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1 GENERAL COMMENTS—-OVERVIEW:

Stakeholder
No.

General Comment (if any)

Outcome (if applicable)

1

Thisdraft has been reviewed by the executive committee and the chairs of the
working groupsinvolved in the OARSI initiative who leads the coor dination
of acritical appraisal of certain fundamentals of the science related tothe
design of clinical development programsfor human drugs, biological
products, and medical devicesfor the treatment and prevention of OA to
assist the FDA asthey work to finalize the draft guidance originally issued in
July 1999. Since both agencies areworking at the sametime on thereview of
their own draft guidance document, OARSI sees an opportunity to sharewith
EMEA their personal view.

The overall draft text of thisupgraded EMEA Guidelineisvery good and
mostly reflectsthe actual state of knowledge in thefield of OA therapy.

No general comment.

EFPIA welcomestherevision of the existing osteoarthritis (OA) Pointsto
Consider document and the CHM P-EWP initiative to provide guidance on
theclinical evaluation and potential label claimsfor the development of
medicinal productsfor the treatment of OA.

EFPIA wishesto raise the following key comments, regar ding some of the
concepts presented in thedraft guideline. These key points arefollowed by
other important comments presented accor ding to the differ ent sections of
the draft guiddine.

In order to streamline the document, no editorial or typographical comments
areprovided.

EFPIA major comments:

We believe that the guideline should be more specific regarding the
requirements for a claim for Symptom modifying drugs versus Structure
modifying drugs. It should also address the acceptability of using MRI, which
is becoming the standard for efficacy assessment for structure modifying
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Stakeholder
No.

General Comment (if any)

Outcome (if applicable)

drugs.

1. Harmonization of guidance acrossregions

Harmonization of guidance across regions is highly desirable. There is a
potential opportunity as the FDA is currently working with OARSI to come
up with recommendations to update the current US FDA draft guidance for
OA drug development. A public meeting is scheduled on 15 December 2009 to
provide an update on work accomplished by the FDA OARSI Initiative.

2. Symptom modifying drugs.

For symptoms maodifying drugsthat act on pain, the primary endpoint should
be a symptomatic pain-related assessment and functional disability should be
a key secondary endpoint. The CHMP/EWP should also consider that pain
and functional improvement could berecognized separ ately.

The guideline as currently written would exclude the possibility of studying
new medicines as adjunctive therapy in combination with existing standard
of care (analgesics and anti-inflammatory medications) as it currently refers
to strict monotherapy setting. The CHMP/EWP should include wording to
accommodate add-on therapy.

The CHMP/EWP should clarify which level of evidenceis expected to show
that the drug has not detrimental effects (i.e. no clinically significant adver se
effects on the structural changes) on structure.

3. Structure modifying drugswith no direct effect on symptoms

While the guideline seems to include a path for the development of structure
modifying drugs with no direct effect on symptoms, it states that symptom
modifying effects have to be confirmed for the structure modifying drugs and
specifically that the “benefit of radiological improvement” in the absence of
any clinical improvement at the time of assessment (i.e. at least 2 years) is
insufficient for marketing authorisation”. Consequently, this impedes such
development options. It should be considered that it would be difficult to
show statistical significance for pain considering the length of time that may
be required for that a sow-down of structural disease progresson would
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Stakeholder
No.

General Comment (if any)

Outcome (if applicable)

trandate into a significant pain reduction. The acceptability to show a trend
in improvement of symptoms when a correlation has been shown between
structural outcome and pain and function should be considered and
discussed.

4. Use of MRI

Although the guideline recognises that thereis an increasing body of evidence
that MRI has the potential to evaluate joint OA it states that larger clinical
studies are still needed to show its clinical relevance. Given the growing body
of evidence on the potential of MRI to complement or replace X-ray, the
CHMP/EWP should provide clear recommendation on data required to
accept MRI taking into consideration that the guideline once adopted will not
be updated for a few years. This is seen as an opportunity for synergy
between theregulatorsand their stakeholdersincluding industry.

5 Thedraft guidelineisconsidered to be an extremely valuable contribution, on
line, with the current scientific view.
6 After careful reviewing of thisdraft document, the EULAR steering

committee memberswould liketo thank and congratulatethe EMEA persons
in charge of thewriting of such a guideline document - it perfectly
summarizes current scientific knowledgein this area.

