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1  Executive Summary 

1.1 The study 

This is a re-analysis of two observational and multicenter studies, namely ESSIK and 

ESTIK studies, performed in 8 countries between April 2014 and December 2017. 

The main objective of the analysis was to compare the effectiveness of three 20mg/2ml 

intraarticular injections against one 60mg/6ml intraarticular injection of Hyaluronic Acid 

(HA) in pain reduction and functional improvement in patients with knee osteoarthritis 

(KOA). 

Treatments’ effectiveness was evaluated by means of the Oxford Knee Score (OKS), a 

self-administrated 12-item questionnaire, and the Visual Analog Scale (VAS) for pain, a 

continuous scale of pain intensity. Visits were scheduled at baseline, at 1-month and at 

6-months after the HA treatments. 

The total number of patients included in the study was 409. The selection was carried 

out using a Propensity Score Matching procedure. After this selection procedure, a 

sample of 252 patients was obtained (126 for each group), that was homogenous with 

respect to the following variables: sex, radiological grade according to Kellgren-

Lawrence, previous intervention, use of painkillers, NSAIDs and SISADOA and 

frequency of its administration. 

1.2 Main results 

No differences were found between treatments groups with respect to patients’ 

characteristics at baseline. 

Both treatment groups showed significant differences in repeated measures tests 

performed in main outcome variables such as pain reduction and functional 

improvement. For each test effect sizes (Cohen’s d) were calculated and values between 

0.9 and 1.2 were obtained. 

The analysis of non-inferiority and equivalence showed that the upper 95% Confidence 

Interval (CI) of each of the studied outcome variables in Suplasyn 1-shot group never fell 

below the non-inferiority margin and never exceeded the equivalence margin. 
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1.3 Conclusions 

Samples were found to be homogeneous at baseline with no significant differences 

between groups in patients’ characteristics.  

Both treatment groups showed to be notably effective in pain reduction and functional 

improvement, with large effect sizes (Cohen’s d) between 0.9 and 1.2. 

When performing the analysis of non-inferiority and equivalence, we found equivalence 

between the two products in each variable studied, concluding that the two treatments 

are equivalent and not inferior to each other.  
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2 Patient Inclusion by Country 

 

Table 1. List of inclusion by country 

Country Suplasyn Suplasyn 1-shot 
Total Patients 

included 

Croatia 18 24 42 

Czech Republic 9 17 26 

Egypt 0 20 20 

Kazakhstan 40 0 40 

Malaysia 0 48 48 

Portugal 0 17 17 

Slovenia 13 0 13 

Uzbekistan 46 0 46 

Total 126 126 252 
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3 Methods 

The statistical analysis was performed using the statistical software SPSS 22.0 for 

Windows. Only valid cases (n) were considered (missing values are not described). 

The sample used for this analysis was obtained from two observational and multicenter 

studies, namely ESSIK and ESTIK studies performed in 8 countries between April 2014 

and December 2017. 

The total number of patients included in the study was 409. The selection was carried 

out using a Propensity Score Matching procedure. This procedure matches case records 

with similar control records contained in a single dataset. It first runs a logistic regression 

with the case/control group variable as the dependent variable. Then it selects a match 

for each case from the control group based on the propensity score from the logistic 

regression. The score is an estimate of the probability of membership in the case group. 

After this selection procedure, a sample of 252 patients was obtained (126 for each 

group), that was homogenous with respect to the following variables: sex, radiological 

grade according to Kellgren-Lawrence, previous intervention, use of painkillers, NSAIDs 

and SISADOA and frequency of its administration.   

 

3.1 Outcome Measures 

3.1.1 Oxford Knee Score  

In this study six variations of the Oxford Knee Score were used (Harris et al., 2013).  

1. Oxford Knee Score: For each item, scores ranged from 0 (extreme difficulty) to 

4 (normal function), and global score from 0 (worst score) to 48 (best score). 

 

2. Oxford Knee Score – Pain component consisted of 1, 4, 5, 6, 8, 9, 10 items. 

This subscale was then standardized to a range from 0 (worst) to 100 (best), 

multiplying raw score for 3.57. 

 

3. Oxford Knee Score – Functional component consisted of 2, 3, 7, 11, 12 items. 

This subscale was then standardized to a range from 0 (worst) to 100 (best), 

multiplying raw score for 5. 
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The last three subscales were calculated by protocol following the original Oxford Knee 

Score calculation. For each item, scores ranged from 1 (normal function) to 5 (extreme 

difficulty). 

4. Oxford Knee Score – Pain consisted of 1, 4, 5, 8, 9 items that ranged from 5 

(best) to 25 (worst). 

 

5. Oxford Knee Score - Range of motion consisted of items 2, 3, 7, 12 that ranged 

from 4 (best) to 20 (worst). 

 

6. Oxford Knee Score – Walking consisted of items 4, 6, 9, 10, 11 that ranged 

from 5 (best) to 25 (worst). 

 

3.1.2 Visual Analog Scales (VAS) for Pain 

VAS for pain were continuous scales of pain intensity assessing perceived pain during 

daily activities and at rest/night: the answers were expressed on a 100 mm line, from 0 

(no pain) to 100 mm (worst pain).  

3.2 Descriptive Analysis 

The continuous variables were presented as central tendencies indexes (mean, median) 

and dispersion measures (standard deviation, minimum and maximum values), whereas 

categorical variables were presented as frequencies and proportions. 

 

3.3 Group Homogeneity  

Homogeneity between Suplasyn and Suplasyn 1-shot groups was further analyzed using 

one way analysis of variance ANOVA for numerical variables and Chi-square test for 

nominal variables. 
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3.4 Statistical Inferences 

T-test and Wilcoxon test were performed in order to carry out intra-group comparisons 

between visits. Cohen’s d effect size was calculated as a measure of improvement 

(effectiveness analysis). Non-parametric Friedman test were used for ordinal variables. 

Comparisons between groups were performed using ANOVA tests for continuous 

variables and Mann-Whitney U tests for numerical variables.  

 

3.5 Non-Inferiority– Equivalence Analysis 

Non-inferiority clinical trials are being performed with an increasing frequency now-a-

days. They do not simply consist of demonstrating the non-existence of significant 

differences, but they must demonstrate that the lower limit of the 95% confidence interval 

of the difference between the test and control must not exceed the limit of delta to be 

95% sure that the test drug is not worse than the control by more than delta (Gupta, 

2011). These margins are known as non-inferiority or equivalence margins and are 

established following criteria of minimum detectable differences or clinically relevant 

minimum differences. 

Different cut-off points were determined in order to obtain the margins (Lower Bound and 

Upper Bound) and perform non-inferiority and equivalence analyzes. 

For global OKS, pain and functional OKS subscales, the half of the minimally clinically 

important differences (MCID) were used as cut-off point (Lee et al., 2017). The cut-off 

points of the other three OKS subscales (calculated by protocol) and VAS Perceived 

Pain variables were obtained using the proportion (6%) of the global OKS as reference, 

since no previous bibliographical citations of these variables were found. 

3.5.1 Hypothesis testing 

Considering that μT and μs are the mean responses of the Suplasyn 1-shot and 

Suplasyn, respectively, if μT falls within the equivalence limit of “μs− M, μs + M”, one can 

conclude that Suplasyn 1-shot is equivalent to Suplasyn or the standard of care 

treatment.   

Considering the left-hand side, i.e., μs < μs – M, in this case, one can conclude that 

Suplasyn 1-shot is inferior to Suplasyn or the standard of care treatment. Thus, μs − M 

≤ μT is an indication that Suplasyn 1-shot is not inferior to the Suplasyn (Figure 1). 
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Figure 1. Hypothesis test 

 

(Chow, SC. On selection of Margin in Non-Inferiority Trials (2016)) 

 

Table 2. Oxford Knee Score cut-off points for non-inferiority/ equivalence margins 

Variable Cutoff point Proportion 

Margin (M) 

Lower Bound Upper Bound 

Oxford Knee Score 6/2= 3 6% 

Lower   

Bound 95CI – 

Cutoff point 

Upper   

Bound 95CI + 

Cutoff point 

Oxford Knee Score: Pain 

component 
14/2=7 7% 

Oxford Knee Score: 

Functional component 
10/2=5 5% 

Oxford Knee Score: Pain 

(protocol) 
1,56 6% 

Oxford Knee Score: Range of 

Motion (protocol) 
1,25 6% 

Oxford Knee Score: Walking 

(protocol) 
1,56 6% 

Perceived Pain 0,6 6% 
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4 Descriptive Analysis 

 

4.1 Baseline Visit (N=252) 

4.1.1 Age 

 

Table 3: Age (years) 

N 252 

Mean 61.88 

Median 63.00 

Mode 68 

Std. Deviation 11.158 

Minimum 29 

Maximum 29 

 

Graphic 1: Histogram: Age (years) 
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4.1.2 Gender 

 

Table 4. Gender 

 Frequency Percent 

Female 141 56.0% 

Male 111 44.0% 

Total 252 100.0% 

 

Graphic 2. Gender 
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4.1.3 Radiological grade according to Kellgren–Lawrence 

 

Table 5. Radiological grade according to Kellgren–Lawrence 

 Frequency Percent 

I 41 13.3% 

II 107 45.5% 

III 104 45.1% 

Total 252 100.0% 

 

Graphic 3. Radiological grade according to Kellgren–Lawrence 
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4.1.4 Have you taken drugs to prevent or treat a pain in your knee during 

the past 3 months? 

 

Table 6. Have you taken drugs to prevent or treat a pain in your knee during the 
past 3 months? 

 Frequency Percent 

No 22 8.7% 

Yes 230 91.3% 

Total 252 100.0% 

  

Graphic 4. Have you taken drugs to prevent or treat a pain in your knee during the 
past 3 months? 
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4.1.5 Analgesics (painkillers) 

 

Table 7. Analgesics (painkillers) 

 Frequency Percent 

No 123 48.8% 

Yes 129 51.2% 

Total 252 100.0% 

 

Graphic 5. Analgesics (painkillers) 
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4.1.6 How many times have you taken analgesics (painkillers) to control 

the pain? 

