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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/6éml 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 TO?;‘LE%IL%NS
Croatia 18 4 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

Confidential information
Report Date: 27/01/2018 (v1.0)

Page 9 of 174




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

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 O

(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 uT and ps are the mean responses of the Suplasyn 1-shot and
Suplasyn, respectively, if uT falls within the equivalence limit of “us— M, ys + 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., ys < ys — M, in this case, one can conclude that
Suplasyn 1-shot is inferior to Suplasyn or the standard of care treatment. Thus, uys - M

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

HS—M M Mt M

[ ‘ ]
L ! J
Inferiority — |« Equivalence »| <~ Superiority
H(”l: Hs = -M Hy: “-lT'l-l‘,l > M H(—,Z Hi-Hs = M
Ha: Hi-Hs > -M H.a: I“T'l—lsl <M H.’i: L = M

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

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

Margin (M)
Variable Cutoff point Proportion
Lower Bound | Upper Bound
Oxford Knee Score 6/2=3 6%
Oxford Knee Score: Pain
14/2=7 7%
component
Oxford Knee Score:
] 10/2=5 5%
Functional component
. Lower Upper
Oxford Knee Score: Pain
1,56 6% Bound 95CI - | Bound 95CI +
(protocol) . .
Cutoff point Cutoff point
Oxford Knee Score: Range of
_ 1,25 6%
Motion (protocol)
Oxford Knee Score: Walking
1,56 6%
(protocol)
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)
Histogram
307 Mean = 61 88
Std. Dev.=11,158
1 ] M =252
20 []
Fy AT
= -
g N
o —
Q L
w _ |

Age
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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

Gender

BEremale
Emale
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4.1.3 Radiological grade according to Kellgren—-Lawrence

Table 5. Radiological grade according to Kellgren—Lawrence

Frequency | Percent
| 41 13.3%
Il 107 45.5%
I 104 45.1%
Total 252 100.0%

Graphic 3. Radiological grade according to Kellgren—Lawrence

Radiological grade according to Kellgren-Lawrence

1]
=i
Ol

Confidential information
Report Date: 27/01/2018 (v1.0)

Page 16 of 174



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

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?

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

HEno
WEves
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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)

Drugs - Analgesics (painkillers)

HEno
Wves
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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?

How many times have you taken analgesics (painkillers) to control the pain?
Bl Less than three days
B One day out of two
CEvery day
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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.)

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

Eno
W ves
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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?

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

Bl Less than three days
B One day out of two
CEvery day
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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

Drugs - SYSADOA symptomatic slow acting drugs of osteoarthritis (chondroitin,
glucosamin) - every day usage

Eno
Eves
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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

Previous intervention - Open surgery

Eno
Eves
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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

Previous intervention - Arthroscopy

Eno
Eves
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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)

Previous intervention - Intraarticulare injections (HA, corticosteroids)

Eno
B ves

Confidential information
Report Date: 27/01/2018 (v1.0)

Page 25 of 174



Mylan N.V.

Clever Instruments, S.L.

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

Intraarticulare injection type: Hyaluronic acid

Eno
Eves
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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

Intraarticulare injection type: Corticosteroids

Eno
Eves
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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

Previous intervention - Arthrocentesis

Eno
Eves
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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 35
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

Histogram
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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?

How would you describe the pain you usually have in your knee?
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4.1.18.2

over) because of your knee?

Have you had any trouble washing and drying yourself (all

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?

Have you had any trouble washing arli‘d dr¥ing yourself (all over) because of your
nee?

Bl No trouble at all
B very little trouble
CModerate trouble
W Extreme difficulty
Cimpossible to do
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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)

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)

Bl No trouble at all
B very litle trouble
O Moderate trouble
W Extreme difficulty
Oimpossible to do
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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)

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

B No pain > 60 min

16 - 60 minutes

5 - 15 minutes

M Around the house only
Not at all - severe on
walking
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4.1.185 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?

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

B Mot at all painful
H Slightly painful
O moderately pain
W very painful
Cunbearable
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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?

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

B Rarely / never

B Sometimes or just at first
Cloften, not just at first

B Most of the time

O Al of the time
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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?

Could you kneel down and get up again afterwards?

B ves, easily

B with little difficutty
Clwith moderate difficutty
W With extreme difficulty
CINo, impossible
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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?

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

Bl Not at all

B Only one or two nights
[ some nights

W Most nights

CJEvery night
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4.1.18.9

work? (including housework)

How much has pain from your knee interfered with your usual

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

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

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%

Graphic 26. How much has pain from your knee interfered with your usual work? (including

housework)

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?

Have you felt that your knee might suddenly 'give away’ or let you down?

B Rarely / never

B Sometimes or just at first
O often, not just at first

W Most of the time

CJ All of the time
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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?

Could you do household shopping on your own?

B ves, easily
B with little difficutty

CINo, impossible

Clwith moderate difficutty
W With extreme difficulty
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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)?

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

B ves, easily

B with little difficutty
Clwith moderate difficutty
W With extreme difficulty
CINo, impossible
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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?

Have you taken drugs to prevent or treta[:?a pain in your knee during the past
month?

HEno
B ves
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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)

Drugs - Analgesics (painkillers)

Eno
B ves
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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?

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

Bl Less than three days
B One day out of two
CEvery day
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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.)

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

HEno
WEves
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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?

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

Bl Less than three days
B One day out of two
CEvery day
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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

Drugs - SYSADOA symptomatic slow acting drugs of osteoarthritis (chondroitin,
glucosamin) - 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?

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

Bl None

B very mild
O il

W Moderate
Osevere
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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?

Have you had any trouble washing arii(d drxin yourself (all over) because of your
nee?

Bl No trouble at all

H very little trouble
[ Moderate trouble
W Extreme difficulty
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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)

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)

B No trouble at all
B very litle trouble
O Moderate trouble
W Extreme difficutty
Oimpossible to do
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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)

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

B No pain > 60 min

16 - 60 minutes

5 - 15 minutes

M Around the house only
Not at all - severe on
walking
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4.2.9.5 After ameal (sat at atable), 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?

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

Bl Not at all painful
 Slightly painful
O Moderately pain
W Very painful
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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?

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

B Rarely / never

B Sometimes or just at first
Cloften, not just at first

W Most of the time

] All of the time
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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?

Could you kneel down and get up again afterwards?

B ves, easily

B with little difficutty
Clwith moderate difficutty
W With extreme difficulty
CINo, impossible
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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?

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

ot at all

B Only one or two nights
[ some nights

W Most nights

CJEvery night
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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)

How much has pain from your knee interfered with your usual work? (including
housework)
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Mylan N.V.

Clever Instruments, S.L.

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?

Have you felt that your knee might suddenly 'give away’ or let you down?

B Rarely / never

B Sometimes or just at first
Coften, not just at first

B Most of the time

O All of the time
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Mylan N.V.

Clever Instruments, S.L.

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?

Could you do household shopping on your own?

Bl ves, easily

B with little difficutty
Clwith moderate difficutty
W with extreme difficutty
CINo, impossible
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Mylan N.V. Clever Instruments, S.L.

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)?

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

Bl ves, easily

B with little difficutty
Clwith moderate difficutty
W with extreme difficutty
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Mylan N.V.

CLEVER

Clever Instruments, S.L.

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

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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CLEVER

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

CLEVER

Clever Instruments, S.L.

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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Mylan N.V.

Clever Instruments, S.L.

CLEVER

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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Mylan N.V.

CLEVER

Clever Instruments, S.L.

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

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?

Have you taken drugs to prevent or treta[:?a pain in your knee during the past
month?

Eno
B ves
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Mylan N.V. Clever Instruments, S.L.

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)

Drugs - Analgesics (painkillers)

Eno
B ves
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Mylan N.V.

Clever Instruments, S.L.

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?

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

Bl Less than three days
B One day out of two
CEvery day
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Mylan N.V. Clever Instruments, S.L.

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.)

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

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

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?

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

Bl Less than three days
B One day out of two
CEvery day
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Mylan N.V. Clever Instruments, S.L.

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

Drugs - SYSADOA symptomatic slow acting drugs of osteoarthritis (chondroitin,
glucosamin) - every day usage
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Hves

Confidential information
Report Date: 27/01/2018 (v1.0) Page 80 of 174



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

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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Mylan N.V.

CLEVER

Clever Instruments, S.L.

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

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?

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

Bl None

B very mild
O il

W Moderate
Osevere
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Mylan N.V. Clever Instruments, S.L.

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?

Have you had any trouble washing arii(d drxin yourself (all over) because of your
nee?

Bl No trouble at all

H very little trouble
[ Moderate trouble
W Extreme difficulty
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Mylan N.V. Clever Instruments, S.L.

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)

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)

Bl No trouble at all

B very litle trouble

[ Moderate trouble

W Extreme difficutty
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Clever Instruments, S.L.

Mylan N.V.

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)

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

B No pain > 60 min

16 - 60 minutes

5 - 15 minutes

M Around the house only
Not at all - severe on
walking
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Mylan N.V. Clever Instruments, S.L.

4.3.9.5 After ameal (sat at atable), 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?

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

Bl Not at all painful
 Slightly painful
O Moderately pain
W Very painful
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Mylan N.V. Clever Instruments, S.L.

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?

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

B Rarely / never

B Sometimes or just at first
Cloften, not just at first

W Most of the time
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Mylan N.V.

Clever Instruments, S.L.

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?

Could you kneel down and get up again afterwards?

B ves, easily

B with little difficutty
Clwith moderate difficutty
W With extreme difficulty
CINo, impossible
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Mylan N.V.

Clever Instruments, S.L.

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?

Are you troubled by pain in your knee at night in bed?
Bl ot at all
B Only one or two nights

[ Some nights
W Most nights
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Mylan N.V. Clever Instruments, S.L.

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)

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

Bl Not at all
A lttle bit
CModerately
W Greatly
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Mylan N.V. Clever Instruments, S.L.

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?

Have you felt that your knee might suddenly 'give away' or let you down?
B Rarely / never

B Sometimes or just at first
O often, not just at first

B Most of the time
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Mylan N.V. Clever Instruments, S.L.

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?

Could you do household shopping on your own?
Bl ves, easily
B with little difficutty

Cwith moderate difficutty
W with extreme difficutty
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Mylan N.V. Clever Instruments, S.L.

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)?