We do fed that such document will strongly facilitate the design, the conduct,
thereport and theinterpretation of clinical trialsin thisarea. Assuch it
enjoysour general support and commendation

2. SPECIFIC COMMENTSON TEXT (Stakeholder No. 1)

Line No

Stakehol Comment and Rationale; proposed changes
der No.

Outcome

The separation of symptomsfrom structure, the recommendation to study
drug effectsfor hip/knee separately from hand and from spine, the discussion
of important factorsto obtain on basdine history that may modify the drug
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LineNo

Stakehol
der No.

Comment and Rationale; proposed changes

Outcome

effect have been strongly appreciated.

Theinclusion of spine OA isinteresting but the definition of spine OA isnot
clearly proposed.

No changes are considered necessary.

Thisindication isan option that has to be
justified by the applicant as a clear definition
with respect to symptoms is considered
problematic.

Thefocuson pain intensity only asthe primary symptom outcome maybe too
restricted. The quality of pain isalso a concern, for example, asisthe impact
on mood and sleep.

Partly accepted.

Information for the selection of secondary
endpoints is added:

‘Endpoints should be chosen in line with the
pharmacological characteristic of the respective
drug and the claimed indication.’

As primary endpoints pain and function are
recommended. However, pain is generally
accepted as main symptom becauseitis
identified as most affecting disorder. Specific
qualities of pain may be assessed with different
respective questionnaires for example. However,
these have to be validated. As secondary
endpoints quality of lifeislisted. Insofar aspects
as mood and deep are indirectly sufficiently
included and may be assessed. Anyhow mood
and sleep have been included in brackets as
example for quality of life measure in order to
directly mention these important qualities.

Whilethereis mention of impact of pain on physical functioning as a co-
primary outcome, none of these other effects/outcomes ar e discussed...

Not accepted.

Theimpact of pain on function is not discussed
as function is recommended as independent
symptom whatever the cause of functional
impairment might be.

Other symptoms than pain and function are
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Line No Stakehol Comment and Rationale; proposed changes Outcome
der No.
considered more appropriately listed as
secondary endpoints.
Section 5.1 “numerical pain rating scales’ should be mentioned -- for example, 0-10 scales HigeggiEd
--which areall very well-validated in a large number of different pain
conditions.
L . . o Not accepted as the guideline is not intended to
_The cha{,acterlzatlon of OA pain could be more sophisticated than “pain be used as a textbook. For a differentiation of
intensity” only. . . . ) )
pain quality assessment specific questionnaires
can be used. The interpretation of the
recommendationsin this guideline should be
adapted to the specific pharmacol ogical
characteristic of the respective drug and the
claimed indication as mentioned above.
The recommendation of aflare design asthe gold standard for the assessment We agree_but OERE ad\_/lce'go ggneral research
. . . is not the intention of this guideline.
of pure efficacy of a drug versus placebo isreasonable, but oncethat is
established in small numbers, larger real-world trials could be of interest.
End of section it isstated that all trials of symptomatic treatmentsrequire discontinuation of gty
prior analgesic and anti-inflammatory medications, but shouldn’t it also be ‘In some cases when combined medication is
possibleto develop a medication to be used asan " add-on” treatment too, for | assessed an add-on design may be used and
example, NSAIDs? Discontinuing all meds may be a problem for many patients should be stable on the respective
patients,and assessing add-on efficacy hasmerit in itself medication prior to initiating treatment with the
test drug.’
Ii|5rées 143 and Thelimitation of enrolment to personswith symptomatic OA precludes N Eresgie

enrolling personsat high risk of disease (e.g. post injury) and disease
prevention. Line 158 appear sto contradict this by suggesting enrolment of
high risk individuals

The mentioned limitations of enrolment (line
143) are not clear as no limitations are described
in that paragraph.

In line 158 an option is mentioned to select
specific patients with a more rapid progression
in order to better detect positive effects on
structure damage.
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Line No Stakehol Comment and Rationale; proposed changes Outcome
der No.

Line150-1 It isunclear how this benefits clarity of the recommendation. N Eresgie
To mention MRI and its current statusis
considered adequate because this instrument
may be used in futureif sufficiently
standardised. This has to be justified by the
applicant.