 

Table 8. How many times have you taken analgesics (painkillers) to control the 
pain? 

 Frequency Percent 

Less than three days 47 18.7% 

One day out of two 22 8.8% 

Every day 47 18.7% 

Total* 116 100.0% 

*There are missing values on this variable (N=129) 

 

Graphic 6. How many times have you taken analgesics (painkillers) to control the 
pain? 
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4.1.7 NSAIDs non-steroid anti-inflammatory drugs (ibuprofen, meloxicam, 

etc.) 

 

Table 9. NSAIDs non-steroid anti-inflammatory drugs (ibuprofen, meloxicam, etc.) 

 Frequency Percent 

No 87 34.5% 

Yes 165 65.5% 

Total 252 100.0% 

 

Graphic 7. NSAIDs non-steroid anti-inflammatory drugs (ibuprofen, meloxicam, 
etc.) 
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4.1.8 How many times have you taken NSAIDs to control the pain? 

 

Table 10. How many times have you taken NSAIDs to control the pain? 

 Frequency Percent 

Less than three days 74 29.4% 

One day out of two 25 9.9% 

Every day 64 25.4% 

Total* 163 100.0% 

*There are missing values on this variable (N=165) 

 

Graphic 8. How many times have you taken NSAIDs to control the pain? 
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4.1.9 SYSADOA symptomatic slow acting drugs of osteoarthritis 

(chondroitin, glucosamine) - every day usage 

 

Table 11. SYSADOA symptomatic slow acting drugs of osteoarthritis (chondroitin, 
glucosamine) - every day usage 

 Frequency Percent 

No 182 72.2% 

Yes 70 27.8% 

Total 252 100.0% 

 

Graphic 9. SYSADOA symptomatic slow acting drugs of osteoarthritis (chondroitin, 
glucosamine) - every day usage 
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4.1.10 Previous intervention - Open surgery 

 

Table 12. Previous intervention - Open surgery 

 Frequency Percent 

No 249 98.8% 

Yes 3 1.2% 

Total 252 100.0% 

 

Graphic 10. Previous intervention - Open surgery 
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4.1.11 Previous intervention - Arthroscopy 

 

Table 13. Previous intervention - Arthroscopy 

 Frequency Percent 

No 229 90.9% 

Yes 23 9.1% 

Total 252 100.0% 

 

Graphic 11. Previous intervention - Arthroscopy 
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4.1.12 Previous intervention - Intraarticular injections (HA, corticosteroids) 

 

Table 14. Previous intervention - Intraarticular injections (HA, corticosteroids) 

 Frequency Percent 

No 154 61.1% 

Yes 98 38.9% 

Total 252 100.0% 

 

Graphic 12. Previous intervention - Intraarticular injections (HA, corticosteroids) 
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4.1.13 Intraarticular injection type: Hyaluronic acid 

 

Table 15. Intraarticular injection type: Hyaluronic acid 

 Frequency Percent 

No 214 84.9% 

Yes 38 15.1% 

Total 252 100.0% 

 

Graphic 13. Intraarticular injection type: Hyaluronic acid 
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4.1.14 Intraarticular injection type: Corticosteroids 

 

Table 16. Intraarticular injection type: Corticosteroids 

 Frequency Percent 

No 192 76.2% 

Yes 60 23.8% 

Total 252 100.0% 

 

Graphic 14. Intraarticular injection type: Corticosteroids 
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4.1.15 Previous intervention - Arthrocentesis 

 

Table 17. Previous intervention - Arthrocentesis 

 Frequency Percent 

No 243 96.4% 

Yes 9 3.6% 

Total 252 100.0% 

 

Graphic 15. Previous intervention - Arthrocentesis 
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4.1.16 Perceived pain during daily activities lies 

 

Table 18: Perceived pain during daily activities lies 

N* 251 

Mean 6.0 

Median 6.0 

Mode 5.0 

Std. Deviation 1.699 

Minimum 2.0 

Maximum 10.0 

*There are missing values on this variable (N=252) 

 

Graphic 16: Histogram: Perceived pain during daily activities lies 
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4.1.17 Perceived pain at rest/night lies 

 

Table 19: Perceived pain at rest/night lies 

N* 243 

Mean 3.7 

Median 3.5 

Mode 5.0 

Std. Deviation 2.531 

Minimum .0 

Maximum 10.0 

*There are missing values on this variable (N=252) 

 

Graphic 17: Histogram: Perceived pain at rest/night lies   
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4.1.18 OKSQ. During the past 4 weeks... 

 

4.1.18.1 How would you describe the pain you usually have in your 

knee? 

 

Table 20. How would you describe the pain you usually have in your knee? 

 Frequency Percent 

Very mild 15 6.3% 

Mild 66 27.6% 

Moderate 96 40.2% 

Severe 62 25.9% 

Total* 239 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 18. How would you describe the pain you usually have in your knee? 
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4.1.18.2 Have you had any trouble washing and drying yourself (all 

over) because of your knee? 

 

Table 21. Have you had any trouble washing and drying yourself (all over) because of your 
knee? 

 Frequency Percent 

No trouble at all 22 9.2% 

Very little trouble 64 26.8% 

Moderate trouble 100 41.8% 

Extreme difficulty 51 21.3% 

Impossible to do 2 0.9% 

Total* 239 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 19. Have you had any trouble washing and drying yourself (all over) because of 
your knee? 
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4.1.18.3 Have you had any trouble getting in and out of the car or using 

public transport because of your knee? (With or without a stick) 

 

Table 22. Have you had any trouble getting in and out of the car or using public transport 
because of your knee? (With or without a stick) 

 Frequency Percent 

No trouble at all 9 3.8% 

Very little trouble 48 20.3% 

Moderate trouble 115 48.5% 

Extreme difficulty 64 27.0% 

Impossible to do 1 0.4% 

Total* 237 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 20. Have you had any trouble getting in and out of the car or using public transport 
because of your knee? (With or without a stick) 
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4.1.18.4 For how long are you able to walk before the pain in your knee 

becomes severe? (With or without a stick) 

 

Table 23. For how long are you able to walk before the pain in your knee becomes severe? 
(With or without a stick) 

 Frequency Percent 

No pain > 60 min 36 15.1% 

16 - 60 minutes 89 37.2% 

5 - 15 minutes 78 32.6% 

Around the house only 29 12.2% 

Not at all - severe on walking 7 2.9% 

Total* 239 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 21. For how long are you able to walk before the pain in your knee becomes 
severe? (With or without a stick) 
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4.1.18.5 After a meal (sat at a table), how painful has it been for you to 

stand up from a chair because of your knee? 

 

Table 24. After a meal (sat at a table), how painful has it been for you to stand up from a 
chair because of your knee? 

 Frequency Percent 

Not at all painful 17 7.2% 

Slightly painful 59 24.8% 

Moderately pain 89 37.6% 

Very painful 71 30.0% 

Unbearable 1 0.4% 

Total* 237 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 22. After a meal (sat at a table), how painful has it been for you to stand up from a 
chair because of your knee? 
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4.1.18.6 Have you been limping when walking, because of your knee? 

 

Table 25. Have you been limping when walking, because of your knee? 

 Frequency Percent 

Rarely / never 32 13.4% 

Sometimes or just at first 88 37.0% 

Often, not just at first 36 15.1% 

Most of the time 48 20.2% 

All of the time 34 14.3% 

Total* 238 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 23. Have you been limping when walking, because of your knee? 
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4.1.18.7 Could you kneel down and get up again afterwards? 

 

Table 26. Could you kneel down and get up again afterwards? 

 Frequency Percent 

Yes, easily 1 0.5% 

With little difficulty 49 20.7% 

With moderate difficulty 75 31.6% 

With extreme difficulty 51 21.5% 

No, impossible 61 25.7% 

Total* 237 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 24. Could you kneel down and get up again afterwards? 
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4.1.18.8 Are you troubled by pain in your knee at night in bed? 

 

Table 27. Are you troubled by pain in your knee at night in bed? 

 Frequency Percent 

Not at all 35 14.6% 

Only one or two nights 75 31.4% 

Some nights 55 23.0 

Most nights 49 20.5% 

Every night 25 10.5% 

Total* 239 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 25. Are you troubled by pain in your knee at night in bed? 
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4.1.18.9 How much has pain from your knee interfered with your usual 

work? (including housework) 

 

Table 28. How much has pain from your knee interfered with your usual work? (including 
housework) 

 Frequency Percent 

Not at all 11 4.7% 

A little bit 52 22.0 

Moderately 101 42.8% 

Greatly 61 25.8% 

Totally 11 4.7% 

Total* 236 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 26. How much has pain from your knee interfered with your usual work? (including 
housework) 
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4.1.18.10 Have you felt that your knee might suddenly 'give away' or let 

you down? 

 

Table 29. Have you felt that your knee might suddenly 'give away' or let you down? 

 Frequency Percent 

Rarely / never 41 17.2% 

Sometimes or just at first 73 30.7% 

Often, not just at first 72 30.3% 

Most of the time 46 19.3% 

All of the time 6 2.5% 

Total* 238 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 27. Have you felt that your knee might suddenly 'give away' or let you down? 

 
 

 
  



Mylan N.V.                                                                                    Clever Instruments, S.L.  

 

Confidential information   
Report Date: 27/01/2018 (v1.0)   Page 41 of 174 
 

4.1.18.11 Could you do household shopping on your own? 

 

Table 30. Could you do household shopping on your own? 

 Frequency Percent 

Yes, easily 33 13.9% 

With little difficulty 62 26.0% 

With moderate difficulty 84 35.3% 

With extreme difficulty 55 23.1% 

No, impossible 4 1.7% 

Total* 238 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 28. Could you do household shopping on your own? 
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4.1.18.12 Could you walk down a flight of stairs (between two floors)? 

 

Table 31. Could you walk down a flight of stairs (between two floors)? 