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

Bl ves, easily

B with little difficutty
Clwith moderate difficutty
W with extreme difficutty
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Mylan N.V. Clever Instruments, S.L. i

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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CLEVER

Clever Instruments, S.L.

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

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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Mylan N.V.

CLEVER

Clever Instruments, S.L.

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

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

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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Mylan N.V.

Clever Instruments, S.L.

CLEVER

5 Homogeneity of the Sample

Table 90. Homogeneity of the sample (A)

. Suplasyn Suplasyn 1-shot .
Variable Sig.
N % Mean * SD N % Mean * SD
Female 70 55.6% 71 56.3%
Gender 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
| 23 18.3% 18 14.3%
Radiological grade I 52 | 41.3% 55 43.7%
according to Kellgren— 3 .
Lawrence 1l 51 40.5% 53 42.1%
Total 126 | 100.0% 126 100.0% 0.693
Have you taken drugs to No 13 10.3% 9 7.1%
preventorreatapainin - |yes 113 | 89.7% 117 | 92.9%
your knee during the past 3
months? Total 126 | 100.0% 126 100.0% 0.372
No 65 51.6% 58 46.0%
Analgesics (painkillers) Yes 61 48.4% 68 54.0%
Total 126 | 100.0% 126 100.0% 0.378
b No 42 33.3% 45 35.7%
NSAIDs (ibuprofen, Yes 84 | 66.7% 81 | 64.3%
meloxicam, etc.)
Total 126 | 100.0% 126 100.0% 0.691
SYSADOA (chondroitin, No 87 | 69.0% 95 75.4%
glucosamin) - every day Yes 39 31.0% 31 24.6%
usage Total 126 100.0% 126 100.0% 0.261
How many times have you Less than three days 20 37.0% 27 43.5%
taken analgesics One day out of two 11 20.4% 11 17.7%
(painkillers) to control the | Every day 23 42.6% 24 38.7%
pain? Total 54 | 100.0% 62 100.0% 0.773
Less than three days 37 44.0% 37 46.8%
How many times have you |50 qay out of two 14 | 16.7% 11 13.9%
taken NSAIDs to control the . .
pain? Every day 33 39.3% 31 39.2%
Total 84 100.0% 79 100.0% 0.874
) _ _ No 126 | 100.0% 123 97.6%
Previous intervention - Yes 0 0.0% 3 2 4%
Open surgery
Total 126 | 100.0% 126 100.0% 0.081
o _ No 117 | 92.9% 112 | 88.9%
Previous intervention - Yes 9 7 1% 14 11.1%
Arthroscopy
Total 126 100.0% 126 100.0% 0.274
Previous intervention - No 74 | 58.7% 80 63.5%
Intraarticulare injections Yes 52 41.3% 46 36.5%
(HA, corticosteroids) Total 126 | 100.0% 126 | 100.0% 0.438
) _ _ No 123 97.6% 120 95.2%
Previous |nte_rvent|on - Yes 3 2 4% 6 4.8%
Arthrocentesis
Total 126 100.0% 126 100.0% 0.309
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_ S No 111 | 88.1% 103 81.7%
E;:i:gi?cla;i;n‘ecmn WP Ives 15 | 11.9% 23 | 18.3%
Total 126 100.0% 126 100.0% 0.159
_ S No 97 | 77.0% 95 75.4%
'Cn;r;ig's(‘;‘e"irizs'n‘e‘:t'on WPE: Ives 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+x27 124 3.7+24 ns
Oxford Knee Score - Baseline 116 235+11.2 123 252+7.7 ns
OKS Pain component - Baseline 116 495+ 247 123 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+35 123 12.1+27 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 345174 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+338 121 89+27 ns
OKS Walking (Protocol) - Visit 1 116 10.5+4.38 121 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+35 114 8.7+28 ns
OKS Walking (Protocol) - Visit 2 116 9.4+4.2 114 9.2+33 ns

Confidential information
Report Date: 27/01/2018 (v1.0)

Page 102 of 174




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

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

Baseline Visit Visit 1 Paired differences Cohen’s d
SUPLASYN p (1C95%)
0, _ - 0
Mean (SD) | N Mean (SD) N Mean (IC95%) p t-test Wilcoxon
Perceived pain 1,22
during daily 5.97 (1.72) | 113 | 3.58(2.17) | 113 | 2.39(2.02-2.77) <0.001 <0.001
activities lies (0,94-1,51)
Perceived pai 0,71
erceved bain 1 5 63 (2.85) | 100 | 1.88 (2.03) | 100 | 1.76 (1.33-2.18) | <0.001 | <0.001
at rest/night lies
(0,42-1)
Table 92. Paired data tests: Baseline Visit — Visit 1 - SUPLASYN 1-SHOT
SUPLASYN 1- Baseline Visit Visit 1 Paired differences Cohen’s d
SHOT o § p- (1C95%)
Mean (SD) | N Mean (SD) N Mean (1C95%) p t-test Wilcoxon
Perceived pain 1,57
dur.in.g. dai!y 6.04 (1.71) | 120 3.5(1.52) 120 | 2.53 (2.25-2.82) <0.001 <0.001 (1,28-1,85)
activities lies
p ived pai 0,99
erceived 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 (0,72-1,26)
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6.1.2 Paired data tests: Baseline Visit — Visit 2

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

Baseline Visit Visit 2 Paired differences Cohen’s d
SUPLASYN 0 (IC95%)
= 0
0, =
Mean (SD) N Mean (SD) N Mean (IC95%) | p t-test Wilcoxon
Perceived pain 1,34
during daily 5.96 (1.74) 109 | 3.25(2.26) | 109 | 2.71(2.29-3.13) | <0.001 <0.001 (1,05-1,64)
activities lies o
Perceived pai 0,79
erceived 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 (0,49-1,1)
Table 94. Paired data tests: Baseline Visit — Visit 2 - SUPLASYN 1-SHOT
SUPLASYN 1- Baseline Visit Visit 2 Paired differences Cohen’s d
SHOT Mean (SD) N | Mean (SD) | N Mean (IC95%) p t-test p-Wilcoxon (1C95%)
Pe_rczive.d 1,62
pain during
daily 6.01 (1.67) | 111 | 3.21(1.77) | 111 | 2.79 (2.43-3.16) | <0.001 <0.001 (1,32-1,03)
activities lies
Perceived 0,87 (
pain at 3.68(2.47) | 108 | 1.82(1.76) | 108 | 1.86 (1.49-2.23) | <0.001 <0.001 0,59-1,14)
rest/night lies T
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6.1.3 Paired data tests: Visit 1 — Visit 2

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

Visit 1 Visit 2 Paired differences Cohen’s d
SUPLASYN s - (1C95%)
0,
Mean (SD) N Mean (SD) N Mean (1IC95%) test Wilcoxon
Perceived 017
pain during ’
daily 3.62(2.19) | 109 | 3.25(2.26) | 109 0.37 (0.15-0.59) <0.001 | <0.001 (-0,1-0,43)
activities lies
Perceived 0,02
pain at 1.86(2.07) | 95 | 1.82(2.05) | 95 0.05 (-0.33-0.42) 0.81 0,002 (-0,26-0,31)
rest/night lies T
Table 96. Paired data tests: Visit 1 — Visit 2 - SUPLASYN 1-SHOT
SUPLASYN 1- Visit 1 Visit 2 Paired differences Cohen’s d
SHOT Mean N pt- p- (1C95%)
(SD) N Mean (SD) N Mean (1C95%) test | Wilcoxon
Perceived pain 0,16
during daily 3.47(1.5) | 111 | 3.21(1.77) | 111 | 0.26 (-0.03-0.55) | 0.08 0,12 (-0,11-0,42)
activities lies T
P ived pai -0,08
erceived 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 (-0,35-0,18)
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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 1-
SUPLASYN SHOT Total Inferences

Mean (SD) N Mean (SD) N Mean (SD) N p-ANOVA | p-MW
Perceived pain
during daily 6.02(1.67) 126 5.98(1.73) 125 6.00(1.70) 251 0.882 0.68
activities lies
Perceived pain
at rest/night 3.76(2.68) 119 3.72(2.39) 124 3.74(2.53) 243 0.91 0.83
lies

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

SUPLASYN 1-
SUPLASYN SHOT Total Inferences

Mean (SD) N Mean (SD) N Mean (SD) N p-ANOVA | p-MW
Perceived pain
during daily 3.58(2.17) 113 3.50(1.52) 120 3.54(1.86) 233 0.76 0.96
activities lies
Perceived pain
at rest/night 1.76(2.02) 107 1.74(1.46) 118 1.75(1.74) 225 0.95 0.22
lies

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

SUPLASYN 1-

SUPLASYN SHOT Total Inferences

Mean (SD) N Mean (SD) N Mean (SD) N p-ANOVA p-MW
Perceived pain
during daily 3.25(2.26) 109 3.21(1.77) 111 3.23(2.02) 220 0.90 0.68
activities lies
Perceived pain
at rest/night 1.82(2.05) 95 1.84(1.76) 109 1.83(1.89) 204 0.95 0.39
lies
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6.1.5 Friedman test: Perceived pain during daily activities lies

Graphic 88. Perceived pain during daily activities lies.

W Suplasyn
E suplasyn 1-shet

6,05

4,05

Media

2,049

0,0=

First injection One month after injection  Six months after injection

Perceived pain during daily activities lies

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

N 109
SUPLASYN
Asymp. Sig. <0.001
N 111
SUPLASYN 1-SHOT
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.