Lines 283-290 Based on the recent literatur e, the paragraph on MRI could be modified since CEESEITHER SEIT e MR,

some clarifications on these questions have been provided.
Lines 358-259 Partly accepted.

Doesthisapply to all symptom modifying trials? How isit recommended
structure be assessed? To adequately assess for no effect will requirelarge
sample sizes over long periods using current metrics.

The subjunctive is knowingly used for the
recommendation of the long term follow up
becauseit is considered no need to assess e.g.
topical NSAIDs with along term follow up.

The absence of negative effects on structure
should be warranted within the safety long term
data. It might be demonstrated by radiographic
measure. A sentencein 7.3 is added.

2. SPECIFIC COMMENTSON TEXT (Stakeholder No. 2)

LineNo

Stakehol
der No.

Comment and Rationale; proposed changes

Outcome

Line 369-371

Comments. Sinceyears, both the scientific societies (Grees,OARSI, Omer act
...) and theinvestigatorstried to significantly improve the design, the
methodology and the outcomes of the clinical trialsaiming at testing the
effects of various symptomatic and/or chondropr otective drugs used in the
treatment of OA at variouslocations (kneehip, fingers...) .After the release of
each new Guideling, all seriousinverstigatorsdid adapt their new trials

accor dingly and thisis exactly what was donein the more recent multicentre,
international largetrials, for instance testing the effects of oral chondroitin
sulphate in knee OA patients.

Partly accepted.
Paragraph is accordingly revised.
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LineNo

Stakehol
der No.

Comment and Rationale; proposed changes

Outcome

In addition, the guidelines did also clearly mention the requirementsfor
testing a symptomatic drug ver sus a chondr oprotective drug.

In the domain of sow acting drugsfor OA treatment, some of the drugs tested
in thelast yearsdid provide enough evidencesto be widely accepted as
efficacious in terms of symptoms and for some of them also in terms of
structure or disease progression.

One of these Slow-acting drug for OA isoral chondroitin sulphate and this
substance did show 1°) significant evidencesto support the positive algo-
functional effect of the drugin knee OA patients; 2°) significant evidencesto
support a structure-modyfying effect of thedrugin knee OA patients.

Therequirementslisted in the 369-371 sentence are basically impossible to
fulfil based on the very demanding and clearly specified methodology applied
to all the RCT’sup to now ! Asthedesign of symptomatic oriented RCT’sand
structure-modyfying RCT’ sis absolutely not the same, there is definitively no
way to fully compare and integrate the evolution of the pain and/or function
data and the evolution of the Joint Space Narrowing at a specific target joint !

AsOA trialsare generallly of long duration and do last a couple of years until
completion, it would not befair to fully change the rules---guidelines—when
RCT’s did already begin or duid just finish.

In addition, thereisuntil now to the best of our knowledge absolutely no proof
that there would be any significant correlation (negative or positive) between
the radiological progression of joint space narrowing in OA patients and the
leved of pain and/or limitation of the function in the patients!

Asa consequence, The sentencewritten under 6.2.1. M odification of structure,
lines 369-371, should befully suppressed from the final text of this upgraded
CPMP Guideline. Therest of the document isfully acceptable and should be
maintained as such.

Proposed change (if any): Suppr ess the whole sentence located line 369-371
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2. SPECIFIC COMMENTSON TEXT (Stakeholder No. 3)