 Frequency Percent 

Yes, easily 9 3.8% 

With little difficulty 59 24.7% 

With moderate difficulty 90 37.6% 

With extreme difficulty 80 33.5% 

No, impossible 1 0.4% 

Total* 239 100.0% 

*There are missing values on this variable (N=252) 

 

Graphic 29. Could you walk down a flight of stairs (between two floors)? 
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4.1.18.13 Oxford Knee Score 

 

Table 32. Oxford Knee Score 

N* 239 

Mean 24.41 

Median 25.00 

Mode 35.00 

Std. Deviation 9.572 

Minimum 8.00 

Maximum 44.00 

*There are missing values on this variable (N=252) 

 

Graphic 30. Oxford Knee Score 
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4.1.18.14 Oxford Knee Score Pain component 

 

Table 33. Oxford Knee Score Pain component 

N* 239 

Mean 51.61 

Median 53.55 

Mode 60.69 

Std. Deviation 20.923 

Minimum 10.71 

Maximum 92.82 

*There are missing values on this variable (N=252) 

 

Graphic 31. Oxford Knee Score Pain component 
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4.1.18.15 Oxford Knee Score Functional component 

 

Table 34. Oxford Knee Score Functional component 

N* 239 

Mean 49.77 

Median 50.00 

Mode 50.00 

Std. Deviation 19.652 

Minimum 15.00 

Maximum 95.00 

*There are missing values on this variable (N=252) 

 

Graphic 32. Oxford Knee Score Functional component 
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4.1.18.16 Oxford Knee Score Pain (Protocol) 

 

Table 35. Oxford Knee Score Pain (Protocol) 

N* 239 

Mean 15.06 

Median 15.00 

Mode 16.00 

Std. Deviation 4.086 

Minimum 6.00 

Maximum 23.00 

*There are missing values on this variable (N=252) 

 

Graphic 33. Oxford Knee Score Pain (Protocol) 
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4.1.18.17 Oxford Knee Score Range of motion (Protocol) 

 

Table 36. Oxford Knee Score Range of motion (Protocol) 

N* 239 

Mean 12.26 

Median 12.00 

Mode 12.00 

Std. Deviation 3.105 

Minimum 5.00 

Maximum 17.00 

*There are missing values on this variable (N=252) 

 

Graphic 34. Oxford Knee Score Range of motion (Protocol) 
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4.1.18.18 Oxford Knee Score Walking (Protocol) 

 

Table 37. Oxford Knee Score Walking (Protocol) 

N* 239 

Mean 13.64 

Median 14.00 

Mode 18.00 

Std. Deviation 4.489 

Minimum 5.00 

Maximum 23.00 

*There are missing values on this variable (N=252) 

 

Graphic 35. Oxford Knee Score Walking (Protocol) 
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4.2 Visit 1 (one month after first injection) (N=237) 

 

4.2.1 Have you taken drugs to prevent or treat a pain in your knee during 

the past month? 

 

Table 38. Have you taken drugs to prevent or treat a pain in your knee during the past 
month? 

 Frequency Percent 

No 93 39.4% 

Yes 143 60.6% 

Total* 236 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 36. Have you taken drugs to prevent or treat a pain in your knee during the past 
month? 
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4.2.2 Analgesics (painkillers) 

 

Table 39. Analgesics (painkillers) 

 Frequency Percent 

No 177 78.3% 

Yes 49 21.7% 

Total* 226 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 37. Analgesics (painkillers) 
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4.2.3 How many times have you taken analgesics (painkillers) to control 

the pain? 

 

Table 40. How many times have you taken analgesics (painkillers) to control the pain? 

 Frequency Percent 

Less than three days 27 56.3% 

One day out of two 9 18.7% 

Every day 12 25.0% 

Total* 48 100.0% 

*There are missing values on this variable (N=49) 

 

Graphic 38. How many times have you taken analgesics (painkillers) to control the pain? 
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4.2.4 NSAIDs non-steroid anti-inflammatory drugs (ibuprofen, meloxicam, 

etc.) 

 

Table 41. NSAIDs non-steroid anti-inflammatory drugs (ibuprofen, meloxicam, etc.) 

 Frequency Percent 

No 111 49.1% 

Yes 115 50.9% 

Total* 226 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 39. NSAIDs non-steroid anti-inflammatory drugs (ibuprofen, meloxicam, etc.) 
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4.2.5 How many times have you taken NSAIDs to control the pain? 

 

Table 42. How many times have you taken NSAIDs to control the pain? 

 Frequency Percent 

Less than three days 63 56.3% 

One day out of two 23 20.5% 

Every day 26 23.2% 

Total* 112 100.0% 

*There are missing values on this variable (N=115) 

 

Graphic 40. How many times have you taken NSAIDs to control the pain? 
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4.2.6 SYSADOA symptomatic slow acting drugs of osteoarthritis 

(chondroitin, glucosamine) - every day usage 

 

Table 43. SYSADOA symptomatic slow acting drugs of osteoarthritis (chondroitin, 
glucosamine) - every day usage 

 Frequency Percent 

No 204 90.3% 

Yes 22 9.7% 

Total* 226 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 41. SYSADOA symptomatic slow acting drugs of osteoarthritis (chondroitin, 
glucosamine) - every day usage 
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4.2.7 Perceived pain during daily activities lies 

 

Table 44: Perceived pain during daily activities lies 

N* 233 

Mean 3.54 

Median 3.00 

Mode 2.0 

Std. Deviation 1.858 

Minimum 0.0 

Maximum 8.0 

*There are missing values on this variable (N=237) 

 

Graphic 42: Histogram: Perceived pain during daily activities lies 
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4.2.8 Perceived pain at rest/night lies 

 

Table 45: Perceived pain at rest/night lies 

N* 225 

Mean 1.75 

Median 1.00 

Mode .0 

Std. Deviation 1.743 

Minimum 0.0 

Maximum 7.0 

*There are missing values on this variable (N=237) 

 

Graphic 43: Histogram: Perceived pain at rest/night lies   
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4.2.9 OKSQ. During the past 4 weeks... 

 

4.2.9.1 How would you describe the pain you usually have in your knee? 

 

Table 46. How would you describe the pain you usually have in your knee? 

 Frequency Percent 

None 31 13.1% 

Very mild 76 32.1% 

Mild 78 32.9% 

Moderate 42 17.7% 

Severe 10 4.2% 

Total 237 100.0% 

 

Graphic 44. How would you describe the pain you usually have in your knee? 
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4.2.9.2 Have you had any trouble washing and drying yourself (all over) 

because of your knee? 

 

Table 47. Have you had any trouble washing and drying yourself (all over) because of your 
knee? 

 Frequency Percent 

No trouble at all 76 32.4% 

Very little trouble 95 40.4% 

Moderate trouble 55 23.4% 

Extreme difficulty 9 3.8% 

Total* 235 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 45. Have you had any trouble washing and drying yourself (all over) because of 
your knee? 
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4.2.9.3 Have you had any trouble getting in and out of the car or using 

public transport because of your knee? (With or without a stick) 

 

Table 48. Have you had any trouble getting in and out of the car or using public transport 
because of your knee? (With or without a stick) 

 Frequency Percent 

No trouble at all 66 28.1% 

Very little trouble 82 34.9% 

Moderate trouble 74 31.5% 

Extreme difficulty 12 5.1% 

Impossible to do 1 0.4% 

Total* 235 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 46. Have you had any trouble getting in and out of the car or using public transport 
because of your knee? (With or without a stick) 
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4.2.9.4 For how long are you able to walk before the pain in your knee 

becomes severe? (With or without a stick) 

 

Table 49. For how long are you able to walk before the pain in your knee becomes severe? 
(With or without a stick) 

 Frequency Percent 

No pain > 60 min 91 38.7% 

16 - 60 minutes 99 42.1% 

5 - 15 minutes 33 14.0 

Around the house only 9 3.8% 

Not at all - severe on walking 3 1.4% 

Total* 235 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 47. For how long are you able to walk before the pain in your knee becomes 
severe? (With or without a stick) 
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4.2.9.5 After a meal (sat at a table), how painful has it been for you to stand 

up from a chair because of your knee? 

 

Table 50. After a meal (sat at a table), how painful has it been for you to stand up from a 
chair because of your knee? 

 Frequency Percent 

Not at all painful 71 30.0% 

Slightly painful 104 43.9% 

Moderately pain 41 17.2% 

Very painful 21 8.9% 

Total 237 100.0% 

 

Graphic 48. After a meal (sat at a table), how painful has it been for you to stand up from a 
chair because of your knee? 
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4.2.9.6 Have you been limping when walking, because of your knee? 

 

Table 51. Have you been limping when walking, because of your knee? 

 Frequency Percent 

Rarely / never 95 40.1% 

Sometimes or just at first 78 32.9% 

Often, not just at first 40 16.9% 

Most of the time 13 5.5% 

All of the time 11 4.6% 

Total 237 100.0% 

 

Graphic 49. Have you been limping when walking, because of your knee? 
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4.2.9.7 Could you kneel down and get up again afterwards? 

 

Table 52. Could you kneel down and get up again afterwards? 

 Frequency Percent 

Yes, easily 41 17.4% 

With little difficulty 67 28.5% 

With moderate difficulty 78 33.2% 

With extreme difficulty 35 14.9% 

No, impossible 14 6.0% 

Total* 235 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 50. Could you kneel down and get up again afterwards? 
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4.2.9.8 Are you troubled by pain in your knee at night in bed? 

 

Table 53. Are you troubled by pain in your knee at night in bed? 

 Frequency Percent 

Not at all 107 45.1% 

Only one or two nights 62 26.2% 

Some nights 51 21.5% 

Most nights 9 3.8% 

Every night 8 3.4% 

Total 237 100.0% 

 

Graphic 51. Are you troubled by pain in your knee at night in bed? 
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4.2.9.9 How much has pain from your knee interfered with your usual 

work? (including housework) 

 

Table 54. How much has pain from your knee interfered with your usual work? (including 
housework) 

 Frequency Percent 

Not at all 49 20.7% 

A little bit 110 46.4% 

Moderately 55 23.2% 

Greatly 21 8.9% 

Totally 2 0.8% 

Total* 237 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 52. How much has pain from your knee interfered with your usual work? (including 
housework) 
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4.2.9.10 Have you felt that your knee might suddenly 'give away' or let 

you down? 

 

Table 55. Have you felt that your knee might suddenly 'give away' or let you down? 