W Suplasyn
5,07 E suplasyn 1-shet

Media

First injection One month after injection  Six months after injection

Ferceived pain at rest/night lies

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

N 88
SUPLASYN
Asymp. Sig. <0.001
N 105
SUPLASYN 1-SHOT
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

First injection

One month after

Paired differences

SUPLASYN injection - C(nggo/s)d
o 0
0, -

Mean (SD) N Mean (SD) N Mean (1C95%) p t-test 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

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)
component
OKS - Functional

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)
component
OKS - Pain
(brotocol) 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 12.43(35) | 116 | 9.09(3.82) | 116 3.34 (2.9-3.79) <0001 | <0.001 0,91 (0,64-1,18)
motion (protocol)
8:;;:21‘;"'('“9 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

L One month after . .
SUPLASYN 1- First injection injection Paired differences Cohen’s d

SHOT p- (1C95%)
0, -

Mean (SD) N Mean (SD) N Mean (1C95%) p t-test 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

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)
component
OKS -
Functional 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)
component
OKS - Pain

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)
(protocol)
OKS- Range of
motion 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)
(protocol)
gfostgc\(’)vl?'k'”g 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)
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6.2.2 Paired data tests: Baseline Visit - Visit 2

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

First injection Slxir:.c;zir;ifter Paired differences ngggo/so)d

SUPLASYN ! -
0, -

Mean (SD) N Mean (SD) N Mean (1C95%) p t-test 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

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)
Component
OKS -
Functional 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)
component
OKS - Pain

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)
(protocol)
OKS- Range of
motion 12.43 (35) | 116 | 8.27(3.49) | 116 4.16 (3.65-4.68) <0.001 <0.001 1,19 (0,91-1,47)
(protocol)
KS — Walki
OKS-Walking | 1/ 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)
(protocol)

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

. Six month after . . Cohen’s d
SUPLASYN 1- First injection injection Paired differences (1C95%)

SHOT Mean (SD) | N | Mean(SD) | N Mean (IC95%) t-test p-
°. 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

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)
component
OKS -
Functional 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)
component
OKS - Pain

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)
(protocol)
OKS- Range of
motion 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)
(protocol)
gf(i;c\:)\/l?'k'”g 1298 (36) | 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

One month after

Six month after

Paired differences

SUPLASYN injection injection = C(crgggo/so)d
0, -
Mean (SD) N Mean (SD) N Mean (1C95%) p t-test 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 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)
component
OKS -
Functional 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)
component
OKS - Pain
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)
(protocol)
OKS- Range of
motion 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)
(protocol)
KS — Walki
OKS-Walking | 11 46 (a.78) | 116 | 9.43(4.18) | 116 1.03 (0.68-1.37) <0.001 | <0.001 | 0,23(-0,03-0,49)
(protocol)
Table 107. Paired data tests: Visit 1 — Visit 2 - SUPLASYN 1-SHOT
One month after Six month after paired differences
SUPLASYN 1- injection injection Cohen’s d
SHOT p- (1C95%)
0, =
Mean (SD) N Mean (SD) N Mean (IC95%) p t-test 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 7431 (1.45) | 113 | 75.6(1.5) | 113 -1.3 (-3.66-1.07) 0.28 0,42 0,08 (-0,18-0,34)
component
OKS -
Functional 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)
component
KS - Pai
OKS - Pain 1057 (3.2) | 113 | 10.32(3.29) | 113 | 0.25(-0.26-0.75) | 0.33 055 | 0,08(-0,18-0,34)
(protocol)
OKS- Range of
motion 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)
(protocol)
KS — Walki
grostocol‘;‘ 'ng 952(3.2) | 113 | 9.18(3.23) | 113 | 0.35(-0.14-0.83) 0.16 0,25 0,11 (-0,15-0,37)

Confidential information
Report Date: 27/01/2018 (v1.0)

Page 111 of 174




Mylan N.V.

Clever Instruments, S.L.

CLEVER

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 2353 (11.17) | 116 | 25.24(7.73) | 123 | 24.41(9.57) | 239 0.17 0.15
OKS —Pain 49.46 (24.71) | 116 | 53.64 (16.43) | 123 | 51.61(20.92) | 239 0.12 0.21
Component
OKS —
Functional 48.36 (22.04) | 116 | 51.1(17.09) | 123 | 49.77 (19.65) | 239 0.28 0.15
Component
OKS —Pain 15.29 (4.86) | 116 | 14.85(3.19) | 123 | 15.06 (4.09) | 239 0.40 0.48
(protocol)
OKS- Range of
motion 1243(35) | 116 | 12.1(268) | 123 | 122631 | 239 0.41 0.27
(protocol)
KS — Walki
OKS-Walking |1, 16(5.17) | 116 | 13.15(3.69) | 123 | 13.64 (4.49) | 239 0.08 0.09
(protocol)

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 | 3452(7.37) | 121 | 34.17(9.59) | 237 0.57 0.86
OKS - Pain 71.71 (24.61) | 116 | 73.49 (15.54) | 121 | 72.62(20.47) | 237 0.50 0.71
Component
OKS —
Functional 68.58 (23.94) | 116 | 69.67 (16.64) | 121 | 69.14 (20.5) | 237 0.68 0.86
Component
OKS — Pain 10.78 (4.86) | 116 | 10.72(3.24) | 121 | 10.75(4.11) | 237 0.9 0.42
(protocol)
OKS- Range of
motion 909(382) | 116 | 89(268) | 121 8.99 (3.28) | 237 0.66 0.81
(protocol)
OKS-Walking | 104678 | 116 | 972(322) | 121 | 1008407 | 237 0.16 0.48
(protocol)
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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 36.00 (10.47) | 116 | 35.62(7.57) | 114 | 35.86(9.13) | 230 0.70
OKS —Pain 7629 (21.97) | 116 | 75.31(16.2) | 114 | 75.81(19.29) | 230 0.70 0.14
Component
OKS —
Functional 73.62 (22.02) | 116 | 72.63(16.69) | 114 | 73.13(19.52) | 230 0.70 0.47
Component
OKS —Pain 9.99 (458) | 116 | 10.36(3.31) | 114 | 1017(4) | 230 0.49 0.07
(protocol)
OKS- Range of
motion 827 (3.49) | 116 | 866(2.76) | 114 | 8.46(3.15) | 230 0.35
(protocol)
KS — Walki
OKS —Walking 9.43(4.18) | 116 | 9.24(3.28) | 114 | 9.33(3.76) | 230 0.70 0.80
(protocol)
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6.2.5 Friedman test: Oxford Knee Score

Graphic 90. Oxford Knee Score

W Suplasyn
40,00 B suplasyn 1-shot

Media

First injection One month after injection  Six months after injection

Crxford Knee Score

Table 111. Oxford Knee Score

116
N
SUPLASYN
<0.001
Asymp. Sig.
113
N
SUPLASYN 1-SHOT
<0.001
Asymp. Sig.
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6.2.6 Friedman test: Oxford Knee Score — Pain component

Graphic 91. Oxford Knee Score — Pain component

W Suplasyn
100,00 B suplasyn 1-shot

Media

First injection One month after injection Six months after injection

Cixford Knee Score - Pain Component)

Table 112. Oxford Knee Score — Pain component

116
N
SUPLASYN
<0.001
Asymp. Sig.
113
N
SUPLASYN 1-SHOT
<0.001
Asymp. Sig.
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6.2.7 Friedman test: Oxford Knee Score — Functional component

Graphic 92. Oxford Knee Score — Functional component
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Table 113. Oxford Knee Score — Functional component

116
N
SUPLASYN
<0.001
Asymp. Sig.
113
N
SUPLASYN 1-SHOT
Asymp. Sig. <0.001
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6.4.8 Friedman test: Oxford Knee Score — Pain (protocol)

Graphic 93. Oxford Knee Score - Pain
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Table 114. Oxford Knee Score - Pain

N 116
SUPLASYN
Asymp. Sig. <0.001
N 113
SUPLASYN 1-SHOT
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
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Table 115. Oxford Knee Score - Range of Motion

116
N
SUPLASYN
<0.001
Asymp. Sig.
113
N
SUPLASYN 1-SHOT
<0.001
Asymp. Sig.

Confidential information
Report Date: 27/01/2018 (v1.0) Page 118 of 174



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

6.4.10 Friedman test: Oxford Knee Score — Walking (protocol)

Graphic 95. Oxford Knee Score — Walking
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Table 116. Oxford Knee Score - Walking

116
N
SUPLASYN
<0.001
Asymp. Sig.
113
N
SUPLASYN 1-SHOT
Asymp. Sig.
<0.001
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7 Non-Inferiority— Equivalence Analysis

7.1 Non-Inferiority— Equivalence Table

Table 117. Non-Inferiority— Equivalence

95% Confidence
Interval for Mean Non- .
N Mean (SD) Lower Upper P Inferiority Equivalence
Bound Bound
- SUPLASYN 116 | 33.8(11.48) 31.69 35.91
Oxford Knee Score
-one month after | SoPCASYN o1 | 452 (737) | 33.19 3585 |056| o Equivalent
first injection 1-SHOT Inferior
Total 237 | 34.17 (9.59) 32.94 35.40
SUPLASYN 116 36.09 34.17 38.02
Oxford Knee Score (10.47) Non
- Six months after | SUPLASYN 0.70 i Equivalent
114 | 35.62 (7.57 34.22 37.03 i
first injection 1-SHOT (7.57) Inferior
Total 230 | 35.86(9.13) 34.67 37.05
71.71
SUPLASYN 116 67.18 76.23
OKS pain (24.61)
component - One SUPLASYN 73.49 Non- .
month after first 1-SHOT 121 (15.54) 70.70 76.29 0.50 Inferior Equivalent
injection .
‘ Total 237 (Z) g’j) 70.00 75.24
. SUPLASYN 116 76.29 72.25 80.33
OKS pain (21.97)
component - Six SUPLASYN Non- .
months after first 1-SHOT 114 | 75.31(16.2) 72.31 78.32 0.70 Inferior Equivalent
injection 75.81
‘ Total 230 | 12 g 0 7330 | 7831
68.58
I R — SUPLASYN | 116 (23.94) 64.18 72.98
component - One SUPLASYN 69.67 Non- .
' : 0.68 . Equivalent
mpnth after first 1-SHOT 121 (16.64) 66.67 72.66 Inferior
t
injection Total 237 | 69.14 (20.5) 66.51 71.76
73.62
SUPLASYN 116 69.57 77.67
OKS functional (22.02)
component - Six SUPLASYN 72.63 Non- .
months after first 1-SHOT 114 (16.69) 69.54 573 0.70 Inferior Equivalent
injection 73.13
Total 2 70. 75.67
ota 30 (19.52) 0.59 5.6
Oxtord < SUPLASYN 116 | 10.78 (4.86) 9.89 11.68
xford Knee Score
(Pain) - One month | SO SASYN 100 | 1072 3.24) | 10.14 1130 |o0g0| oM Equivalent
T 1-SHOT Inferior
after first injection
Total 237 | 10.75 (4.11) 10.23 11.28
- SUPLASYN 116 9.99 (4.58) 9.15 10.83
Oxford Knee Score
. . SUPLASYN Non- .
(Paln). - S.lx.mo.nths 1-SHOT 114 | 10.36 (3.31) 9.75 10.97 0.49 Inferior Equivalent
after first injection
Total 230 10.17 (4) 9.65 10.69
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(Walking) - One SUPLASYN Non- .
onth aftor firet LSHOT 121 | 9.72(3.22) 9.14 1030 [016| | . .- | Equivalent
injection Total 237 | 10.08 (4.07) 9.56 10.60
Oxford Knee Score | SUPLASYN | 116 | 9.43 (4.18) 8.66 10.20
(Walking) - Six SUPLASYN Non- .
ot atorfrst | L.SHOT 114 | 9.24 (3.28) 8.63 085 | 070 | | . | Equivalent
injection Total 230 | 9.33(3.76) 8.85 9.82
Oxford Knee Score | SUPLASYN 116 9.09 (3.82) 8.38 9.79 0.66 Non- Equivalent
(Range of motion) - "'syp ASYN | 121 | 8.9 (2.68) 8.42 9.38 Inferior
One month after 1-SHOT
first injection Total 237 | 8.99 (3.28) 8.57 9.41
Oxford Knee Score | SUPLASYN 116 8.27 (3.49) 7.62 8.91 0.35 Non- Equivalent
(Range of motion) - "'gp ASYN | 114 | 8.66 (2.76) 8.14 9.17 Inferior
Six months after 1-SHOT
first injection Total 230 | 8.46 (3.15) 8.05 8.87