LineNo Stakehol Comment and Rationale; proposed changes Outcome
der No.
79-80 Comment: Please provide an example of a symptom modifying slow acting drug Neigsesied
for clarity To give this additional information is considered
not necessary and in addition it would imply that
the mentioned SY SADOA is more appropriate
for atreatment than others.
88-90 Comments: It issaid that symptom modifying treatments should demonstrate Aessg e ssrisnesin delisees sl
absence of adverse structural effects. It is unclear with what means thisshould be | The absence of negative effects on structure
demonstrated, no specific endpoint islisted in 5.1, and section 5.2 primarily should be warranted within the safety long term
addresses limitations of the methods to assess structural damage, and may rather be | data. It might be demonstrated by radiographic
intended to describe endpoints for disease modifying treatments. Would the design | measure. Therefore this point could be added in
of studies targeting modification of structure (6.2.1) also apply for demonstration section 7.3.
of the absence of potentialy negative effects by symptomatic treatments? For structure modifying drugs an earlier proof of
symptom benefit and no deterioration is
Proposed change: Specific guidance is warranted to what means are accepted to necessary. This should be mentioned
demonstrate absence of negative effects on structure.
92-04 Comments. The common separation of pain into mild, moderate, severeis referred Accepted.
to and it is said that the severity of painisto be“addressed in the claimed A specification is added: ‘according to different
indication”. This may suggest that if a certain number of patients of each category | pharmacological profiles and potency of adrug’
wereincluded in trias, aclaim for mild to severe pain may be granted. With thisit : :
isimplied that in order to get aclaim “ severe pain” no additional indications such lefqmt RS ogl_cal trestment or -
as cancer pain need to be studied, and that studying patients of different pain = Ication may TENE dlf_fer_ent extent OT ban
severity has no implications for the choice of comparator e LENE, Iy Un2fgs Iy e e
' treatable should be mentioned.
Proposed change: Please be more specific on how to adequately “address’ the
different pain intensities and what the potential label implications are.
164-165 Not accepted.

Comment: Please provide examples of treatments that may have a distinct impact
on the outcome of OA studies.

It was agreed by the CHMP to delete the
examples.
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LineNo

Stakehol
der No.

Comment and Rationale; proposed changes

Outcome

251-252

Comment: Thisisthe only place in this guideline the term “clinically relevant
difference” is mentioned. It isunclear if thisis related to only AUC of pain
intensity. To what extent clinical relevance of treatment effects versus statistically
significant differences are of importance for approval. It issaid in 248-249 that a
responder criterion should support the relevance and the “robustness’ of the
treatment effect. Overall, the guideline remains vague on the meaning and the
criteriafor clinical relevance to be used for approval.

Proposed change: Asthis may be amajor source of controversy, more detail and
clarification of the agencies view of what a“clinical relevant” treatment effect in
thisindication is, and what level of “robustness’ of datais expected, would be very
important for the planning of development programs.

Accepted. A more detailed explanation is added.

In the paragraph ‘ Primary endpoints' the term
clinically relevant effect is used asamain value
for adequate sample size calculation.

The clinically relevant difference versus placebo
might vary between different drugs, study
populations and also with reference to study
design and measurement time point. The delta
has to be predefined and sufficiently justified on
the base of valid data from appropriate published
clinical trials. A recently published analysis for
example calculated the best mean difference in
pain reduction versus placebo (between group
comparisons) for severa drugs in patients with
knee OA. Thisanalysisislisted in the
references.

Most of the clinical studies with OA patients
have measured symptom improvement at a
defined time point and not over the course of
treatment (AUC). In addition, the duration of
AUC measurement differs between the studies.
Therefore at present it is considered not possible
to predefine for the AUC an evidence based
consistent value for aclinically relevant
difference versus placebo. However, as
secondary endpoint this measure can give
helpful data about the course of improvement.

In addition, responder rates can give different
aspects of efficacy.
Thus these data can support the results obtained

from the primary endpoint and additionally
demonstrate the robustness of the data.
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Line No Stakehol Comment and Rationale; proposed changes Outcome
der No.
296-298 Comment: Typographical error alere
Proposed change: " However, further work is still needed on how changes
measured in some of these biochemical markers of cartilage turnover correlate with
OA disease progression.”
299-301 Comment: This summary paragraph addresses only secondary endpoints. SEEloEl
Proposed change (if any): “ Overall, JSN measured by plain X ray, with
appropriately standardized methodol ogy, is an acceptable primary endpoint for
assessment of structural damage. The alternative technologies for the evaluation of
the severity of OA, e.g. chondroscopy, MRI, scintigraphy, ultrasonography or
biochemical measurements (serum, urine, joint fluids) may be considered as
secondary endpoints’
326-330 Comments: Can an acceptable minimum duration for aclinical tria to show N Eresgie
meaningful changes in structure be added here? | discourage to add an acceptable minimum
duration for aclinical tria to show meaningful
changesin structure.
362-363 Comments: Please provide guidance on how one might prove the surrogacy value N Eresgie
of “structural changes” for “modification of structure” | do not believe that we have to provide
guidelines, for the future, to define what
validation of imaging techniques should do.
362 Comments. Reference to incorrect section number Accepted.
Proposed change (if any): Asstated in section 5.2
363-365 Not accepted.