 Frequency Percent 

Rarely / never 97 41.1% 

Sometimes or just at first 89 37.7% 

Often, not just at first 40 16.8% 

Most of the time 3 1.3% 

All of the time 7 3.0% 

Total* 236 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 53. Have you felt that your knee might suddenly 'give away' or let you down? 
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4.2.9.11 Could you do household shopping on your own? 

 

Table 56. Could you do household shopping on your own? 

 Frequency Percent 

Yes, easily 76 32.1% 

With little difficulty 72 30.4% 

With moderate difficulty 75 31.6% 

With extreme difficulty 13 5.5% 

No, impossible 1 0.4% 

Total 237 100.0% 

 

Graphic 54. Could you do household shopping on your own? 

 
 

 

 

 

 

 

  



Mylan N.V.                                                                                    Clever Instruments, S.L.  

 

Confidential information   
Report Date: 27/01/2018 (v1.0)   Page 68 of 174 
 

4.2.9.12 Could you walk down a flight of stairs (between two floors)? 

 

Table 57. Could you walk down a flight of stairs (between two floors)? 

 Frequency Percent 

Yes, easily 45 19.1% 

With little difficulty 95 40.3% 

With moderate difficulty 79 33.4% 

With extreme difficulty 17 7.2% 

Total* 236 100.0% 

*There are missing values on this variable (N=237) 

 

Graphic 55. Could you walk down a flight of stairs (between two floors)? 
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4.2.9.13 Oxford Knee Score 

 

Table 58. Oxford Knee Score pain component 

N 237 

Mean 34.17 

Median 35.00 

Mode 37.00 

Std. Deviation 9.588 

Minimum 8.00 

Maximum 48.00 

 

Graphic 56. Oxford Knee Score pain component 
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4.2.9.14 Oxford Knee Score Pain component 

 

Table 59. Oxford Knee Score Pain component 

N 239 

Mean 72.62 

Median 74.97 

Mode 99.96 

Std. Deviation 20.465 

Minimum 10.71 

Maximum 99.96 

 

Graphic 57. Oxford Knee Score Pain component 
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4.2.9.15 Oxford Knee Score Functional component 

 

Table 60. Oxford Knee Score Functional component 

N 239 

Mean 69.14 

Median 70.00 

Mode 75.00 

Std. Deviation 20.502 

Minimum 25.00 

Maximum 100.00 

 

Graphic 58. Oxford Knee Score Functional component 

 
 

 

 
  



Mylan N.V.                                                                                    Clever Instruments, S.L.  

 

Confidential information   
Report Date: 27/01/2018 (v1.0)   Page 72 of 174 
 

4.2.9.16 Oxford Knee Score Pain (Protocol) 

 

Table 61. Oxford Knee Score Pain (Protocol) 

N 237 

Mean 10.75 

Median 10.00 

Mode 10.00 

Std. Deviation 4.108 

Minimum 4.00 

Maximum 22.00 

 

Graphic 59. Oxford Knee Score Pain (Protocol) 
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4.2.9.17 Oxford Knee Score Range of motion (Protocol) 

 

Table 62. Oxford Knee Score Range of motion (Protocol) 

N 237 

Mean 8.99 

Median 9.00 

Mode 8.00 

Std. Deviation 3.278 

Minimum 3.00 

Maximum 16.00 

 

Graphic 60. Oxford Knee Score Range of motion (Protocol) 
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4.2.9.18 Oxford Knee Score Walking (Protocol) 

 

Table 63. Oxford Knee Score Walking (Protocol) 

N 237 

Mean 10.08 

Median 10.00 

Mode 5.00 

Std. Deviation 4.068 

Minimum 4.00 

Maximum 22.00 

 

Graphic 61. Oxford Knee Score Walking (Protocol) 
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4.3 Visit 2 (six months after first injection) (N=230) 

 

4.3.1 Have you taken drugs to prevent or treat a pain in your knee during 

the past month? 

 

Table 64. Have you taken drugs to prevent or treat a pain in your knee during the past 
month? 

 Frequency Percent 

No 92 40.5% 

Yes 135 59.5% 

Total* 227 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 62. Have you taken drugs to prevent or treat a pain in your knee during the past 
month? 
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4.3.2 Analgesics (painkillers) 

 

Table 65. Analgesics (painkillers) 

 Frequency Percent 

No 166 74.8% 

Yes 56 25.2% 

Total* 222 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 63. Analgesics (painkillers) 
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4.3.3 How many times have you taken analgesics (painkillers) to control 

the pain? 

 

Table 66. How many times have you taken analgesics (painkillers) to control the pain? 

 Frequency Percent 

Less than three days 35 66.0% 

One day out of two 5 9.5% 

Every day 13 24.5 

Total* 53 100.0% 

*There are missing values on this variable (N=56) 

 

Graphic 64. How many times have you taken analgesics (painkillers) to control the pain? 
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4.3.4 NSAIDs non-steroid anti-inflammatory drugs (ibuprofen, meloxicam, 

etc.) 

 

Table 67. NSAIDs non-steroid anti-inflammatory drugs (ibuprofen, meloxicam, etc.) 

 Frequency Percent 

No 123 55.4% 

Yes 99 44.6% 

Total* 222 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 65. NSAIDs non-steroid anti-inflammatory drugs (ibuprofen, meloxicam, etc.) 
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4.3.5 How many times have you taken NSAIDs to control the pain? 

 

Table 68. How many times have you taken NSAIDs to control the pain? 

 Frequency Percent 

Less than three days 72 74.3% 

One day out of two 14 14.4% 

Every day 11 11.3% 

Total* 97 100.0% 

*There are missing values on this variable (N=99) 

 

Graphic 66. How many times have you taken NSAIDs to control the pain? 
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4.3.6 SYSADOA symptomatic slow acting drugs of osteoarthritis 

(chondroitin, glucosamine) - every day usage 

 

Table 69. SYSADOA symptomatic slow acting drugs of osteoarthritis (chondroitin, 
glucosamine) - every day usage 

 Frequency Percent 

No 193 86.5% 

Yes 30 13.5% 

Total* 223 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 67. SYSADOA symptomatic slow acting drugs of osteoarthritis (chondroitin, 
glucosamine) - every day usage 
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4.3.7 Perceived pain during daily activities lies 

 

Table 70: Perceived pain during daily activities lies 

N* 220 

Mean 3.23 

Median 3.00 

Mode 2.0 

Std. Deviation 2.022 

Minimum .0 

Maximum 8.0 

*There are missing values on this variable (N=230) 

 

Graphic 68: Histogram: Perceived pain during daily activities lies 
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4.3.8 Perceived pain at rest/night lies 

 

Table 71: Perceived pain at rest/night lies 

N* 204 

Mean 1.83 

Median 1.00 

Mode .0 

Std. Deviation 1.895 

Minimum 0.0 

Maximum 7.0 

*There are missing values on this variable (N=230) 

 

Graphic 69: Histogram: Perceived pain at rest/night lies   
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4.3.9 OKSQ. During the past 4 weeks... 

 

4.3.9.1 How would you describe the pain you usually have in your knee? 

 

Table 72. How would you describe the pain you usually have in your knee? 

 Frequency Percent 

None 34 14.8% 

Very mild 87 37.8% 

Mild 70 30.4% 

Moderate 33 14.4% 

Severe 6 2.6% 

Total 230 100.0% 

 

Graphic 70. How would you describe the pain you usually have in your knee? 
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4.3.9.2 Have you had any trouble washing and drying yourself (all over) 

because of your knee? 

 

Table 73. Have you had any trouble washing and drying yourself (all over) because of your 
knee? 

 Frequency Percent 

No trouble at all 86 37.4% 

Very little trouble 100 43.4% 

Moderate trouble 42 18.3% 

Extreme difficulty 2 0.9% 

Total 230 100.0% 

 

Graphic 71. Have you had any trouble washing and drying yourself (all over) because of 
your knee? 
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4.3.9.3 Have you had any trouble getting in and out of the car or using 

public transport because of your knee? (With or without a stick) 

 

Table 74. Have you had any trouble getting in and out of the car or using public transport 
because of your knee? (With or without a stick) 

 Frequency Percent 

No trouble at all 75 32.8% 

Very little trouble 99 43.2% 

Moderate trouble 41 17.9% 

Extreme difficulty 14 6.1% 

Total* 229 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 72. Have you had any trouble getting in and out of the car or using public transport 
because of your knee? (With or without a stick) 
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4.3.9.4 For how long are you able to walk before the pain in your knee 

becomes severe? (With or without a stick) 

 

Table 75. For how long are you able to walk before the pain in your knee becomes severe? 
(With or without a stick) 

 Frequency Percent 

No pain > 60 min 103 45.1% 

16 - 60 minutes 85 37.3% 

5 - 15 minutes 29 12.7% 

Around the house only 4 1.8% 

Not at all - severe on walking 7 3.1% 

Total* 228 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 73. For how long are you able to walk before the pain in your knee becomes 
severe? (With or without a stick) 
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4.3.9.5 After a meal (sat at a table), how painful has it been for you to stand 

up from a chair because of your knee? 

 

Table 76. After a meal (sat at a table), how painful has it been for you to stand up from a 
chair because of your knee? 

 Frequency Percent 

Not at all painful 77 33.6% 

Slightly painful 96 41.9% 

Moderately pain 40 17.5% 

Very painful 16 7.0% 

Total* 229 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 74. After a meal (sat at a table), how painful has it been for you to stand up from a 
chair because of your knee? 
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4.3.9.6 Have you been limping when walking, because of your knee? 

 

Table 77. Have you been limping when walking, because of your knee? 

 Frequency Percent 

Rarely / never 104 45.4 

Sometimes or just at first 71 31.0 

Often, not just at first 37 16.2 

Most of the time 17 7.4 

Total* 229 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 75. Have you been limping when walking, because of your knee? 
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4.3.9.7 Could you kneel down and get up again afterwards? 

 

Table 78. Could you kneel down and get up again afterwards? 