erceived pain ) . . ) ) on- quivalent
Perceived pai SUPLASYN | 113 | 3.58 (2.17 3.17 398 |0.76 N Equival
during daily SUPLASYN | 120 | 3.5(1.52) 3.23 3.78 Inferior
activities lies - One | 1 spoT
month after first Total 233 | 3.54 (1.86) 3.30 378
injection
Perceived pain SUPLASYN 109 3.25 (2.26) 2.82 3.68 0.90 Non- Equivalent
during daily SUPLASYN | 111 | 3.21(L.77) 2.88 3.55 Inferior
activities lies - Six 1-SHOT
months after first ' 54 220 | 3.23(2.02) 2.96 3.50
injection
Perceived pain at SUPLASYN 107 1.76 (2.01) 1.37 2.14 0.95 Non- Equivalent
rest/night lies - SUPLASYN | 118 | 1.74 (1.46) 1.47 2.01 Inferior
One month after 1-SHOT
first injection Total 225 | 1.75 (1.74) 1.52 1.98
Perceived pain at SUPLASYN 95 1.82 (2.05) 1.40 2.23 0.95 Non- Equivalent
resinightlies - SiX | ypLASYN | 109 | 1.83 (1.76) 1.50 2.17 Inferior
months after first 1-SHOT
injection 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
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Graphic 98: Oxford Knee Score Pain component - Visit 1
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Graphic 100: Oxford Knee Score Functional component - Visit 1
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Graphic 102: Oxford Knee Score Pain (protocol) - Visit 1
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Graphic 104: Oxford Knee Score Walking (protocol) - Visit 1
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Graphic 106: Oxford Knee Score Range of motion (protocol) - Visit 1
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Graphic 107: Oxford Knee Score Range of motion (protocol) - Visit 2
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Graphic 108: Perceived pain during activities lies - Visit 1
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Graphic 110: Perceived pain at rest/night lies - Visit 1
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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

CONFIDENCIAL

The Effectiveness and Safety of Triple 2ml Hyaluronic Acid
Intra-articular Injection (Suplasyn®) in Managing Symptomatic
Primary Osteoarthritis of the Knee in Real-life Practice: ESTIK

Survey.
STUDY PROTOCOL
Main Investigator:
Pavel Martinek, MD
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Managing Symplomatic Primary Ostecarthritis of the Knee n Real-lfe Practice. ESTIK Survey
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SUMMARY

Official Title
The Effectiveness and Safety of Triple 2m! Hyaluronic Acid Infra-articular ‘njection (Suplasyn®) in
Managing Symptomatic Primary Ostecarthritis of the Knee in Real-ife Practice: ESTIK Survey

R sible Party/S;

IWyian Instituticnal Intemational
Thurgauerstrasse 40
8080 Zarch, Switzerdand

Main investigator/Study Coordinator

Pavel Martinek. MD

Kmov Hospital {Czech Republic)

Study Officials/investigators

Orthepeadiste/Traumatolegists

Review Board

All study matenals have been appraved by the Ethical Committee for Clinical Investigation of the Kmowv
Hospital (The Czech Republic)

Primary Outcome

To assess changes i clincal culcome of patients with OA recommended with a triple Suplasyn® 2ml
injection for viscosupplementation,

Intended Intervention:
Suplasyn® 2ml during 3 weeks for the visoosupplementation of the knee.

Study Type:

Observationzl, non-interventional, intemational and multcenter study.

Study Design
Observational Model Case-Cnly; Time Perspective: Prospective study

2 The Effectiveness and Safety of Triple 2ml Hyaluronic Acid Infra-articutar Injection {Suplasyn®) i
Managing Symptomatic Primary Osteoarthritis of the Knee in Real-Ife Practice: ESTIK Survey
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Condition for Study
Osteoarthntis of the Knee.

Study sample
Patients over 18 years old with Primary Knee Ostecarthritis {Kellgren's grades | 1o IIl) without effusion

Data Monitoring
Clever Instruments S.L will be in charge of logistic and clinical fnal menitoring

Calendar
Study Start Date: June, 2014 - September, 2014

Study Completion Date: December, 2014 - March, 2015
Overali study peniod will be of 6 months, approximately

3 The Effectiveness and Safety of Triple 2ml Hyaluronic Acid Infra-articutar Injection {Suplasyn®) i
Managing Symptomatic Primary Osteoarthritis of the Knee in Real-Ife Practice: ESTIK Survey
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1 GENERAL INFORMATION

Official Title
The Effectiveness and Safety of Triple 2m! Hyaluronic Acid Infra-articular Injection (Suplasyn®) in
Managing Symptomatic Primary Ostecarthritis of the Knee in Real-ife Practice: ESTIK Survey.

R sible Party/S;

IWyian Instituticnal Intemational
Thurgauerstrasse 40
8080 Zarch, Switzerdand

Main Investigator
Pavel Martinek. MD
Kmov Hospital {Czech Repubic)

Study Officials/investigators
Orthepeadists/Traumatklegists
Duration of the Study

Intended duration 69 menths

Data will be provided by investigators from relrospectively results observed in palients who were
previcusly recommendad with viscosupplementation with Suplasyn® between June-September 2014
and December2014-March 2015.

The assignment of the patent to a parbcular therapeubc strategy should not be decided in advance by
this profocol but falls within curren! practice and the use Suplasyn® was dearly separated from the
decision to indude the patient's data in this study

6 The Effectiveness and Safety of Triple 2ml Hyaluronic Acid Infra-articutar Injection {Suplasyn®) n
Managing Symptomatic Primary Osteoarthritis of the Knee in Real-Ife Practice: ESTIK Survey
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2 BACKGROUND

Ostecarthnitis (OA) of the knee 5 a pamnful and disabling conditon that is becoming more
prevalent in patients aver 50 years of age that results in symptoms in 10% of peopie older than 55 years
which severely impair up 1o a quarter averall these patients (1)

OA 15 generally trealed using consarvative measures at initial phases of the dissase (2], more
frequently with analgesics, fopical and oral non-steroidal anfi-inflammatory drugs (NSAIDs). However,
their long-term use of these agents might different organic nsks such as complications in hepatic,
cardiovascular, gastrointestinal or renal systems.

In recent years, viscosupplementation has been more often used as a therapeutic medality for
the management of knee OA {3.4). Infra-arficular injectons of Hyaluranic Acid (HA) have shown geed
safely profiles and efficacy for trealing knee OA pain. Recent dinical dala have demonstrated that anti-
inflammatory and chondroprotecive effects of HA viscosupplementation are associated with a
significant and mamtained reducton on pain up to 14-26 weeks afier mection while improving patients’
function (5-7), results which show a ciear difference compared to the short-term effect of other
Interventions such as pharmacological freatment with NSAIDs andfer corticosterad ingections

Viscosupplementation

Viscosupplementation is intended as an allernabve of HA's degradation n the synovial flusd of
patients affected with knee ostecarthritis by the administration of exogenous HA through infra-arficular
injection.  Viscosupplementation 1s recommended (6) for the trealment of knee OA by the current
Ostecarthntis Research Society International (OARSI) Guidelines and previous prachice guidelines {4 8-
11} and despite that in other reference documents such as current Clinical Practios Guidelines (CPG) of
the Amencan Academy of COrihopaedic Swrgeons (AAQS) is not included as a main
recommendzation(12), this makes reference to published evidenos reporiing significant impravements on
DA sympioms after wiscosupplementahon.  Because of the lack of ewidence and the possible
discrepancies across studies, conclusion should be as thal viscosupplementation may be of significant
benefif for some patients (13).

