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Criteria for evaluation (Cont’d): 
Safety measurements: 
­ Clinical examination (including blood pressure, heart rate, weight, height) at each visit. 
­ Assessment of adverse events at each visit. 
­ Assessment of biological parameters at selection and M24. 
Statistical methods: 
Due to poor recruitment leading to a limited sample size, no statistical testing was performed. 
Instead, all analyses were descriptive. 
SUMMARY - CONCLUSIONS 
STUDY POPULATION AND OUTCOME 
Overall disposition of patients is summarised below.  

Disposition of randomised patients 

Status  S 12911 
(N = 22) 

Placebo 
(N = 21) 

All 
(N = 43) 

Included (randomised) n 22 21 43 
In compliance with the protocol n (%) 22 (100.0) 20 (95.2) 42 (97.7) 
With a protocol deviation at inclusion n (%) - 1 (4.8) 1 (2.3) 

Withdrawn due to n (%) 6 (27.3) 4 (19.0) 10 (23.3) 
Adverse event n (%) 4 (18.2) 1 (4.8) 5 (11.6) 
Lack of efficacy n (%) 1 (4.5) 1 (4.8) 2 (4.7) 
Non-medical reason n (%) - 2 (9.5) 2 (4.7) 
Lost to follow-up n (%) 1 (4.5) - 1 (2.3) 

Completed n (%) 16 (72.7) 17 (81.0) 33 (76.7) 
In compliance with the protocol n (%) 13 (59.1) 9 (42.9) 22 (51.2) 
With a protocol deviation during the study n (%) 3 (13.6) 8 (38.1) 11 (25.6) 

 
A total of 43 patients were included and randomised in the study: 22 patients in the S 12911 group and 
21 patients in the placebo group. Due to poor recruitment, the planned number of patients (70 patients by 
group) was not reached. At the M24 visit, 33 patients (76.7% of the randomised patients) completed the study: 
16 patients (72.7%) in the S 12911 group and 17 patients (81.0%) in the placebo group. 
One patient (4.8%) in the placebo group had a deviation at inclusion (unauthorised treatment: doxycycline). 
During the study, 20 patients (46.5%) presented 31 protocol deviations: 9 patients (40.9%) in the S 12911 
group, and 11 patients (52.4%) in the placebo group. Deviations during the study mainly concerned overall 
compliance < 80%, unauthorised treatments and missing assessments (6 patients each).  
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SUMMARY - CONCLUSIONS (Cont’d) 
STUDY POPULATION AND OUTCOME (Cont’d) 
Main baseline characteristics are summarised below. 

Mean baseline characteristics in the Randomised Set 

Parameter (unit)  S 12911 
(N = 22) 

Placebo 
(N = 21) 

All 
(N = 43) 

Age (years) Mean ± SD 62.8 ± 6.6 61.6 ± 9.1 62.2 ± 7.8 
 Min - Max 52 - 74 52 - 84 52 - 84 
BMI (kg/m2) Mean ± SD 30.6 ± 5.0 29.3 ± 4.5 29.9 ± 4.8 
 Min - Max 24.0 - 44.9 22.2 - 41.7 22.2 - 44.9 
Lequesne index (global score) Mean ± SD 9.8 ± 4.2 11.2 ± 3.9 10.5 ± 4.1 
 Min - Max 2.5 - 20.0 2.0 - 18.5 2.0 - 20.0 
WOMAC index (global score) Mean ± SD 129.6 ± 70.6 159.3 ± 59.4 144.1 ± 66.3 
 Min - Max 10.6 - 288.4 29.2 - 253.8 10.6 - 288.4 
COAT index (global score) Mean ± SD 48.5 ± 24.1 59.0 ± 19.2 53.6 ± 22.2 
 Min - Max 7.5 - 90.3 11.0 - 89.3 7.5 - 90.3 
Joint Space Width (mm) Mean ± SD 2.1 ± 1.6 2.8 ± 1.9 2.5 ± 1.8 
 Min - Max 0.0 - 5.0 0.0 - 6.4 0.0 - 6.4 
Physical assessment of target Knee      

Swelling n (%) 3 (13.6) 3 (14.3) 6 (14.0) 
Warmth n (%) 2 (9.1) 1 (4.8) 3 (7.0) 
Effusion n (%) - - - 