Comments: Necessity of joint replacement and time to need for surgery are likely
to depend on local practice and resource availability

Proposed change: “ Clinical endpoints, such aslong-term clinical evolution (pain
and disability), the necessity of joint replacement, and time to the need for surgery
(with stratification to address variations in local practice and resource availability)
are preferable in the assessment of efficacy of such drugs”.
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Line No Stakehol Comment and Rationale; proposed changes Outcome

der No.

369-371 Comments: Please clarify what is meant by “clinical improvement” in the context N Eresgie
of modification of structure alone. Miminum criteriafor clinical improvement | discourage to define minimum criteriafor
should be specified. clinical improvement.

381-383 Comments. Sentence structure needs to be modified. Heszgen
Proposed change: " For al trials, concomitant trestments (drugs or interventions)
that are likely to affect joint structure or symptoms should be excluded and rescue
treatment (including physical therapy) ..."

391-392 Comments. Therationale for requesting 2 months follow-up for adverse events ':‘CCZE;[?\% ysszgggérgment 'Zrl]'jxr?gtc;glg fz:]g;:l
after discontinuing study medication is being questioned. This does not appear to a reszi rement assES 9
common standard applicable to other indications. This requirement might be € '
advisable for some substance classes but should not be a general requirement.

2. SPECIFIC COMMENTSON TEXT (Stakeholder No. 4)

Line No. Stakeholder Comment and Rationale; proposed changes Outcome

No.

Executive Comments: Not accepted.

Summary EFPIA welcome the addition of an executive summary. : .

However, to make it more useful it would be advisable to add the It was agreed in the CHMPt0 shorten the executive summary.

Line 42-56 key points discussed further in the guideline document.

Proposed change (if any):
We suggest extending the scope of the summary to include key
points of the guideline.
Line 43-44 Comments: Partly accepted.

The revised draft guideline defines OA as follows: “OA is a
flaring degenerative arthropathy and a disorder which can
potentially affect all synovia joints’. However, the definition
provided doesn’t indicate that OA is a chronic and progressive
disease, asisindicated later in the guideline.

Additionally, it should be clarified if the disease should be called
primary osteoarthritis, and if so, define this disease (eg.

osteoarthritis resulting from misalignment with or without

The classification in primary and secondary is considered no
longer usual as the outcome is the same.

‘Chronic’ isincluded. Detailed descriptions are mentioned in
general information.
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Line No.

Stakeholder
No.

Comment and Rationale; proposed changes

Outcome

obesity) and please specify the osteoarthritis sub segments you
consider adequate.

Proposed change (if any):

We suggest re-phrasing as proposed OA is a flaring
degenerative arthropathy and a chronic progressive disease
disorder-which can potentiadly affect al synovial joints.

Lines 48-50
and 80-82

Comments:

It is not clear from the sentence “Medicina products with
beneficial impact on structural progression of OA or disease
modifying properties in erosive hand OA may be assessed in the
future” if disease-modifying drugs are only being considered for
erosive hand OA. Rewording the sentence is suggested to include
any OA joint indication. The burden is on the sponsor to
demongtrate efficacy.

Proposed change (if any):

“Medicinal products with beneficial impact on structural
progression of OA or disease modifying properties in erosive
hand OA (including erosive hand OA) may be assessed in the
future.

Accepted.

Line 65

Comments:

The guidance gtates. “OA is characterised by degeneration and
regeneration of articular cartilage and bone.” We would prefer to
argue on a more holistic description of the disease and are thus,
proposing a new wording.

Proposed change (if any):

“OA is characterised by unbalanced degeneration and
regeneration of articular cartilage and bone, where the intrinsic
repair mechanisms areinsufficient.”

Accepted.

Line 67-68

Comments:

The sentence “It has been suggested that radiologically
diagnosed but asymptomatic OA is a precursor of symptomatic
disease’ is in our view, too restrictive and excludes other
technique, such as MRI, which may be equaly valid to
determine this correlation. It is thus proposed a rewording of the

Not accepted as no publication is presented for the relation
between MRI changes and future outcome. However, for a

radiologically diagnosed population the correlation is assessed

and proven.
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Line No.

Stakeholder
No.