Administrabon of an excgenous HA cannot ewplain long-term reduction of symptoms,
considenng thal HA has short half-sfe. HA has biological effects on the inflammatory cefls and

1 The Effectiveness and Safety of Triple 2ml Hyaluronic Acid Infra-articutar Injection {Suplasyn®) m
Managing Symptomatic Primary Osteoarthritis of the Knee in Real-lfe Practice: ESTIK Survey
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shmulates HA production by synovial cells s key molecular role i oints’ biomechanics explains how a
reduction in its concenltration and molecular weight greatly alters the properties of synovial fluid, causing
carfilage damage and worsening csteoarthnifis symptoms {14) Treaiment with exogenous HA atlempts
to restore the elasticly and viscosity of synovial fluid to normal levels, resultng in pain reduction and
functional improvement. Different studies have also confirmed that HA inferacts with mediators of
inflammaton and matx tumaver in joint celis. HA has alse a biosynthetic chondroprotective effect (15-
20)

|dentification of CD44, a glycoprotein expressed on the cell surface of chondrocytes, may
explain HA inferaction with chondrocyles since CD44 s consadered a HA's receplor al the chondrocyle
oell surface so the provision of exogenous HA into artcular carhiage is facilifated through this receptors
(21.22),

Triple versus Single Injection

Study assessng five different dosing regimens of viscosupplementation suggests that 3 x 2ml
injections one week apart are efficacious and well tolerated (25) Multidesage viscosupplementation (36
injections) still remains a gokden standard if choosing the viscosupplementabon as a treatment for knee
OA

The single Injeciion represents a new alternaiive to the three injections treaiment regmen with
documented stabstically and clinically ssgnificant impravements (30) both in pain and physical function n
patients wilh knee OA (23), however its efficacy, safety and long-term effect should be studied in order
to establish if this newly introduced approach s comparable with the proven friple injectons reaimen
(26)

Suplasyn® 2ml and 1-shot (8ml)

Suptasyn® i a low-intermediate molecular weight HA (530-1000 kDa) product which is safe and
well tolerated (24). Suplasyn® is a CE marked Medcal Device (CED473) and 15 approved by i several
couniries for the treatment of pain associated with knee cstecarthntis The recommended treatment
regmen for the realment of knee ostecartivits pain 15 one 2 ml intra-arbicutar injection per week for
three consecutive weeks (28) or a single injaction of 8ml (33,34)

Both presentalions are supplied as pee-filled synnges contaming 20mg2mi of sodium
hyaluronate which is adminstered according to a dosing regimen of one injection per week for three fo
SiX ponsecutive weeks

8 The Effectiveness and Safety of Triple 2ml Hyaluronic Acid Infra-articutar Injection {Suplasyn®) m
Managing Symptomatic Primary Osteoarthritis of the Knee in Real-lfe Practice: ESTIK Survey
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Supfasyn® has shown lo be more effective than placebo on pain and funckon in knee
osteoarthntis (24) with similar efficacy when compared to NSAIDs (27) and with maintained effects over
the long term (28). These sludies also demonstrated its excellent safety profie.

Suptasyn® has also demonsirated useful health economic benefits with 2 reduction in the cosls
of management of knee OA dunng the 26.weeks following the course of viscosupplementabon (29).

Study Rationale

The current study Is designed to assess the effeciiveness and safety of Suplasyr® 2ml injections in a
26.week, interaticoal, mulicenter, non-interventional obsesvational study of patents recommended
wilh one 2 ml mira-articular inection of Suplasyn® per week for three consecutive weeks with for the
treatment of knee ostecarthris The intention is 1o assess the efficacy and safety of the treaiment in
reallife practice Our prmary target is to obtain and venfy long-lerm outcomes from a naturalistic
primary care experience

Rationale for using viscosupplementation is % reslore the prolective visceelasticity of synovial
hyaluronic acid. decrease pan and improve mobility. Immediate benefit of viscosupplementation is the
relief of pain while long-tesm bensfits results are believed to mclude the return of joint mability by the
restoration of frans-synowial flow and the metabolic and rheclogical homeostasis of the joint (31}, Shart
duration of HA within the joint does not fully explain the indisputable long-term clinkal efficacy seen in

practioe (32)

In his case, il is appropriate lo evaluake, under real-life conditions, the shortlerm and long-lerm
effectiveness of triple Suplasyn® 2mi infra-arbeudar injections and to how the extended Ireaiment regime
may impact pabent satisfacton or treatment safety.
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3 OBJECTIVES
31 Main Objective

To assess changes m clincal outcome of patients with OA recommended waith a tnple Suplasyn® 2m|
injection for viscosupplementation

3.2 Secondary Objectives

- Toevaluate the safely profile and adverse events {AEs) of Suplasyn®2ml mjections

- To evaluaie the concomitant consumplion of permitted rescue medications (anaigesics,
NSAIDS) throughout the study.

- To evaluate characlerstics of the beneficiaty population (Intended to treat)

4 SOURCE OF INFORMATION

All data will be provided by the researcher and by the pafients who assst fo the
orthopedistraumatblegsst with a symptomatic knee OA and according 1o physician criteria could be
recemmended with wscosupplementation with Suplasyn®

5 STUDY DESIGN

5.1  Study Type:

Observational. non-interventional, intemational and mullicenter study.

5.2  Study Design

Obsesvational Model Case-Only, Time Perspective. Prospectve study

5.3 Study population

Main Selection Criteria:
Patients consulting fo the crthopedistvaumatbologest to primary care centers and according to specialist
evaluation are suscepbble of been recommended with viscosupplementation through a infraarticular
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inection of Hyaluronic Aad {Suplasyn®) once per week during a 3 three weeks penod. All pabents who
received the speafic recommendation are includable for study.

Eligible patients:
- Ages: 18 years fo 85 years
- Genders: Both
- Accepts Healthy Volunleers: No
- Study Populabion: Pafients with symptomatic primary knee OA, with radiclogical grades | to Il
(according Kellgren-Lawrence Score) and without clinical effusion at ime of inclusion

All patients whose data will be recorded should have been informed by the researcher of the nature of
the study and that hisher participation 15 voluntary. Registration of their data has lo be started as long
as hefshe has signed the consent form and has clearly understood all the study procedures: Consent
form could be obiained orally as long as the researcher asks for a wilness to sign {1.e. nurse or patients'
relative)

Inclusion Criteria:
o Age between 18 and 85 years old
o Pnmary osteoarthntic degenerabon of the knee (patients with documented knee oslecarthribs)
o Patents fulfiling critenia for primary knee osteoarthrifis, radiolegecal grades |-Iil {Kellgren—
Lawrence) (35) and jont space width =22 mm
» Patients without clinical effusion al baseline
o  Fully aware of study procedures
o Willing lo participale in all study processes and assessments

Exclusion Criteria:
o Allergic reactiity 1o tyaluronic acid
o Current knee infection, infection around injection site or any skin dsease
» Pregnancy or lactation
» Partcipating in other clinical trial
« Any reason thal may jeopardize the collection of data (pafient likely to be lost-to-follow up)
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5.4  Duration of Study Period and Follow-up

All patients will be followed duning 26 weeks after the first injection with Suplasyn®. The study end date
will b considered when the last palien! has completed the observation period

5.5 Intended intervention

o 2ml of Hyaluronic Acxd Intra-arficular Injection (Suplasyn®) on the afiecled knee at baseline
(Day 1), one week (Week1} and two weeks (Week 2) after miiabon of the viscosupplementation
'S treatment

« Paracetamel, NSAID or analgesics are allowed as a rescue medication if unbearable pain had
not improved after at least 1 hour rest

« Clucesamines and chondroifines or other slow-acting drugs for ostecarthvitis (ie. dacerhein o
avocadofsoybean unsapenifizbles) are allowed if at a stable dosage for 3 months or more
Cansumption of rescue or other medicabion 15 recorded in a patients data form

5.6 Sample size calculation

As it 15 an cbsenvational study of descriptive nature, @ minimum margn to ablain statstical signsficance
has nof been setfled. An estimated sample of 300 patients that have could be recommended during the
established penod for inclusion of data s considered.

6 MAIN VARIABLES
6.1  Main Variables for Evaluation

— Knee pain symploms

- Physical function

—  Quality of Life {Qol)

— Safely (Adverse Events)
— Complance with lreatment

6.2 Measures

The quality-of-ife questionnaires that are completed by the patienl with no input from the heaithcare
personnel may be mare cbjectve, because they more fathfully refiect the expenence of the patient. In
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knee ostecarthnbs trealment. the self-assessed Oxford Knee Score (OKS) and Visua! Analbg Scake
(VAS) are widely used

B1 Patients Outcome assessed with the Oxford Knee Score (OKS) (39) Describes any changes
from baselne over a periad of 8 months; the study subjects will complete personally the (OKS)
questionnaire at baselne, 1and 6 months followng the wscosupplementation of the knee.

This 15 a "self-administered’ questionnaire |1 has 12 ilems on dally actities, which the patient must

answer without help from healthcare personnel Each item is scored from 1 (normal function) to 5

(extreme difficully) The global score is the sum of the 12 ilem scores. Therefore, the besl passibée

score 1s 12 and the worst possible score is 80 Partial scores have also been defined, for pan

(questicns 1, 4, 5, 8.and 9} (5-25 points), range of motion {questions 2, 3, 7 and 12) (4 - 20 paints) and

wallang (questions 4, 6,9, 10and 11) (5-25 pomls)

The OKS s a dsease-specific, purpose built, high performance instrument for evaluatve research m
knee ostecarthritis chnical trials It assesses the outcome, as judged by the patient This is of value in
the large multicenier tnals. (40-42) The OKS gquestionnaire may be compared with others that have
been successhully 2pplied to the treatment of ostecarthntis, but it has the advantage over assessments
such as the Western Oniario and McMaster Unwversities Ostecarthnts Index (WOMAC) and the Arthnitis
Impact Measurement Scales (AIMS), i that it 1s infended specifically for use with knee surgery and
knee DA treaiment alone, and s simpler and quicker to process (37 38).

& Pain evaluated with the Visual Analog Scale (VAS)
The (VAS) will describe the change in the level of knee pain from baselne following
viscosupplementation of the knee, (Time Frame: The study subjects will complete the (VAS) at
basebne, 1 and B months following the viscosupplementation of the knee )
The (VAS) responses are expressed on a 100 mm hne, with O representing no pain and 100 mm
representng the worst pain pessible. (43 44) The patient places a mark acrass the line representing
where their perceived pain fies, from no pain to severe pain; measured at rest (night) and dunng daily
achvifies

&1 Safety assessment

Adverse events obsenved by the doctors or reporfed by the patients spontaneously or following a non-
leading questions, will be collected on patient data form. Parficular atiention will be paid to jocal pamful
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reactions al the mjechon sde, postinjecton reachions (1e effusion, skin rush, swelling, warmih) and
acute pseudoseplic arthalis (36)

B Compliance will considered basad on the a pastenon analysis of the number of visits and number
of doses apphed for each patient. A discontinuation is defined as an inferruption of recommended
regimen of three weekly doses at any point of that penod

7 STATISTICAL ANALYSIS

All data will be analyzed with Ihe statstical software SPSS-Windows.
7.1 Descriptive Statistics

All varables recorded will be descriptively analyzed Categencal varables will be presented as
frequencies and proportions. Quantitatve factors {continuous/ordinals) will be alse presented as central
tendencies indexes (mean, medan) and dispersion measures (standard deviation, minimum and
maxmum values)

72  Study Objectives

Primary outcome s o assess in real-life practice the effectveness of viscosupplementation treatment
using trple Suplasyn® 2ml injections (20 mg/2ml sodum hyaluronate, 500-1000kDa MW). The pnmary
efficacy endpomt is the change from baseline in the Oxford knee score assessing the function of the
OA knee at 4 and 26 weeks and the change from baseline in the patient-raled knee OA pain
assessment {160 mm visual analogue scaleVAS) at 4 and 26 weeks

Both scores oblained with the Oxford Knee Score and Pain VAS will be registered at 1 and 6 months
following viscosupplementation of the knee

Secondary objectives correspond to the evaluation of the safety profile and adverse events (AEs) of
Suplasyn® 2ml injectons, assessmen! of concomitant consumption of permitted rescue
medications (analgesics, NSAIDs) throughout the study and the known the characteristics of the
beneficiary population (intenc-e-treal)

Continuous vanzbles will be expressed as mean + Standard Deviation (SO) while categarical binary
vaniables will be presented as percentages
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Both pnmary and secondary abjectives will be analyzed with {ests for repeated measures fo delermnate
the evolution of the vaniabies throughoul study visits P values <005 will be considered as statistically
significant.