 Frequency Percent 

Yes, easily 43 18.7% 

With little difficulty 84 36.5% 

With moderate difficulty 67 29.1% 

With extreme difficulty 19 8.3% 

No, impossible 17 7.4% 

Total 230 100.0% 

 

Graphic 76. Could you kneel down and get up again afterwards? 
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4.3.9.8 Are you troubled by pain in your knee at night in bed? 

 

Table 79. Are you troubled by pain in your knee at night in bed? 

 Frequency Percent 

Not at all 108 47.2% 

Only one or two nights 71 31.0% 

Some nights 39 17.0% 

Most nights 11 4.8% 

Total* 229 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 77. Are you troubled by pain in your knee at night in bed? 
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4.3.9.9 How much has pain from your knee interfered with your usual 

work? (including housework) 

 

Table 80. How much has pain from your knee interfered with your usual work? (including 
housework) 

 Frequency Percent 

Not at all 61 26.5% 

A little bit 101 43.9% 

Moderately 50 21.8% 

Greatly 18 7.8% 

Total 230 100.0% 

 

Graphic 78. How much has pain from your knee interfered with your usual work? (including 
housework) 

 
 

 

 

 

 

 
  



Mylan N.V.                                                                                    Clever Instruments, S.L.  

 

Confidential information   
Report Date: 27/01/2018 (v1.0)   Page 92 of 174 
 

4.3.9.10 Have you felt that your knee might suddenly 'give away' or let 

you down? 

 

Table 81. Have you felt that your knee might suddenly 'give away' or let you down? 

 Frequency Percent 

Rarely / never 107 46.7% 

Sometimes or just at first 92 40.2% 

Often, not just at first 21 9.2% 

Most of the time 9 3.9% 

Total* 229 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 79. Have you felt that your knee might suddenly 'give away' or let you down? 

 
 

 

 

 

 

 

 
  



Mylan N.V.                                                                                    Clever Instruments, S.L.  

 

Confidential information   
Report Date: 27/01/2018 (v1.0)   Page 93 of 174 
 

4.3.9.11 Could you do household shopping on your own? 

 

Table 82. Could you do household shopping on your own? 

 Frequency Percent 

Yes, easily 92 40.2% 

With little difficulty 77 33.6% 

With moderate difficulty 50 21.8% 

With extreme difficulty 10 4.4% 

Total* 229 100.0% 

*There are missing values on this variable (N=230) 

 

Graphic 80. Could you do household shopping on your own? 
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4.3.9.12 Could you walk down a flight of stairs (between two floors)? 

 

Table 83. Could you walk down a flight of stairs (between two floors)? 

 Frequency Percent 

Yes, easily 51 22.2 

With little difficulty 106 46.1 

With moderate difficulty 54 23.4 

With extreme difficulty 19 8.3 

Total 230 100.0% 

 

Graphic 81. Could you walk down a flight of stairs (between two floors)? 
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4.3.9.13 Oxford Knee Score 

 

Table 84. Oxford Knee Score 

N 230 

Mean 35.86 

Median 36.00 

Mode 47.00 

Std. Deviation 9.132 

Minimum 13.00 

Maximum 48.00 

 

Graphic 82. Oxford Knee Score 
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4.3.9.14 Oxford Knee Score Pain component 

 

Table 85. Oxford Knee Score Pain component 

N 239 

Mean 75.81 

Median 78.54 

Mode 74.97 

Std. Deviation 19.292 

Minimum 24.99 

Maximum 99.96 

 

Graphic 83. Oxford Knee Score Pain component 
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4.3.9.15 Oxford Knee Score functional component 

 

Table 86. Oxford Knee Score functional component 

N 230 

Mean 73.13 

Median 75.00 

Mode 75.00 

Std. Deviation 19.524 

Minimum 30.00 

Maximum 100.00 

 

Graphic 84. Oxford Knee Score functional component 
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4.3.9.16 Oxford Knee Score Pain (Protocol) 

 

Table 87. Oxford Knee Score Pain (Protocol) 

N 230 

Mean 10.17 

Median 10.00 

Mode 10.00 

Std. Deviation 3.998 

Minimum 4.00 

Maximum 20.00 

 

Graphic 85. Oxford Knee Score Pain (Protocol) 
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4.3.9.17 Oxford Knee Score Range of motion (Protocol) 

 

Table 88. Oxford Knee Score Range of motion (Protocol) 

N 230 

Mean 8.46 

Median 8.00 

Mode 8.00 

Std. Deviation 3.153 

Minimum 4.00 

Maximum 16.00 

 

Graphic 86. Oxford Knee Score Range of motion (Protocol) 
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4.3.9.18 Oxford Knee Score Walking (Protocol) 

 

Table 89. Oxford Knee Score Walking (Protocol) 

N 230 

Mean 9.33 

Median 9.00 

Mode 5.00 

Std. Deviation 3.756 

Minimum 4.00 

Maximum 19.00 

 

Graphic 87. Oxford Knee Score Walking (Protocol) 
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5 Homogeneity of the Sample 

Table 90. Homogeneity of the sample (A) 

Variable 
Suplasyn Suplasyn 1-shot 

Sig. 
N % Mean ± SD N % Mean ± SD 

Gender 

Female 70 55.6%  71 56.3%   

Male 56 44.4%  55 43.7%   

Total 126 100.0%  126 100.0%  0.899 

Age 126  61.6 ± 12.1 126  62.8 ± 10.2 ns 

Radiological grade 

according to Kellgren–

Lawrence 

I 23 18.3%  18 14.3%   

II 52 41.3%  55 43.7%   

III 51 40.5%  53 42.1%   

Total 126 100.0%  126 100.0%  0.693 

Have you taken drugs to 

prevent or treat a pain in 

your knee during the past 3 

months? 

No 13 10.3%  9 7.1%   

Yes 113 89.7%  117 92.9%   

Total 126 100.0%  126 100.0%  0.372 

Analgesics (painkillers) 

No 65 51.6%  58 46.0%   

Yes 61 48.4%  68 54.0%   

Total 126 100.0%  126 100.0%  0.378 

NSAIDs (ibuprofen, 

meloxicam, etc.) 

No 42 33.3%  45 35.7%   

Yes 84 66.7%  81 64.3%   

Total 126 100.0%  126 100.0%  0.691 

SYSADOA (chondroitin, 

glucosamin) - every day 

usage 

No 87 69.0%  95 75.4%   

Yes 39 31.0%  31 24.6%   

Total 126 100.0%  126 100.0%  0.261 

How many times have you 

taken analgesics 

(painkillers) to control the 

pain? 

Less than three days 20 37.0%  27 43.5%   

One day out of two 11 20.4%  11 17.7%   

Every day 23 42.6%  24 38.7%   

Total 54 100.0%  62 100.0%  0.773 

How many times have you 

taken NSAIDs to control the 

pain? 

Less than three days 37 44.0%  37 46.8%   

One day out of two 14 16.7%  11 13.9%   

Every day 33 39.3%  31 39.2%   

Total 84 100.0%  79 100.0%  0.874 

Previous intervention - 

Open surgery 

No 126 100.0%  123 97.6%   

Yes 0 0.0%  3 2.4%   

Total 126 100.0%  126 100.0%  0.081 

Previous intervention - 

Arthroscopy 

No 117 92.9%  112 88.9%   

Yes 9 7.1%  14 11.1%   

Total 126 100.0%  126 100.0%  0.274 

Previous intervention - 

Intraarticulare injections 

(HA, corticosteroids) 

No 74 58.7%  80 63.5%   

Yes 52 41.3%  46 36.5%   

Total 126 100.0%  126 100.0%  0.438 

Previous intervention - 

Arthrocentesis 

No 123 97.6%  120 95.2%   

Yes 3 2.4%  6 4.8%   

Total 126 100.0%  126 100.0%  0.309 
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Intraarticulare injection type: 

Hyaluronic acid 

No 111 88.1%  103 81.7%   

Yes 15 11.9%  23 18.3%   

Total 126 100.0%  126 100.0%  0.159 

Intraarticulare injection type: 

Corticosteroids 

No 97 77.0%  95 75.4%   

Yes 29 23.0%  31 24.6%   

Total 126 100.0%  126 100.0%  0.767 

Perceived pain during daily activities lies 126  6, 6 ± 1.7 125  6, 6 ± 1.7 ns 

Perceived pain at rest/night lies 119  3.8 ± 2.7 124  3.7 ± 2.4 ns 

Oxford Knee Score - Baseline 116  23.5 ± 11.2 123  25.2 ± 7.7 ns 

OKS Pain component - Baseline 116  49.5 ± 24.7 123  53.6 ± 16.4 ns 

OKS Functional component - Baseline 116  48.4 ± 22.22 123  51.1 ± 17.1 ns 

OKS Pain (Protocol) - Baseline 116  15.3 ± 4.9 123  14.8 ± 3.2 ns 

OKS Range of motion (Protocol) - Baseline 116  12.4 ± 3.5 123  12.1 ± 2.7 ns 

OKS Walking (Protocol) - Baseline 116  14.2 ± 5.2 123  13.1 ± 3.7 < 0.1 

Oxford Knee Score - Visit 1 116  33.8 ± 11.5 121  34.5 ± 7.4 ns 

OKS Pain component (Protocol)- Visit 1 116  71.7 ± 24.6 121  73.5 ± 15.5 ns 

OKS Functional component (Protocol) - Visit 1 116  68.6 ± 23.9 121  69.7 ± 16.6 ns 

OKS Pain (Protocol) - Visit 1 116  10.8 ± 4.9 121  10.7 ± 3.2 ns 

OKS Range of motion (Protocol) - Visit 1 116  9.1 ± 3.8 121  8.9 ± 2.7 ns 

OKS Walking (Protocol) - Visit 1 116  10.5 ± 4.8 121  9.7 ± 3.2 ns 

Oxford Knee Score - Visit 2 116  36.1 ± 10.5 114  35.6 ± 7.6 ns 

OKS Functional component - Visit 2 116  73.6 ± 22.22 114  72.6 ± 16.7 ns 

OKS Pain component - Visit 2 116  76.3 ± 22.22 114  75.3 ± 16.2 ns 

OKS Pain (Protocol) - Visit 2 116  10.10 ± 4.6 114  10.4 ± 3.3 ns 

OKS Range of motion (Protocol) - Visit 2 116  8.3 ± 3.5 114  8.7 ± 2.8 ns 

OKS Walking (Protocol) - Visit 2 116  9.4 ± 4.2 114  9.2 ± 3.3 ns 
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6 Statistical Inference 