Comment and Rationale; proposed changes

Outcome

sentence.

Proposed change (if any):

“It has been suggested that radiclogically—diagnesed—0OA
diagnosed by structural changes (eq by X-rays or MRI), but
asymptomatic ©A isa precursor of symptomatic disease.”

Line73

Comments:

It is well known clinically that these patients have a higher risk
of OA pain vs. non-meniscectomy patients.

Proposed change (if any):

“...degeneration aswell asa symptomatic disease..”

Not accepted.

Thelink between radiological progression and symptomatic
disease is already mentioned above (line 68).

Line 76-79

Comments:

This section provides an overview of the current

pharmacological treatments available for the treatment of OA but
does not mention opioid drugs, which are important

pharmacol ogical therapies used to treat OA pain.

Proposed change (if any):

We recommend including a reference to opioid drugs.

Partly accepted.

Instead of paracetamol the more general term analgesicsis
listed.

Line 77-82

Comments:

The treatment option described does not seem to reflect the
European treatment guidelines (EULAR Recommendations
2003, Jordan et al, Ann Rheum Dis 2003; 62:1145-1155) for OA
in which NSAID-therapies are recommended for chronic
treatment of OA aswell as acute treatment of flare.

In this section the discussion on fast and slow onset of a drug
seems to be mixed with that of acute and chronic treatment, i.e.
fast onset only for acute flares and not for non-acute settings.
SYSADOA is not a well-known terminology - please clarify
what is meant by “symptom modifying slow acting drugs’.

Proposed change (if any):

Add that paracetamol, NSAIDs as well as symptom modifying
slow acting drugs are also used in the chronic setting.

Delete “slow acting drugs’ or clarify the terminology.

Partly accepted.

In lines 77-79 two different pharmacological effects are
described:

Drugs with the potency of quick symptom relief for acute
conditions and symptomatic slow acting drugs with an onset of
effect after 3-4 weeks which not appropriate to treat acute
symptomatic conditions of OA. Both groups may be applied for
long term treatment as OA is achronic disease. NSAIDs aslong
as therapeutically necessary as short as possible.

Also the EULAR in their recommendations uses SY SADOA:
‘symptomatic dow acting drugs for OA’ thereforeitis
considered ausual term.

However the sentence can be shortened:

‘For non-acute treatment symptomatic slow acting drugs for OA
(SYSADOA) areavailable’
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Line No.

Stakeholder
No.

Comment and Rationale; proposed changes

Outcome

Line 88-89

Comments:

For registration of symptom modifying drugs, the guideline
requires “demonstration of a favorable effect on symptoms with
no clinically significant adverse effects on the structural changes
of the disease." There is much room for interpretation of “no
clinically significant adverse effects on the structural changes of
the disease ": what period of treatment time is required, and how
to measure structural changes and their clinical significance (e.g.,
radiographs, MRI, pain and function scales, etc), particularly
since OA is a progressive disease with great heterogeneity. No
specific endpoint is listed in section 5.1, and section 5.2
primarily addresses limitations of the methods to assess
structural damage, and may rather be intended to describe
endpoints for disease modifying treatments. Would the design of
studies targeting modification of structure (section 6.2.1) aso
apply for demonstration of the absence of potentially negative
effects by symptomatic treatments?

Proposed change (if any):

We would appreciate more clarity addressing the above issues
and specific guidance to what means are accepted to demonstrate
absence of negative effects on structure. We recommend the
analysis of structural changes be relative change on a per patient
basis, in order to reflect individual patient variability in this
dimension.

Accepted.

The absence of negative effects on structure should be warranted
within the saf ety long term data. It might be demonstrated by
radiographic measure. A sentencein 7.3 is added.

Whether this will be demonstrated by means of an analysis of
structural changes showing the relative change on a per patient
basis bel ongs to the applicants decision.

Line 92-94

Comments:

The common separation of pain into mild, moderate, severe is
referred to and it is said that the severity of pain is to be
“addressed in the claimed indication”. This may suggest that if a
certain number of patients of each category were included in
trials, aclaim for mild to severe pain may be granted. With this it
isimplied that in order to get a claim “severe pain” no additional
indications such as cancer pain need to be studied, and that
studying patients of different pain severity has no implications
for the choice of comparator.