7.3 Sample stratification

Sample could be siraiified based on factors such as palienis’ characlensfics (gender, age), Knee OA
radological charackenshes, use of conventional medcation (NSAIDS, corlicesteraid injections), fustory
of infervenficnal treatment in the aflected knee (cpen surgery, arhroscopy. arihroceniesis) and
impairment associated with the perceved pain caused by the OA These vanables will be analyzed
frough stabstic tests for independent measures.

8 ETHICAL CONSIDERATIONS
8.1 General Considerations

The present profocol will be conducted in full concordance with principles of the "Declarabon of Helsinki®
{Helsinki, 1964} amended by the Bdth World Medical Assembly (Fortaleza, 2013), the Good Clinical
Practice

The ESTK survey correspend fo Post-Market Clinical Follow-up (PMCF) sludies conducted using CE
marked devices acoording to the Council Directve SH42/EEC conceming Medical Devices (June 14t
189G, last amendad by Directive 2007/47/EC of the Eurapean Parliament and of the Council of an
September 5% 2007} which represents that Suplasyn® should be recommended following the Good
Clinical Practce princples, thus to be use in the usual manrer m accordance with the instructions for
use (leaflet) supplied with the markeied products.

8.2 Evaluation of benefit-risk for patients during study

The particpation in thes study does nof imvolve or represent an increased risk for patients and does not
modify the usual therapeutc practices. Parficpants will be nof subjected to addtional or extraordinary
diagnostic tests other than those nommally indicated for these patients
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8.3 Safety Assessment

Adverse events observed by the doctors or reported by the patients spontaneausly or following a non-
leading questions, will be collected on patient data form Particular attenticn will be paid to local painful
reacfions at the injechon sie, postinjection reactions (ie effusion, skin rush, swelling, warmth) and
acute pseudoseplic arthritis (35)

8.4 Patients Information Sheet and Consent Form

All patients will receive an information sheet with a description of the study and its procedures as well as
a consent form {o be signed. It is imporiant fo remark fhat alt pabents whose data will be recorded
should be informed of the nature of the sludy and have 1o give their informed consent {or oral consent
with signature of a witness, | e nurse or relative) for the collection of their data, since this project is an
observational study thus the deosion % Include a patients i it musl be considered after the
recommendation of Suplasyn®

8.5 Ethical Committee Evaluation

All study materials, inciuding profecels and surveys, have been developed by Dr. Martinek, and have
been approved by the Ethics Committee for Clinical Research of the Krnov Hospital (Czech Republic)

8.6 Data Protection

Researchers will guarantee the anonymity of each patients participating in the study and will protect
hisfer idenhty from thirdsparties or non-authorized figures.

Mo personal informaton which may allow identifying patients will be recorded. Patients” identty will be
codified in the CRFs and only each researcher will have access to ths data in cases of venfication or
darifications

All the data recorded in the surveys will be hosted in secured servers with restncied access, which are
alsc subjected 1o Spanmish Dala Protecton laws (dalabase files are notifed and regisiered at the
Spanish Data Protecton Agency) according the "Ley Organica 151999, 13 de diciembre de 1999

8.7 Interference with researcher prescription habits

Suplasyn® should be recommended fallowing the Good Clinical Practice principles, thus fo be use in the
usual manner In accordance with the instructions for use (leaflet) supplied with the marketed products
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The assignment of the pabent fo a parficular therapeute strategy 15 not decided in advance by a Inal
profocel bul falls within current practice and the use of the medical device is clearly separated from the
decision to mciude the pahent in the study

Mo additional diagnostic or menitoring procedures shall be applied to the patents and epdemiological
methods shall be used for the analyss of collecled data

9 PRACTICAL CONSIDERATIONS
9.1 Work plan

All researches will have 1o register to be assigned with a persenal id and password for access to study
online surveys. Onoe the researcher has signed the researcher commitment form and have recenved a
confirmation of hisfher registration can proceed to the inclusion of data

Patients will be selected from those who accomplish inclusion criteria, based on the conseculive
sampling technsque. Researcher will proceed o explan patient about the study and ask for a signature
on the consent form prior to the inclusion

If is important to keep in mind that the recommendabon with Suplasyr® for the viscosupplementation of
the affected knee 15 not conditioned & the development of the study or the inclusion of a specific patient
it this study.

Data will be recorded by the researcher in an online elecironic Case Report Form (€CRF) to which will
acoess with their id and password The online platform will assign o each patient an automatic and
unique code which will allow regstenng hister clinical information throughout all study visits for the ialer
generation of a database and an analysis of the final resuils The eCRF does not contain any patients’
perscnal information and the researcher s committed 1o keep the access information and the conient of
the eCRFs in complete anonymiy, besides the obligation to accomplish with the princples and laws
applicable in hismer local conlext, being fully respansible for the truthfiul of the provided data

« On visit 1 (baseline) patient will receive the first intraarbicular njection of 2ml of Hyaluronic
Acid - Suplasyn® in the affected knee following the product instructions leaflet and according fo
standard measures for these types of procedures. In this visit, patient will also have fo complete
the Patient eCRF which mcludes the OKS.

« On visit 2 (administration of the second HA injection, one week after first injection) and
Visit 3 (administration of the third HA injection, one week after second injection) adverse
events should be mvestigated. In case the researcher oblains as a response % the question

17 The Effectiveness and Safety of Triple 2ml Hyaluronic Acid Infra-articutar Injection {Suplasyn®) n
Managing Symptomatic Primary Osteoarthritis of the Knee in Real-Ife Practice: ESTIK Survey

Confidential information
Report Date: 27/01/2018 (v1.0) Page 148 of 174



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

CONFIDENCIAL

"How did you feel since your last wsit* any adverse event since pnor visit, the Adverse Event
Form should be completed and sent to the study coordinator

« Visit 4 (1 month after injection): Researcher will complete the eCRF corresponding fo that
visit by recording data on patient's consumption of any pharmacological treafment for pain
during the previous month, recording data on frequency, dose and type of drug used. In this
visit patient will have to assess hisher peroeved pain with the VAS, grading the intensity of this
symptom *during daily activities” and "al rest/at mght*

« Visit5 (6 months after injection): The procedure will be the same that on visi 4.

9.2 Interim and Final Reports

A final report will be developed based on the final results.
9.3 Dissemination of results

Al data collected dunng this study will be used globally and not mdivmdually. Researchers who
parficipaied in the project will receive a copy of the final study repart with the results obfained and this
document shall be confidental

Scientific publications andlor matenals induding conference presentations will be considered. always
malong explicit reference 1o the study.
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The Effectiveness and Safety of Single 6ml Hyaluronic Acid
Intra-articular Injection (Suplasyn® 1-shot) in Managing
Symptomatic Primary Osteoarthritis of the Knee in Real-life
Practice: ESSIK Survey.
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SUMMARY

Official Title

The Effectiveness and Safety of Single 6ml Hyaluronic Acid Intra-arbeutar Injection (Suplasyn® 1-shot) in
Managing Symplomatic Primary Ostecarthrifis of the Knee in Real-Ife Practice: ESSIK Survey

R le Pa nsor

Iiyian Institstional Intemational
Thurgauerstrasse 40
8080 Zarch, Switzerdand

Main investigatoriStudy Coordinator
Pavel Martinek, MD
Kmav Hospital (Czech Republic)

Study Officials/Investigators

Orihepeadists/Traumatologsts

Review Board

All study matenals have been approved by the Ethical Committee for Clinical Investigation of the Kmov
Hospital (The Czech Republic)

Primary Outcome

To assess changes in clinical cutcome of patients with OA recemmendad with a single Suplasyn® 1-shot
Bml injecton for viscosupplementation

Intended Intervention:
A single dose of Suplasyn®1-shot (Bml) for the viscosupplementation of the knee

Study Type:

Observational. non-interventional, infernational and mullicentes study.

Study Design
Observational Model Case-Cnly; Teme Perspective: Prospective study
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Condition for Study
Osteoarthntis of the Knee

Study sample
Patients over 18 years old with Primary Knee Ostecarthritis {(Kellgren's grades | 1o IIl) without effusion
itorl

Clever Instruments S.L will be in charge of logishc and clinical fnal monitoring

Calendar
Study Start Date: June, 2014 - September, 2014

Study Completion Date: December, 2014 - March, 2015
Overall study penod will be of & months, approximalely
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1 GENERAL INFORMATION

Official Title

The Effectiveness and Safety of Single 6ml Hyaluronic Acd Intra-arbeutar Injection (Suplasyn® 1-shof) in
Managing Symptomatic Primary Ostecarthrifis of the Knee in Real-ife Practice: ESSIK Survey

R le Pa nsor

Iiyian Institstional Intemational
Thurgauerstrasse 40
8080 Zarch, Switzerdand

Main investigator
Pavel Marfinek, MD
Kmav Hospital {Czech Republic)

Study Officials/investigators
Orthepeadists/Traumatologsts
Duration of the Study

Intended duration 6-9 menths

Data will be provided by investgators from the clnical results observed in patients who were
recommended with viscosupplementation with Suplasyn® 1-shot between June-September 2014 and
December2014-March 2015

The assignment of the patient to a parlicular therspeubc strategy should not be decided in advance by
tis profocol but falls within current peactice and the use Suplasyn® 1-shot was clearly separated from
the decizon to include the patient's data in this study
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2 BACKGROUND

Ostecarthnitis {OA) of the knee s a pamful and disabling conditon that is becoming more
prevalent in patients over 50 years of age that resulls in symptoms in 10% of pecple older than 55 years
which severely impair up 1o a quarter overall these patients. (1)

OA 15 generally treated using conservative measures at initial phases of the disease (2, more
frequently with analgesics, topical and oval non-stercidal anfi-inflammatory drugs (NSAIDs). However,
their long-term use of these agents might different organic nsks such as complications in hepatc,
cardiovascular, gastrontestinal or renal systems.