 

6.1 Pain evaluated with the Visual Analog Scale (VAS) 

 

6.1.1 Paired data tests: Baseline Visit – Visit 1 

 

Table 91. Paired data tests: Baseline Visit - Visit 1 – SUPLASYN 

SUPLASYN 

Baseline Visit Visit 1 Paired differences 
Cohen’s d 

(IC95%) 
Mean (SD) N Mean (SD) N Mean (IC95%) p t-test 

p-

Wilcoxon 

Perceived pain 

during daily 

activities lies 

5.97 (1.72) 113 3.58 (2.17) 113 2.39 (2.02-2.77) <0.001 <0.001 

1,22  

(0,94-1,51) 

Perceived pain 

at rest/night lies 
3.63 (2.85) 100 1.88 (2.03) 100 1.76 (1.33-2.18) <0.001 <0.001 

0,71  

(0,42-1) 

 

Table 92.  Paired data tests: Baseline Visit – Visit 1 - SUPLASYN 1-SHOT 

SUPLASYN 1-

SHOT 

Baseline Visit Visit 1 Paired differences 
Cohen’s d 

(IC95%) 
Mean (SD) N Mean (SD) N Mean (IC95%) p t-test 

p-

Wilcoxon 

Perceived pain 

during daily 

activities lies 

6.04 (1.71) 120 3.5 (1.52) 120 2.53 (2.25-2.82) <0.001 <0.001 

1,57  

(1,28-1,85) 

Perceived pain 

at rest/night lies 
3.71 (2.44) 117 1.73 (1.46) 117 1.98 (1.61-2.36) <0.001 <0.001 

0,99  

(0,72-1,26) 
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6.1.2 Paired data tests: Baseline Visit – Visit 2 

 

Table 93. Paired data tests: Baseline Visit - Visit 2 – SUPLASYN 

SUPLASYN 

Baseline Visit Visit 2 Paired differences 
Cohen’s d 

(IC95%) 
Mean (SD) N Mean (SD) N Mean (IC95%) p t-test 

p-

Wilcoxon 

Perceived pain 

during daily 

activities lies 

5.96 (1.74) 109 3.25 (2.26) 109 2.71 (2.29-3.13) <0.001 <0.001 

1,34  

(1,05-1,64) 

Perceived pain 

at rest/night lies 
3.93 (2.83) 

 

88 1.96 (2.06) 88 1.97 (1.36-2.58) <0.001 <0.001 

0,79  

(0,49-1,1) 

 

Table 94. Paired data tests: Baseline Visit – Visit 2 - SUPLASYN 1-SHOT 

SUPLASYN 1-

SHOT 

Baseline Visit Visit 2 Paired differences Cohen’s d 

(IC95%) Mean (SD) N Mean (SD) N Mean (IC95%) p t-test p-Wilcoxon 

Perceived 

pain during 

daily 

activities lies 

6.01 (1.67) 111 3.21 (1.77) 111 2.79 (2.43-3.16) <0.001 <0.001 

1,62  

(1,32-1,93) 

Perceived 

pain at 

rest/night lies 

3.68 (2.47) 108 1.82 (1.76) 108 1.86 (1.49-2.23) <0.001 <0.001 

0,87 ( 

0,59-1,14) 
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6.1.3 Paired data tests: Visit 1 – Visit 2 

 

Table 95. Paired data tests: Visit 1 - Visit 2 – SUPLASYN 

SUPLASYN 

Visit 1 Visit 2 Paired differences 
Cohen’s d 

(IC95%) 
Mean (SD) N Mean (SD) N Mean (IC95%) 

p t-

test 

p-

Wilcoxon 

Perceived 

pain during 

daily 

activities lies 

3.62 (2.19) 109 3.25 (2.26) 109 0.37 (0.15-0.59) <0.001 <0.001 

0,17  

(-0,1-0,43) 

Perceived 

pain at 

rest/night lies 

1.86 (2.07) 95 1.82 (2.05) 95 0.05 (-0.33-0.42) 0.81 0,002 

0,02  

(-0,26-0,31) 

 

Table 96. Paired data tests: Visit 1 – Visit 2 - SUPLASYN 1-SHOT 

SUPLASYN 1-

SHOT 

Visit 1 Visit 2 Paired differences 
Cohen’s d 

(IC95%) Mean 

(SD) 
N Mean (SD) N Mean (IC95%) 

p t-

test 

p-

Wilcoxon 

Perceived pain 

during daily 

activities lies 

3.47 (1.5) 111 3.21 (1.77) 111 0.26 (-0.03-0.55) 0.08 0,12 

0,16  

(-0,11-0,42) 

Perceived pain 

at rest/night lies 
1.7 (1.41) 106 1.84 (1.74) 106 -0.13 (-0.37-0.1) 0.25 0,29 

-0,08  

(-0,35-0,18) 
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6.1.4 Comparison between SUPLASYN vs SUPLASYN 1-SHOT 

 

Table 97. Comparison between SUPLASYN vs SUPLASYN 1-SHOT: Baseline Visit 

 

SUPLASYN 
SUPLASYN 1-

SHOT 
Total Inferences 

Mean (SD) N Mean (SD) N Mean (SD) N p-ANOVA p-MW 

Perceived pain 

during daily 

activities lies 

6.02(1.67) 126 5.98(1.73) 125 6.00(1.70) 251 0.882 0.68 

Perceived pain 

at rest/night 

lies 

3.76(2.68) 119 3.72(2.39) 124 3.74(2.53) 243 0.91 0.83 

 

Table 98. Comparison between SUPLASYN vs SUPLASYN 1-SHOT: Visit 1 

 

SUPLASYN 
SUPLASYN 1-

SHOT 
Total Inferences 

Mean (SD) N Mean (SD) N Mean (SD) N p-ANOVA p-MW 

Perceived pain 

during daily 

activities lies 

3.58(2.17) 113 3.50(1.52) 120 3.54(1.86) 233 0.76 0.96 

Perceived pain 

at rest/night 

lies 

1.76(2.02) 107 1.74(1.46) 118 1.75(1.74) 225 0.95 0.22 

 

Table 99. Comparison between SUPLASYN vs SUPLASYN 1-SHOT: Visit 2 

 

SUPLASYN 
SUPLASYN 1-

SHOT 
Total Inferences 

Mean (SD) N Mean (SD) N Mean (SD) N p-ANOVA p-MW 

Perceived pain 

during daily 

activities lies 

3.25(2.26) 109 3.21(1.77) 111 3.23(2.02) 220 0.90 0.68 

Perceived pain 

at rest/night 

lies 

1.82(2.05) 95 1.84(1.76) 109 1.83(1.89) 204 0.95 0.39 
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6.1.5 Friedman test: Perceived pain during daily activities lies 

 

Graphic 88. Perceived pain during daily activities lies. 

 
 

Table 100. Friedman test: Perceived pain during daily activities lies 

SUPLASYN 

N 109 

Asymp. Sig. <0.001 

SUPLASYN 1-SHOT 

N 111 

Asymp. Sig. <0.001 
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6.1.6 Friedman test: Perceived pain at rest/night lies 

 

Graphic 89. Perceived pain during daily activities lies. 

 

 

Table 101. Friedman test: Perceived pain during daily activities lies 

SUPLASYN 

N 88 

Asymp. Sig. <0.001 

SUPLASYN 1-SHOT 

N 105 

Asymp. Sig. <0.001 
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6.2 Oxford Knee Score 

6.2.1 Paired data tests: Baseline Visit - Visit 1 

 

Table 102. Paired data tests: Baseline Visit - Visit 1 – SUPLASYN 

SUPLASYN 

First injection 
One month after 

injection 
Paired differences 

Cohen’s d 

(IC95%) 
Mean (SD) N Mean (SD) N Mean (IC95%) p t-test 

p-

Wilcoxon 

OKS 23.53 (1.04) 116 33.8 (1.07) 116 -10.28 (-11.64--8.91) <0.001 <0.001 0,91 (0,64-1,18) 

OKS – Pain 

component 
49.46 (2.29) 116 71.71 (2.29) 116 -22.25 (-25.59--18.91) <0.001 <0.001 0,9 (0,63-1,17) 

OKS – Functional 

component 
48.36 (2.05) 116 68.58 (2.22) 116 -20.22 (-22.75--17.68) <0.001 <0.001 0,88 (0,61-1,15) 

OKS – Pain 

(protocol) 
15.29 (4.86) 116 10.78 (4.86) 116 4.51 (3.79-5.23) <0.001 <0.001 0,93 (0,66-1,2) 

OKS- Range of 

motion (protocol) 
12.43 (3.5) 116 9.09 (3.82) 116 3.34 (2.9-3.79) <0.001 <0.001 0,91 (0,64-1,18) 

OKS – Walking 

(protocol) 
14.16 (5.17) 116 10.46 (4.78) 116 3.71 (3.12-4.29) <0.001 <0.001 0,74 (0,48-1,01) 

 

Table 103. Paired data tests: Baseline Visit – Visit 1 - SUPLASYN 1-SHOT 

SUPLASYN 1-

SHOT 

First injection 
One month after 

injection 
Paired differences 

Cohen’s d 

(IC95%) 
Mean (SD) N Mean (SD) N Mean (IC95%) p t-test 

p-

Wilcoxon 

OKS 25.37 (0.7) 121 34.52 (0.67) 121 -9.15 (-10.25--8.05) <0.001 <0.001 1,21 (0,94-1,49) 

OKS – Pain 

component 
53.93 (1.49) 121 73.49 (1.41) 121 -19.56 (-22.1--17.02) <0.001 <0.001 1,23 (0,95-1,5) 

OKS – 

Functional 

component 

51.32 (1.55) 121 69.67 (1.51) 121 -18.35 (-20.76--15.93) <0.001 <0.001 1,09 (0,82-1,36) 

OKS – Pain 

(protocol) 
14.81 (3.19) 121 10.72 (3.24) 121 4.09 (3.59-4.59) <0.001 <0.001 1,27 (0,99-1,55) 

OKS- Range of 

motion 

(protocol) 

12.07 (2.68) 121 8.9 (2.68) 121 3.17 (2.81-3.52) <0.001 <0.001 1,18 (0,91-1,46) 

OKS – Walking 

(protocol) 
13.08 (3.68) 121 9.72 (3.22) 121 3.36 (2.79-3.93) <0.001 <0.001 0,97 (0,71-1,24) 

 

  



Mylan N.V.                                                                                    Clever Instruments, S.L.  