 
Age of randomised patients ranged from 52 to 84 years with a mean ± SD of 62.2 ± 7.8 years; 20 patients 
(46.5%) were male and 23 patients (53.5%) were female. All patients were ambulatory. Current smoking habits 
were reported by 3 patients (13.6%) in the S 12911 group and 4 patients (19.0%) in the placebo group.  
Medical history included mainly osteoarthritis (other than knee osteoarthritis: 93.0%), hypertension (44.2%), 
menopause (41.9%) and hypercholesterolaemia (37.2%). The most frequent treatments at inclusion were 
analgesics (62.8%), anti-inflammatory and antirheumatic products (48.8%) and psycholeptics (32.6%).  
All patients had knee osteoarthritis. The osteoarthritis was bilateral in about 3/4 of the patients. The disease 
duration ranged between 7 and 377 months with an average of 120.7 ± 97.3 months and was in average shorter 
in the S 12911 group than in the placebo group (92.6 months versus 150.2 months, respectively). All patients 
had knee pain during the previous month.  
Baseline characteristics were similar in the two treatment groups except baseline values for Lequesne index, 
WOMAC index and COAT index which were in average lower in the S 12911 group than in the placebo group. 
The mean duration of treatment was 21.6 ± 5.7 months. Global compliance was satisfactory, ranging between 
70% and 130% in 92.3% of the patients. 
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SUMMARY - CONCLUSIONS (Cont’d) 
EFFICACY RESULTS 
Primary assessment criterion: Lequesne index in the FAS 
Change from baseline to last value 
The mean change in global score of Lequesne index was -0.9 ± 3.9 in the S 12911 group and -2.3 ± 6.2 in the 
placebo group.  

Lequesne index (total score) Change from baseline to last value in the FAS 

Total score of Lequesne Index  S 12911 
(N = 22) 

Placebo 
(N = 21) 

Baseline Mean ± SD 9.8 ± 4.2 11.2 ± 3.9 
 Min - Max 2.5 - 20.0 2.0 - 18.5 
End Mean ± SD 8.9 ± 6.2 9.0 ± 5.4 
 Min - Max 0.0 - 21.0 1.0 - 19.0 
Change from baseline to End Mean ± SD -0.9 ± 3.9 -2.3 ± 6.2 
 Min - Max -7.5 - 7.5 -13.0 - 8.5 

 
Change from baseline to each visit 
The global score, the “pain” and the “activity of daily living” subscores of the Lequesne index tended to 
decrease from baseline to each visit in both groups, while the “maximum walked” subscore slightly increased 
in both groups. 
 
Secondary criteria 
The mean change in global score of WOMAC index was -36.81 ± 65.05 in the S 12911 group and 
-60.68 ± 91.45 in the placebo group. No relevant between-group differences were detected for the global score 
and each subscore of the WOMAC index. 

WOMAC index (total score) Change from baseline to last value in the FAS 

Total score of WOMAC index  S 12911 
(N = 22) 

Placebo 
(N = 21) 

Baseline Mean ± SD 129.63 ± 70.65 159.25 ± 59.38 
 Min - Max 10.63 - 288.43 29.21 - 253.84 
End Mean ± SD 92.83 ± 79.23 98.57 ± 77.94 
 Min - Max 0.65 - 252.89 10.63 - 263.98 
Change from baseline to End Mean ± SD -36.81 ± 65.05 -60.68 ± 91.45 
 Min - Max -180.85 - 100.24 -209.56 - 132.51 

 
The algofunctional COAT index decreased in both groups, from 48.46 ± 24.07 at baseline to 36.34 ± 29.97 at 
last evaluation in the S 12911 group and from 59.04 ± 19.20 to 38.92 ± 28.94 in the placebo group. 
 
The joint space width decreased in both groups: -0.05 ± 0.22 mm in the S 12911 group and -0.16 ± 0.25 mm in 
the placebo group. 
 
Pain flares occurred in 54.3 ± 35.7% of days in the S 12911 group and 57.1 ± 38.4% of days in the placebo 
group. Consumption of analgesics occurred in 27.3 ± 30.0% of the days in the S 12911 group and in 
21.1 ± 27.6% of the days in the placebo group. 
 