In recent years. viscosupplementation has been more often used as a therapeutic medality for
fhe management of knee OA (3,4). Infra-articular injectons of Hyaluranic Acid (HA) have shown good
safely profiles and efficacy for freating knee OA pain. Recent dinical data have demonsirated that anti-
inflammatory and chondroprolective efiects of HA viscosupplementation are associated with a
significant and mamtained reduction on pain up to 14-26 weeks afler mechon while improving patients’
function (5-7), results which show a clear difference compared to the short-term effect of other
interventions such as pharmacological freatment with NSAIDs andlor corticosterod ingections

Viscosupplementation

Viscosupplementation is intended as an aflernabve of HA's degradation in the synovaal fluid of
patients affected with knee ostecarthritis by the adménistration of excgenous HA through intra-articular
injection. Viscosupplementation is recommended (6) for the trealment of knee OA by the current
Osteoarthntis Research Society International (QARSI) Guidelines and previous practice guidelines {4 8-
11} and despite that in other reference documents such as current Clinical Practios Guidelines (CPG) of
e Amencan Academy of Orlhopaedic Swgeons (AAOS) is not included as a man
recommendzation(12), this makes reference to published evidence reporting significant improvements on
OA symptoms after viscosupplementation. Because of the lack of ewdence and the possible
discrepancies across studies, conclusion should be as hal viscosupplementation may be of significant
benefil for some patients {13).

Administrabon of an exogenous HA cannot @xplain long-term reduction of sympioms,
considenng that HA has shorl half-ife. HA has bwological effects on the inflammalory cefis and
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simulates HA produchon by synovial cells Its key molecular role i joints” biomechanics explains how a
reduction in its concentration and molecular weigh! greally allers the properties of synovial fluid, causing
cartlage damage and worsening osteoarihniis symptoms {14) Treaiment with exogenous HA atlempts
to reslore the elasticty and viscosity of synovial fluid to normal levels, resulting in pain reduction and
functional improvement, Different sfudies have alse confirmed that HA mferacts with mediators of
inflammation and matr tumaver in joint ceis. HA has also a biosynthetic chondroprotective effect (15-
20)

Identfication of CD44, a glycoprotein expressed on the cell surface of chondrocyles, may
explam HA interaction with chondrocyles since CD44 is considered a HA's receplor al the chondrocyte
cell surface so the pravision of exogenous HA into artcular carhlage 1s facilitated through this recepiors
(21,22)

Single Injection

In order to reduce the number of intra-articular injechons (and potential related side effects) a
randomized, double-blind study was conducted. and the resuils demonstrated the efficacy, safety and
long-term effects {up fo 26 weeks) of a single-dose injection of visco-supplementation (26) Study
assessing five different dosing reqimens of viscosupplementation suggests that a single & ml inection of
HA may be as efficacious, and as well lolerated, as 3 x 2 mi one week apart (25),

Singbe nection of HA offers slatistically significant and clinically meaningful improvements (30)
both in pain and physical function in patients with knee OA | thereby demonstrafing the multi-dmensional
effectiveness of thes therapy (23}

The single Injection represents an attractive aliemnative to the three injections reatment regimen
with documented statisticaly and clincally significant improvements (30) both in pamn and physical
function in patients with knee OA (23), reducing the number of intra-articular injections required and
thereby offering potential comfor! and safety benefits 1o patients

Suplasyn® 2ml and 1-shot (6ml)

Suplasyn® s a low-intermediate molecular weight HA (500-1000 kDa) product which is safe and
well tolerated (24). Suplasyn® is a CE marked Medical Device (CED473) and is approved by i several
counines for the treatment of pain associated with knes ostecarthritis

Suplasyn® 1-shot is supplied in the form of a prefilled synnge containing 60 mg/ Bml of sedium
hyaluronate in a wiscoelastc solution adminssiered as a single injection. It is marketed pintly with the

8 | The Effectiveness and Safety of Single 6ml Hyaluronic Acid Infra-articutar Ingection {Suplasyn® t-shot) in
Managng Sympéomatic Primary Osiecarthritis of the Knee in Realife Practice: ESSIK Survey

Confidential information
Report Date: 27/01/2018 (v1.0) Page 161 of 174



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

CONFIDENCIAL

2ml Suplasyn® (prefilled synnge containing 2C mg/2ml sodwm hyaluronate) which is adminstered
acoording 1o a dosing regimen of one injection per week for three 1o six weeks

Suplasyn® has shown to be more effective than placebo on pain and functon in knee
osteoarthntis (24) with similar efficacy when compared to NSAIDs (27) and with mainlained effecis over
e long term (28) These studes also demonsirated ifs excellent safety prefile

Suplasyn® has also demonsirated useful health economic benefits with & reduction in the cosls
of management of knee OA during the 26-weeks following the course of viscosupplementaton (29)

Study Rationale

The current study is designed fo assess the effectiveness and safety of one Bml mjection of Suplasyn®
1-shot in & 26-week mtematonal, multicenter. non-mlervenbonal cbservational study of patients
recommended with a single intra-arhcular Bml injection for the treatment of knee ostecarthritis The
intention is fo assess the efficacy and safety of the treatment in real-life practice. Our pamary target is to
obtain and venfy long-term outcomes from a naturalistic primary care experience

Rationale for using viscosupplementation is to reslore the protective viscoelasticity of synoval
hyaluronic acid. decrease pan and improve mobilily. Immediate benefit of viscosupplementation is the
rehef of pain while Yong-term benefifs results are believed to mclude the return of jont mobdty by the
restoration of irans-synovial flow and the metabolic and rheclogical homeostasis of the joint (31). Shart
duration of HA within the joint dees not fully explain the indisputable lang-term clinical efficacy seen in
practioe (32)

In this ¢ase, il 1s appropriate fo evaluate, under real-life conditions, the short-term and long-ferm
effectiveness of a single mjection of Suplasyn® 1-shot 6ml intra-arficular injections and lo how the
exiended treaiment regime may impact patient satisfaction or freatment safety.

3 OBJECTIVES

34 Main Objective

To assess changes in chinical outcome of patients with OA recommended with 2 single injection with
Suplasyn® 1-shot viscosupplementation for knee OA dunng a 26 weeks follow-up
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3.2 Secondary Objectives

- To evaluate the safely profile and adverse events (AEs) of Suplasyn® 1-shot inection.

- To evaluale the concomitant censumplion of permitled rescue medications (analgesics,
NSAICS) throughout the study

- Toevaluate charactenstics of the beneficiary population (Intended to freat).

4 SOURCE OF INFORMATION

All data will be provded by fthe researcher and by the patients whe assist fo the
orthopedisttraumatologst with a symptomabc knee OA and according to physiian cntena could be
recommended with wscosupplementation with Suptasyn® 1-shot

5 STUDY DESIGN

51  Study Type:

Chservational, non-interventional, intermaticaal and multicenter study

52 Study Design

Cbservational Model. Case-Only, Time Perspective: Prospective study

5.3 Study population

Main Selection Criteria:

Patients consulting 1o the orthopedistraumatologsst to primary care cenfers and according Yo speciahst
evaluation are susceplible of been recommended with \iscosupplementation through a single
infraarticular injechon of Hyaluronic Aad (Supltasyn® 1-shot). All patients who received the specific
recommendaltion are includable for study

Eligible patients:

- Ages 18 years o 85 years
- Genders: Both
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- Accepts Heallhy Volunlesrs: Mo
- Study Population Palients with symptomatic primary knee OA, with radiclogical grades | to Il
{according Kellgren-Lawrence Score) and without clinical effusion at ime of inclusion.

All patients whase data will be recorded should have been informed by the researcher of the nature of
the study and that hisher participation is volunfary. Registration of their data has 1o be staried &s long
as hefshe has aigned the consent form and has clearly understood all the study procedures Consent
form could be obiained orally as long as the researcher asks for a witness to sign {1.e. nurse or patients’
relative)

Inclusion Criteria:
s Age between 18 and 85 years old
« Prmary osteoarthnfic degeneration of the knee (patienis with documented knee ostecartivitis)
» Patents fulfiling crtera for primary knee ostecarthritis, radiological grades |-l {Kellgren-
Lawrence) {35) and joinl space width 22 mm
« Patients without clinical effusion at baseline
o Fully aware of study procedures
« Willing fo parficipate in all study processes and assessments

Exclusion Criteria:
o Allergic reactity fo hyaluronic acd
o Current knee infecton, infection around injection site or any skin disease
» Pregnancy or lactation
»  Participating in other clinical trial
«  Any reason that may jeopardize the collection of data (patient likely 1o be lost-to-follow up)

54 Duration of Study Period and Follow-up

All patients will be followed during 26 weeks after the injection with Suplasyn® 1-shot The study end
date will be considered when the last patient has completed the abservation pencd

5.5 Intended Intervention

o Bml of Hyaluronic Acid Intra-arficular Injection (Suplasyn® 1-shot) on the affecled knee al
baseline (Day 1)
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« Paracetamol, NSAID or analgesics are allowed as a rescue medcalion if unbearable pan had
net improved afler al least 1 hour rest

« Glucosamines and chondroitines or other slow-acting drugs for ostecarthntis {1.e. diacerhein or
avocado'soybean unsaponifiables) are allowed if al a siable dosage for 3 months or more
Consumption of rescue or other medication is recorded in a pabients dala form

5.6 Sample size calculation

As it is an cbservational study of descriptive nature, 2 minimum margin to obtain statistical signdficance
has not been seltled An estimated sample of 300 patients that have could be recommended during the
established penod for inclusion of data is considered.

6 MAIN VARIABLES

6.1  Main Variables for Evaluation

Knee pain symploms
Physical function
Quality of Life {QoL)
Safety (Adverse Events)

8.2 Measures

The quality-of-kfe questionnaires that are completed by the patien! with no mput from the healthcare
personnel may be more cbjective, because they more faithfully refiect the expenence of the patient. In
knee ostecartivits freatment, the self-assessed Oxford Knee Score (OKS) and Visual Analog Scale
(VAS) are widely used

B Patients Outcome assessed with the Oxford Knee Score (OKS) (39) Describes any changes
from baseline over a period of 6 months; the study subjects will complete personally the (OKS)
questionnaire at baseline, 1 and 6 months following the viscosupplementation of the knee.

