per Protocol
population.
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Table 10: The % change in HAQ from baseline to the end of 12 weeks: Per Protocol

population.
NARTANA DICLOFENAC
Visit/ HAQ HAQ P value
Nartana Vs
WS N N ?Diclofenac)
Mean score % change Mean score % change (Meanzx
(Meanz SD) (Meanz SD) (Meanx SD) SD)
V2/ 29
Week 0 39.90+9.40 - 26 | 39.00+8.53 - 0.71
] 29 o6
Week 4 31.86+8.32 -18.08+21.61 31.8845.99 -16.05+16.57 0.70
Vé/ 29 o6
Week 8 24.7249.35 -35.21+24.32 23.7318.23 -37.20+20.38 0.74
V8l 29 -
Week 12 17.90+9.89 -53.73+23.42 17.65+7.76 -54.04+18.72 0.96

Unpaired t test is applied for between group comparisons (Nartana Vs Diclofenac).
P value is significant if <0.05.

Figure 8: The % change in HAQ from baseline to the end of 12 weeks: Per Protocol
population.
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Table 11: Adverse events reported with Nartana (ALL Adverse events)

Subject Subject Date of Concomitant
Number Group Initials | Adverse event Severity Date of onset resolution Relationship Outcome medication
34 Nartana MSG Heart burn Moderate 21-05-2012 03-06-2012 Possible Recovered Yes
36 Nartana SPJ Hypertension Severe 08-03-2012 28-03-2012 Unlikely Recovering Yes
50 Nartana JYM Nausea Mild 15-02-2011 17-02-2011 Unlikely Recovered NO
50 Nartana Vomiting Moderate 16-02-2011 17-02-2011 Unlikely Recovered NO
55 Nartana SSM Headache Moderate 26-01-2011 08-02-2011 Unlikely Recovered NO
66 Nartana AME Nausea Moderate 10-03-2011 20-03-2011 Possible Recovered YES
66 Nartana Headache Severe 10-03-2011 20-03-2011 Possible Recovered YES

Rash (red
patches all oven
body with
78 Nartana SDP iteching) Moderate 07-08-2011 19-08-2011 Possible Recovered YES
Table 12: Adverse events reported with Diclofenac (ALL Adverse events)

Subject Subject Date of Concomitant
Number Group Initials | Adverse event Severity Date of onset resolution Relationship Outcome medication
13 Diclofenac MDG Fungal Infection Moderate 11-09-2011 20-01-2012 Unlikely Recovering Yes
46 Diclofenac PAV Nausea Moderate 02-01-2011 03-01-2011 Possible Recovered No
46 Diclofenac Abdominal pain Mild 05-02-2011 06-02-2011 Possible Recovered No
54 Diclofenac MMP Nausea Mild 29-01-2011 30-01-2011 Unlikely Recovered Yes
54 Diclofenac Giddiness Moderate 26-01-2011 30-01-2011 Unlikely Recovered NO
54 Diclofenac Heart burn Mild 30-01-2011 31-01-2011 Unlikely Recovered NO
54 Diclofenac Heart burn Mild 24-02-2011 06-03-2011 Unlikely Recovered Yes
54 Diclofenac Nausea Mild 26-03-2011 30-03-2011 Unlikely Recovered Yes
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Table 13: Adverse events reported with Nartana (RELATED Adverse events)

Nisarga Biotech Pvt Ltd

Subject Subject Date of Concomitant
Number Group Initials | Adverse event Severity Date of onset resolution Relationship QOutcome medication
34 Nartana MSG Heart burn Moderate 21-05-2012 03-06-2012 Possible Recovered Yes
66 Nartana AME Nausea Moderate 10-03-2011 20-03-2011 Possible Recovered YES
66 Nartana Headache Severe 10-03-2011 20-03-2011 Possible Recovered YES
Rash (red
patches all oven
body with
78 Nartana SDP iteching) Moderate 07-08-2011 19-08-2011 Possible Recovered YES
Table 14: Adverse events reported with Diclofenac (RELATED Adverse events)
Subject Subject Date of Concomitant
Number Group Initials | Adverse event Severity Date of onset resolution Relationship Outcome medication
46 Diclofenac PAV Nausea Moderate 02-01-2011 03-01-2011 Possible Recovered No
46 Diclofenac Abdominal pain Mild 05-02-2011 06-02-2011 Possible Recovered No
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