Considering the small number of patients included in the study, no conclusion could be drawn regarding 
the effect of S 12911 on the algofunctional symptoms in knee osteoarthritis.  
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SUMMARY - CONCLUSIONS (Cont’d) 
SAFETY RESULTS 
Safety Results are summarised below: 

Main safety results 

  S 12911 
(N = 22) 

Placebo 
(N = 21) 

Patients having reported    
at least one emergent adverse event n (%) 21 (95.5) 20 (95.2) 
at least one treatment-related emergent adverse event n (%) 4 (18.2) 2 (9.5) 

Patients having experienced    
at least one serious emergent adverse event (including death) n (%) 4 (18.2) 7 (33.3) 
at least one treatment-related serious emergent adverse event n (%) - - 

Patients withdrawn    
due to an adverse event n (%) 4 (18.2) - 

Patients who died n (%) - 1 (4.8) 
 
The frequency of patients who reported at least one emergent adverse event was similar in both treatment 
groups: 21 patients (95.5%) in the S 12911 group and 20 patients (95.2%) in the placebo group. 
The most frequently affected system organ classes in the S 12911 group were: 
­ Musculoskeletal and connective tissue disorders: 16 patients in the S 12911 group and 14 patients in the 

placebo group. 
­ Infections and infestations: 7 patients and 8 patients, respectively. 
­ Gastrointestinal disorders: 7 patients and 8 patients, respectively. 
The most frequent emergent adverse events reported in the S 12911 group were osteoarthritis (5 patients and 
3 patients in the placebo group) and periarthritis (3 patients in each group). No relevant difference between the 
two groups was detected in the nature and frequency of emergent adverse events, except for skin and 
subcutaneous tissue disorders, more frequent in the S 12911 group (7 patients versus 2, respectively). 
Skin disorders reported in the S 12911 group were eczema (2 patients), acne, dermatitis allergic, nail disorder, 
generalised pruritus, psoriasis, rash, pruritic rash and chapped skin. These events occurred between 3 days 
(for rash) and about 11 months (for nail disorder) with an average time to onset around 6.5 months. None of 
these adverse events were serious. One adverse event (pruritic rash, with no associated signs) was considered 
related to the study treatment and led to study withdrawal. In the placebo group, two cases of skin disorders 
were reported: pruritus and rosacea.  
 
Most emergent adverse events were graded as mild or moderate (99.1% of the events). Severe emergent 
adverse events occurred in 2 patients (1 patient in each group). 
In both groups, the treatment-related emergent adverse events were sparse: 4 patients in the S 12911 group 
and 2 patients in the placebo group. Gastrointestinal disorders was the only system class affected more than 
once.  
Premature study withdrawal due to adverse events affected 4 patients in the S 12911 group. Among them, 
one case of serious intestinal perforation and one case of osteoarthritis were not considered by the investigator 
to be related to the study treatment. One case of mouth ulceration and one case of mild rash pruritic were 
considered related to the study treatment.  
Serious emergent adverse events were reported in 11 patients: 4 patients in the S 12911 group and 7 patients 
in the placebo group. These serious emergent adverse events were all considered to be unrelated to the study 
treatment, spanned 12 different system organ classes and did not display any meaningful trend.  
One patient in the placebo group died during the study. He committed a complete suicide. This death was 
considered by the investigator to be unrelated to the study treatment but related to medical history.  
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SUMMARY - CONCLUSIONS (Cont’d) 
SAFETY RESULTS (Cont’d) 
Laboratory tests 
No relevant changes over time or differences between the two groups were detected for biochemical 
parameters except for CPK. The mean CPK value increased from baseline to end in the S 12911 group 
(mean change ± SD = 39.1 ± 82.8 IU/L) whereas it decreased in the placebo group (-44.9 ± 119.0 IU/L). 
However, there was no potentially clinically significant abnormal value in the S 12911 group (i.e. no values 
> 3 ULN (upper limit of the normal range)). 
No clinically relevant change over time or differences between the two groups were detected for 
haematological parameters.  
No clinically relevant changes over time or differences between the two groups were detected for vital signs. 

CONCLUSION 
This study aimed at assessing the effectiveness of a 2-year treatment with S 12911 on algofunctional 
symptoms of knee osteoarthritis, compared to placebo.  
As only 43 patients were included in this study instead of 140 patients initially planned, the efficacy 
analysis was restricted to descriptive statistics. No conclusion could be drawn regarding the effect of 
S 12911 on the algofunctional symptoms in knee osteoarthritis.  
S 12911 was well tolerated with no unexpected adverse event. 

Date of the report: 14 April 2011 
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