This 12 a “self-administered” questionnaire. It has 12 ems on dady actwities, which the patient must

answer wihout hep from healthcare personnel Each item is scored from 1 (noema! funcion) to §

(exteme dfficulty) The global score 15 the sum of the 12 item scores. Therefore, the best possible

score is 12 and the worst possible score is B0 Partial scores have also been defined, for pan
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(questions 1, 4, 5, Band 9) (5-25 points). range of mobon {queshons 2, 3. 7 and 12) (4 - 20 points) and
walking (questions 4, 6,9, 10and 11) (5-25 points)

The OKS = a dsease-specific, purpose buill, high performance instrument for evaluative research
knee ostecarthritis chnical Inals. It assesses the outcome, as judged by the patient This is of value In
the large muiticenter tnals. (40-42) The OKS questionnaire may be compared wih others that have
been successiully apolied to the treatment of osteoarthntis, but it has the advantage over assessments
such as the Western Ontano and McMaster Universiies Osteoarthntis Index (WOMAC) and the Arthntis
Impact Measurement Scales (AIMS), i that it 1s infended specifically for use with knee surgery and
knee OA treatment afone, and s simpler and quacker to process (37 38),

B Pain evaluated with the Visual Analog Scale (VAS)
The (VAS) will describe the change in the level of knee pain from baseline fllowing
viscosupplementation of the knee. (Time Frame: The study subjects will complete the (VAS) al
baseline 1 and & months following the viscosupplementation of the knee )
The (VAS) responses are expressed on a 100 mm ke, with O representing no pain and 100 mm
representng the worst pain possible. (43,44) The patient places a mark across the line representing
where their perceived pain bes, from no pain o severe pain, measured ai rest (night) and duning daiy
achvities

& Safety assessment

Adverse events cbserved by the doctors or reporied by the patients spontanecusly or followng a non-
leading questions, will be collecled on patient data form. Particular aliention will be paid 1o lecal painful
reactions al the injection site, postinjecton reacsions (ie effusion, skin rush, swelling, warmth) and
acute pseudoseptic arthntis (36)

7 STATISTICAL ANALYSIS
All data will be analyzed with the statistical software SPSS-Windows
7.1 Descriptive Statistics

All varables recorded will be descriplively anslyzed Categorical varables will be pressnted as
frequencies and proportions. Quantitative factors {continuous/ordinals) wil be also presented as central

13 [ he Effectiveness and Safety of Single 6ml Hyaluronic Acid Infra-articufar Inpection {Suplasyn® t-shot) in
Managng Sympéomatic Primary Ostecarthritis of the Knee in Realidfe Practice: ESSIK Survey

Confidential information
Report Date: 27/01/2018 (v1.0) Page 166 of 174



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

CONFIDENCIAL

tendences indexes (mean, medan) and dspersion measures (standard deviation, mimimum and
maxmum values)

72 Study Objectives

Primary outcome s to assess in real-life practice the effectiveness of viscosuppiementation Ireatment
using Suplasyn® 1-shot 6ml injection (60 mgMml sodium hyaluronate, 500-1000kDa MW), The primary
efficacy endpomt 15 the change from baseling in the Oxlford knee score assessng the function of the
OA knee at 4 and 26 weeks and the change from baseline n the patient-rated knee OA pain
assessment {100 mm wisual analogue scaleVAS) at 4 and 26 weeks

Both scores obtained with the Oxford Knee Score and Pain VAS will be registered at 1 and 6 months
following viscosupplementation of the knee.

Secondary objeclives correspond to the evaluation of the safety profile and adverse events (AEs) of
Suplasyn® 1-shot Bml inection, assessmen! of concomitant consumption of permitted rescue
medications (analgesics, NSAIDs) throughout the study and the known the characteristics of the
beneficiary population (intend-lo-reat)

Continuous vanzbles will be expressed as mean + Standard Dewiation (SO) while categorical binary
vanables will be presented as percentages

Both pnmary and secondary abjectives will be analyzed with tests for repeated measures to determinate
e evolubon of the vanables throughout study visits P values <005 will be considered as statistically
significant

7.3 Sample stratification

Sample could be stratified based on factors such as patients’ characlenstics (gender, age), Knee OA
radological characienstics, use of conventional medication (NSAIDS, corficosteroid injections). history
of interventional treatment in the aflecled knee (cpen surgery, arthroscopy, arthrocentesis) and
impairment asscciated with the perceved pain caused by the OA. These vanables will be analyzed
fhrough stabstic tests for independent measures.

8 ETHICAL CONSIDERATIONS
8.1 General Considerations

The present profocal wil be conducted in full concordance with principies of the "Declaration of Helsinki®
{(Helsinki, 1964) amendzd by the Bdth World Medical Assembly (Forialeza, 2013), the Good Clinical
Practice
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The ESTKK survey correspond fo Post-Market Clinical Follow-up (PMCF) studes conducled using CE
marked devices according to the Council Direcive S342/EEC conceming Medical Devices (June 14
1963, last amended by Dwective 2007/47/EC of the European Parliament and of the Councd of on
September 5% 2007) which represents thal Suplasyn® 1-shot should be recommended following the
Geod Clinical Practice princples, thus to be use in the usual manner in accordance with the Instructions
for use (leafiet) suppked with the marketed products.

8.2 Evaluation of benefit-risk for patients during study

The parficpation in ths study does not involve or represent an increased risk for palients and does not
modify the usual therapeutic practices. Participants will be not subjecied to additional or extraordinary
diagnostc tests other than those normally indicated for these patients

8.3 Safety Assessment

Adverse events abserved by the doctors or reporied by the patients spontaneously or folfowwng a non-
leading questions, will be collected on patient data form. Parficular atlention will be paid %o local painful
reacfions at the injechon site, post-injection reacions (ie effusion, skin rush, swelling, warmth) and
acute pseudoseplic arlhitis. (35)

8.4 Patients Information Sheet and Consent Form

All patients will recewve an information shee! with a description of the study and its procedures as well as
a consent form 1o be signed. It is important to remark that all patents whose data will be recorded
should be informed of the nature of the study and have io gve their mformed consent (or ocal consent
with signature of a wilness, 1.€. nurse of relative) for the coliection of therr data, since this progeel 1s an
observaticnal study thus the decsion %o include a palients in it must be considered afier the
recommendation of Suplasyn® 1-shot

8.5 Ethical Committee Evaluation

All study matenals, inchuding profocols and surveys, have been developed by Or Martinek, and have
been approved by the Ethics Commitlee for Clinical Research of the Koy Hospital (Czech Republic)

8.6 Data Protection

Reszarchers will guaraniee the anonymily of each pahents participating m the sludy and will protect
hisfher identity fom third-parties or non-authorized figures.
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No personal informaton which may allow identifying pabents will be recorded. Patents identity will be
codified in the Case Data Forms and only each researcher will have access to this dafa in cases of
verification or clanfications

All the data recorded in the surveys will be hosted in secured servers with restricted access, which are
also subjected 1o Spanish Dafa Protection laws (database files are netiied and registered at the
Spanish Data Protecton Agency) according the “Ley Organsca 151939, 13 de diciembre de 1999

8.7 Interference with researcher prescription habits

Suplasyn® 1-shet should be recommended followng the Good Clinical Praclice prnciples, thus lo be
use in the usual manner in accordance with the instructions for use (leafiet) supplied with the marketed
products. The assignment of the patient to a particular therapeube strategy 1s not decsded In advance by
a trial protocol but falls within current practice and the use of the medical device is clearly separated
from the decision o inchude the patient in the study.

No addiional diagnostic or meniloang precedures shall be applied % the patients and epidemiclogical
methods shall be used for the analysss of collecled data

9 PRACTICAL CONSIDERATIONS
9.1 Work plan

All researches will have to register to be assigned with an personal id and password for access 1o study
online surveys. Onoe the researcher has signed the researcher commitment frm and have recenved a
confirmabon of hisfher registration can proceed to the inclusion of data

Patients will be selected from those who accomplish inclusion critenia, based on the conseculive
sampling lechnsque. Researcher will proosed lo explam patient about the study and ask for a signature
on the consent form priar to the inclusion

It is important o keep in mind tha! the recommendalion with Suplasyn® 1-shot for the
viscosupplementation of the affected knee is not conditoned to the development of the sfudy or the
frclusion of @ specific patient in this study

Data will be recorded by the researcher in an online electronsc Case Report Form (eCRF) to which will
acoess with their id and password. The anline platform will assign o each patient an automatic and
unique code which will allow registening his/her chinical information throughout all study wsits for the later
generation of a database and an analysis of the final resuils The eCRF does not contain any patients’
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personal information and the researcher 15 committed fo keep the access information and the content of
the eCRFs in complete anonymity, besides the abligation lo accomphsh with the principles and laws
applicable in hisher local context, being fully responsible for the truthful of the provided data

« On visit 1 (baseline) patient will recewve the single infraarticular ingection of Bml of Hyaluronic
Acid - Suplasyn® 1-shot in the affected knee following the product instructions leafiet and
accordng ¥ standard measures for these typas of procedures In this visit, pabent will also
have o complete the Patient eCRF which includes the OKS

« Visit 2 (1 month after injection): Researcher will complete the eCRF corresponding fo that

visit by recording data on patent’s consumption of any pharmacological treatment foe pain
during the previous month, recording data on frequency, dose and type of drug used. In this
visit patient will have to assess histher paroeived pain with the VAS, grading the intensity of this
symptom *during daily activibes® and “at rest/at mght'
Adverse events should be investigated, In case Ihe researcher cbtains as a response o the
question "How did you feel since your last visit® any adverse event since priof visit, the Adwerse
Event Form should be completed and sent to the study coordnator

« Visit 3 (6 months after injection): The procedure will be the same that on visit 2

9.2 Interim and Final Reports

A final repert will be developed based on the final resulls
9.3 Dissemination of results

All data collected dunng this study will be used globally and not individually Researchers who
parficipated in the project will receive a copy of the final study report with the resulls obtained and this
decument shall be confidental

Scienfific publications andior matenals including conference presentations will be considered, ahways
malong explicit reference o the study
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