 

Confidential information   
Report Date: 27/01/2018 (v1.0)   Page 110 of 174 
 

6.2.2 Paired data tests: Baseline Visit - Visit 2 

 

Table 104. Paired data tests: Baseline Visit - Visit 2 – SUPLASYN 

SUPLASYN 

First injection 
Six month after 

injection 
Paired differences 

Cohen’s d 

(IC95%) 

Mean (SD) N Mean (SD) N Mean (IC95%) p t-test 
p-

Wilcoxon 

OKS 23.53 (1.04) 116 36.09 (0.97) 116 -12.57 (-14.03--11.1) <0.001 <0.001 1,16 (0,88-1,44) 

OKS – Pain 

component 
49.46 (2.29) 116 76.29 (2.04) 116 -26.84 (-30.19--23.48) <0.001 <0.001 1,15 (0,87-1,43) 

OKS – 

Functional 

component 

48.36 (2.05) 116 73.62 (2.04) 116 -25.26 (-28.18--22.34) <0.001 <0.001 1,15 (0,87-1,42) 

OKS – Pain 

(protocol) 
15.29 (4.86) 116 9.99 (4.58) 116 5.3 (4.53-6.08) <0.001 <0.001 1,12 (0,84-1,4) 

OKS- Range of 

motion 

(protocol) 

12.43 (3.5) 116 8.27 (3.49) 116 4.16 (3.65-4.68) <0.001 <0.001 1,19 (0,91-1,47) 

OKS – Walking 

(protocol) 
14.16 (5.17) 116 9.43 (4.18) 116 4.73 (4.14-5.33) <0.001 <0.001 1,01 (0,73-1,28) 

 

Table 105. Paired data tests: Baseline Visit – Visit 2 - SUPLASYN 1-SHOT 

SUPLASYN 1-

SHOT 

First injection 
Six month after 

injection 
Paired differences 

Cohen’s d 

(IC95%) 

Mean (SD) N Mean (SD) N Mean (IC95%) p t-test 
p-

Wilcoxon 

OKS 25.71 (0.7) 114 35.62 (0.71) 114 -9.91 (-11.2--8.62) <0.001 <0.001 1,32 (1,04-1,61) 

OKS – Pain 

component 
54.43 (1.48) 114 75.31 (1.52) 114 -20.89 (-23.57--18.2) <0.001 <0.001 1,3 (1,02-1,59) 

OKS – 

Functional 

component 

52.32 (1.54) 114 72.63 (1.56) 114 -20.31 (-23.31--17.3) <0.001 <0.001 1,23 (0,94-1,51) 

OKS – Pain 

(protocol) 
14.68 (3.05) 114 10.36 (3.31) 114 4.32 (3.76-4.89) <0.001 <0.001 1,36 (1,07-1,65) 

OKS- Range of 

motion 

(protocol) 

11.9 (2.58) 114 8.66 (2.76) 114 3.25 (2.74-3.75) <0.001 <0.001 1,21 (0,93-1,5) 

OKS – Walking 

(protocol) 
12.98 (3.6) 114 9.24 (3.28) 114 3.75 (3.17-4.32) <0.001 <0.001 1,09 (0,81-1,36) 
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6.2.3 Paired data tests: Visit 1 - Visit 2 

 

Table 106. Paired data tests: Baseline Visit 1 - Visit 2 – SUPLASYN 

SUPLASYN 

One month after 

injection 

Six month after 

injection 
Paired differences 

Cohen’s d 

(IC95%) 
Mean (SD) N Mean (SD) N Mean (IC95%) p t-test 

p-

Wilcoxon 

OKS 33.8 (1.07) 116 36.09 (0.97) 116 -2.29 (-3.08--1.5) <0.001 <0.001 0,21 (-0,05-0,47) 

OKS – Pain 

component 
71.71 (2.29) 116 76.29 (2.04) 116 -4.59 (-6.4--2.77) <0.001 <0.001 0,2 (-0,06-0,45) 

OKS – 

Functional 

component 

68.58 (2.22) 116 73.62 (2.04) 116 -5.04 (-6.69--3.39) <0.001 <0.001 0,22 (-0,04-0,48) 

OKS – Pain 

(protocol) 
10.78 (4.86) 116 9.99 (4.58) 116 0.79 (0.39-1.2) <0.001 <0.001 0,17 (-0,09-0,43) 

OKS- Range of 

motion 

(protocol) 

9.09 (3.82) 116 8.27 (3.49) 116 0.82 (0.56-1.08) <0.001 <0.001 0,22 (-0,03-0,48) 

OKS – Walking 

(protocol) 
10.46 (4.78) 116 9.43 (4.18) 116 1.03 (0.68-1.37) <0.001 <0.001 0,23 (-0,03-0,49) 

 

Table 107. Paired data tests: Visit 1 – Visit 2 - SUPLASYN 1-SHOT 

SUPLASYN 1-

SHOT 

One month after 

injection 

Six month after 

injection 
Paired differences 

Cohen’s d 

(IC95%) 
Mean (SD) N Mean (SD) N Mean (IC95%) p t-test 

p-

Wilcoxon 

OKS 34.96 (0.69) 113 35.74 (0.7) 113 -0.79 (-1.83-0.25) 0.14 0,23 0,11 (-0,15-0,37) 

OKS – Pain 

component 
74.31 (1.45) 113 75.6 (1.5) 113 -1.3 (-3.66-1.07) 0.28 0,42 0,08 (-0,18-0,34) 

OKS – 

Functional 

component 

70.71 (1.54) 113 72.83 (1.56) 113 -2.12 (-4.38-0.13) 0.06 0,12 0,13 (-0,13-0,39) 

OKS – Pain 

(protocol) 
10.57 (3.2) 113 10.32 (3.29) 113 0.25 (-0.26-0.75) 0.33 0,55 0,08 (-0,18-0,34) 

OKS- Range of 

motion 

(protocol) 

8.76 (2.66) 113 8.63 (2.76) 113 0.13 (-0.27-0.53) 0.51 0,65 0,05 (-0,21-0,31) 

OKS – Walking 

(protocol) 
9.52 (3.2) 113 9.18 (3.23) 113 0.35 (-0.14-0.83) 0.16 0,25 0,11 (-0,15-0,37) 
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6.2.4 Comparison between SUPLASYN vs SUPLASYN 1-SHOT 

 

Table 108. Comparison between SUPLASYN vs SUPLASYN 1-SHOT: Baseline Visit 

 

SUPLASYN SUPLASYN 1-SHOT Total Inferences 

Mean (SD) N Mean (SD) N Mean (SD) N p-ANOVA p-MW 

OKS 23.53 (11.17) 116 25.24 (7.73) 123 24.41 (9.57) 239 0.17 0.15 

OKS – Pain 

component 
49.46 (24.71) 116 53.64 (16.43) 123 51.61 (20.92) 239 0.12 0.21 

OKS – 

Functional 

component 

48.36 (22.04) 116 51.1 (17.09) 123 49.77 (19.65) 239 0.28 0.15 

OKS – Pain 

(protocol) 
15.29 (4.86) 116 14.85 (3.19) 123 15.06 (4.09) 239 0.40 0.48 

OKS- Range of 

motion 

(protocol) 

12.43 (3.5) 116 12.1 (2.68) 123 12.26 (3.1) 239 0.41 0.27 

OKS – Walking 

(protocol) 
14.16 (5.17) 116 13.15 (3.69) 123 13.64 (4.49) 239 0.08 0.09 

 

Table 109. Comparison between SUPLASYN vs SUPLASYN 1-SHOT: Visit 1 

 
SUPLASYN SUPLASYN 1-SHOT Total Inferences 

Mean (SD) N Mean (SD) N Mean (SD) N p-ANOVA p-MW 

OKS 33.8 (11.48) 116 34.52 (7.37) 121 34.17 (9.59) 237 0.57 0.86 

OKS – Pain 

component 
71.71 (24.61) 116 73.49 (15.54) 121 72.62 (20.47) 237 0.50 0.71 

OKS – 

Functional 

component 

68.58 (23.94) 116 69.67 (16.64) 121 69.14 (20.5) 237 0.68 0.86 

OKS – Pain 

(protocol) 
10.78 (4.86) 116 10.72 (3.24) 121 10.75 (4.11) 237 0.9 0.42 

OKS- Range of 

motion 

(protocol) 

9.09 (3.82) 116 8.9 (2.68) 121 8.99 (3.28) 237 0.66 0.81 

OKS – Walking 

(protocol) 
10.46 (4.78) 116 9.72 (3.22) 121 10.08 (4.07) 237 0.16 0.48 
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Table 110. Comparison between SUPLASYN vs SUPLASYN 1-SHOT: Visit 2 

 
SUPLASYN SUPLASYN 1-SHOT Total Inferences 

Mean (SD) N Mean (SD) N Mean (SD) N p-ANOVA p-MW 

OKS 36.09 (10.47) 116 35.62 (7.57) 114 35.86 (9.13) 230 0.70 0.2 

OKS – Pain 

component 
76.29 (21.97) 116 75.31 (16.2) 114 75.81 (19.29) 230 0.70 0.14 

OKS – 

Functional 

component 

73.62 (22.02) 116 72.63 (16.69) 114 73.13 (19.52) 230 0.70 0.47 

OKS – Pain 

(protocol) 
9.99 (4.58) 116 10.36 (3.31) 114 10.17 (4) 230 0.49 0.07 

OKS- Range of 

motion 

(protocol) 

8.27 (3.49) 116 8.66 (2.76) 114 8.46 (3.15) 230 0.35 0.2 

OKS – Walking 

(protocol) 
9.43 (4.18) 116 9.24 (3.28) 114 9.33 (3.76) 230 0.70 0.80 
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6.2.5 Friedman test: Oxford Knee Score 

 

Graphic 90. Oxford Knee Score 

 
 

Table 111. Oxford Knee Score 

SUPLASYN 

N 
116 

Asymp. Sig. 
<0.001 

SUPLASYN 1-SHOT 

N 
113 

Asymp. Sig. 
<0.001 
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6.2.6 Friedman test: Oxford Knee Score – Pain component 

 

Graphic 91. Oxford Knee Score – Pain component 

 
 

 

Table 112. Oxford Knee Score – Pain component 

SUPLASYN 

N 
116 

Asymp. Sig. 
<0.001 

SUPLASYN 1-SHOT 

N 
113 

Asymp. Sig. 
<0.001 
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6.2.7 Friedman test: Oxford Knee Score – Functional component 

 

Graphic 92. Oxford Knee Score – Functional component 

 

 

Table 113. Oxford Knee Score – Functional component 

SUPLASYN 

N 
116 

Asymp. Sig. 

<0.001 

SUPLASYN 1-SHOT 

N 
113 

Asymp. Sig. <0.001 
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6.4.8 Friedman test: Oxford Knee Score – Pain (protocol) 

 

Graphic 93. Oxford Knee Score - Pain 

 

 

Table 114. Oxford Knee Score - Pain 

SUPLASYN 

N 116 

Asymp. Sig. <0.001 

SUPLASYN 1-SHOT 

N 113 

Asymp. Sig. <0.001 
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6.4.9 Friedman test: Oxford Knee Score – Range of Motion (protocol) 

 

Graphic 94. Oxford Knee Score – Range of motion 

 

 

Table 115. Oxford Knee Score - Range of Motion 

SUPLASYN 

N 
116 

Asymp. Sig. 

<0.001 

SUPLASYN 1-SHOT 

N 
113 

Asymp. Sig. 
<0.001 
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6.4.10 Friedman test: Oxford Knee Score – Walking (protocol) 

 

Graphic 95. Oxford Knee Score – Walking 

 

 

Table 116. Oxford Knee Score - Walking 

SUPLASYN 

N 
116 

Asymp. Sig. 

<0.001 

SUPLASYN 1-SHOT 

N 
113 

Asymp. Sig. 
<0.001 
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7 Non-Inferiority– Equivalence Analysis 

7.1 Non-Inferiority– Equivalence Table 

Table 117. Non-Inferiority– Equivalence  

 N Mean (SD) 

95% Confidence                 

Interval for Mean 
p 

Non-

Inferiority 
Equivalence 

Lower   

Bound 

Upper 

Bound 

Oxford Knee Score 

- One month after 

first injection 

SUPLASYN 116 33.8 (11.48) 31.69 35.91 

0.56 
Non-

Inferior 
Equivalent 

SUPLASYN 

1-SHOT 
121 34.52 (7.37) 33.19 35.85 

Total 237 34.17 (9.59) 32.94 35.40 

Oxford Knee Score 

- Six months after 

first injection 

SUPLASYN 116 
36.09 

(10.47) 
34.17 38.02 

0.70 
Non-

Inferior 
Equivalent SUPLASYN 

1-SHOT 
114 35.62 (7.57) 34.22 37.03 

Total 230 35.86 (9.13) 34.67 37.05 

OKS pain 

component - One 

month after first 

injection 

SUPLASYN 116 
71.71 

(24.61) 
67.18 76.23 

0.50 
Non-

Inferior 
Equivalent 

SUPLASYN 

1-SHOT 
121 

73.49 

(15.54) 
70.70 76.29 

Total 237 
72.62 

(20.47) 
70.00 75.24 

OKS pain 

component - Six 

months after first 

injection 

SUPLASYN 116 
76.29 

(21.97) 
72.25 80.33 

0.70 
Non-

Inferior 
Equivalent 

SUPLASYN 

1-SHOT 
114 75.31 (16.2) 72.31 78.32 

Total 230 
75.81 

(19.29) 
73.30 78.31 

OKS functional 

component - One 

month after first 

injection 

SUPLASYN 116 
68.58 

(23.94) 
64.18 72.98 

0.68 
Non-

Inferior 
Equivalent SUPLASYN 

1-SHOT 
121 

69.67 

(16.64) 
66.67 72.66 

Total 237 69.14 (20.5) 66.51 71.76 

OKS functional 

component - Six 

months after first 

injection 

SUPLASYN 116 
73.62 

(22.02) 
69.57 77.67 

0.70 
Non-

Inferior 
Equivalent 

SUPLASYN 

1-SHOT 
114 

72.63 

(16.69) 
69.54 75.73 

Total 230 
73.13 

(19.52) 
70.59 75.67 

Oxford Knee Score 

(Pain) - One month 

after first injection 

SUPLASYN 116 10.78 (4.86) 9.89 11.68 

0.90 
Non-

Inferior 
Equivalent 

SUPLASYN 

1-SHOT 
121 10.72 (3.24) 10.14 11.30 

Total 237 10.75 (4.11) 10.23 11.28 

Oxford Knee Score 

(Pain) - Six months 

after first injection 

SUPLASYN 116 9.99 (4.58) 9.15 10.83 

0.49 
Non-

Inferior 
Equivalent 

SUPLASYN 

1-SHOT 
114 10.36 (3.31) 9.75 10.97 

Total 230 10.17 (4) 9.65 10.69 
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Oxford Knee Score 

(Walking) - One 

month after first 

injection 

SUPLASYN 116 10.46 (4.78) 9.58 11.34 

0.16 
Non-

Inferior 
Equivalent 

SUPLASYN 

1-SHOT 
121 9.72 (3.22) 9.14 10.30 

Total 237 10.08 (4.07) 9.56 10.60 

Oxford Knee Score 

(Walking) - Six 

months after first 

injection 

SUPLASYN 116 9.43 (4.18) 8.66 10.20 

0.70 
Non-

Inferior 
Equivalent 

SUPLASYN 

1-SHOT 
114 9.24 (3.28) 8.63 9.85 

Total 230 9.33 (3.76) 8.85 9.82 

Oxford Knee Score 

(Range of motion) - 

One month after 

first injection 

SUPLASYN 116 9.09 (3.82) 8.38 9.79 0.66 Non-

Inferior 

Equivalent 

SUPLASYN 

1-SHOT 

121 8.9 (2.68) 8.42 9.38 

Total 237 8.99 (3.28) 8.57 9.41 

Oxford Knee Score 

(Range of motion) - 

Six months after 

first injection 

SUPLASYN 116 8.27 (3.49) 7.62 8.91 0.35 Non-

Inferior 

Equivalent 

SUPLASYN 

1-SHOT 

114 8.66 (2.76) 8.14 9.17 

Total 230 8.46 (3.15) 8.05 8.87 

Perceived pain 

during daily 

activities lies -  One 

month after first 

injection 

SUPLASYN 113 3.58 (2.17) 3.17 3.98 0.76 Non-

Inferior 

Equivalent 

SUPLASYN 

1-SHOT 

120 3.5 (1.52) 3.23 3.78 

Total 233 3.54 (1.86) 3.30 3.78 

Perceived pain 

during daily 

activities lies - Six 

months after first 

injection 

SUPLASYN 109 3.25 (2.26) 2.82 3.68 0.90 Non-

Inferior 

Equivalent 

SUPLASYN 

1-SHOT 

111 3.21 (1.77) 2.88 3.55 

Total 220 3.23 (2.02) 2.96 3.50 

Perceived pain at 

rest/night lies -  

One month after 

first injection 

SUPLASYN 107 1.76 (2.01) 1.37 2.14 0.95 Non-

Inferior 

Equivalent 

SUPLASYN 

1-SHOT 

118 1.74 (1.46) 1.47 2.01 

Total 225 1.75 (1.74) 1.52 1.98 

Perceived pain at 

rest/night lies - Six 

months after first 

injection 

SUPLASYN 95 1.82 (2.05) 1.40 2.23 0.95 Non-

Inferior 

Equivalent 

SUPLASYN 

1-SHOT 

109 1.83 (1.76) 1.50 2.17 

Total 204 1.83 (1.89) 1.56 2.09 
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7.3 Non-Inferiority– Equivalence Graphics 
 

Graphic 96: Oxford Knee Score Visit 1 

 

Graphic 97: Oxford Knee Score Visit 2 
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margin 
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Graphic 98: Oxford Knee Score Pain component - Visit 1 

   

Graphic 99: Oxford Knee Score Pain component - Visit 2 
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Graphic 100: Oxford Knee Score Functional component - Visit 1 

  

Graphic 101: Oxford Knee Score Functional component - Visit 2 
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Graphic 102: Oxford Knee Score Pain (protocol) - Visit 1 

  

Graphic 103: Oxford Knee Score Pain (protocol) - Visit 2 
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Graphic 104: Oxford Knee Score Walking (protocol) - Visit 1 

  

Graphic 105: Oxford Knee Score Walking (protocol) - Visit 2 
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Graphic 106: Oxford Knee Score Range of motion (protocol) - Visit 1 

 
Graphic 107: Oxford Knee Score Range of motion (protocol) - Visit 2 
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Graphic 108: Perceived pain during activities lies - Visit 1 

 
 

 
Graphic 109: Perceived pain during activities lies - Visit 2 
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Graphic 110: Perceived pain at rest/night lies - Visit 1 

 
 

Graphic 111: Perceived pain at rest/night lies - Visit 2 
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8 Conclusions 

Samples were found to be homogeneous at baseline with no significant differences 

between groups in patients’ characteristics.  

Both treatment groups showed to be notably effective in pain reduction and functional 

improvement, with large effect sizes (Cohen’s d) between 0.9 and 1.2. 

When performing the analysis of non-inferiority and equivalence, we found equivalence 

between the two products in each variable studied, concluding that the two tratments are 

equivalent and not inferior to each other.  
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10 Anex 

10.1 ESTIK Protocol 
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10.2 ESSIK Protocol 
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