Proposed change (if any):

Accepted.

A specification is added: *according to different pharmacological
profiles and potency of adrug’

Different pharmacol ogical treatment or application may have
different extent of pain reduction. Insofar the pain intensity
which is treatable should be mentioned.
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Line No.

Stakeholder
No.

Comment and Rationale; proposed changes

Outcome

Please be more specific on how to adeguately “address’ the
different pain intensities and what the potential label implications
are. Please include a definition of the pain scale range for mild,
moderate and severe

Line 104

Comments:

It is not clear if a structure modification only indication is
possible for a Structure Modifying Osteoarthritis Drug. From
Line 104 and on it appears possible. However, from Line 369 it
appears that clinical benefit needs to be demonstrated for
registration. |s this a discrepancy or does this mean at least an
indirect effect on symptoms must be demonstrated? In the later
case, then this should be clearly stated along with a goal for
magnitude of benefit (vs. placebo) and recommendations of tools
to measure the clinical benefit.

Proposed change (if any):

We would appreciate more clarity addressing the above issues
and the related comments to Lines 369-371, and specific
guidance in line with the regulators expectations for registration
of this group of drugs.

Paragraph is revised.

Line 106-
107

Comments:

The sentence “This, however, has to be confirmed.” should be
clarified. As the guideline acknowledges that there are structure-
modifying drugs with no direct effect on symptoms, some of
which may show their effect on symptoms only after a very long
period; it may not be feasible to “confirm” their effect on
symptoms within the time frame of a confirmatory Phase IlI
study. If confirmation in a clinical trial setting were required,
then it would imply the drug would fall in the category “structure
modifying, symptom relieving drugs’. There should be a
difference between disease modification and sSymptoms
modification. Time to joint replacement (or time to virtua joint
replacement) may be an adequate assessment to demonstrate the
clinical relevance of structural modification, but it would not be
afeasible endpoint in the earlier stages of OA.

Accepted.
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Line No.

Stakeholder
No.

Comment and Rationale; proposed changes

Outcome

Proposed change (if any):
Replace “confirmed” by “documented”

Section 4

Line 129-
130

The section 4 “patients characteristics and selection of patients’
does not specify the list of secondary causes of OA that should
be excluded. Some of these probably still should be and it would
be of benefit to know the view of the CHMP/EWP on this.
Clarification would be helpful.

Comments:

The guideline states «Compounds having demonstrated efficacy
either at the hip or at the knee level will be registered for
‘treatment of osteoarthritis of the knee and the hip'. This
statement should be further clarified e.g. if studies are performed
in knees only the claim could still be treatment of osteoarthritis
of the knee and the hip?

Proposed change (if any):

Not accepted.
As agreed in the CHMP thelist of exclusion criteria was del eted.

Line 134-
136

Comments:

“In order to obtain indication ‘treatment of osteoarthritis in
general a compound should demonstrate efficacy at the level of
the hands and at the level of the knee or the hip.” The guideline
doesn’t provide any indication on the number of confirmatory
trials that would be needed to achieve a ‘treatment of
osteoarthritis' claim. For example, would one confirmatory trial
in the knee or hip and one tria in the hands be sufficient? We
would appreciate more clarity addressing these issues.

Proposed change (if any):

Not accepted.
The guideline referred to the respective ICH E9.

Line 134-
136

Comments:

It is not clear whether the target joint in one study can include
both hip and knee OA patients. It is also not clear if “limit the
target joint to a single site” means limiting to one joint type per
study (i.e. hip only or knee only in a study), or whether it means
limiting to one joint location e.g. one study can enroll both hip
and knee patients but the index joint (joint to be evaluated
throughout the study for a given patient) should be identified
(e.g. right or the left hip or knee).

Partly accepted.

The following sentence is added: ‘ Both knee and hip OA
patients may be enrolled in the same study however the
subgroups have to be stratified.’

Thetarget joint should be measured at a single site. If the patient
has two painful knees the most painful of both should be
assessed.
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Line No.

Stakeholder
No.

Comment and Rationale; proposed changes

Outcome

Additionally, please clarify if ‘lower limbs would be classed as
a‘singleste’, i.e. would a study with patients of either OA of the
knee or hip be viewed as a homogeneous patient group?
Proposed change (if any):

Addition of the sentence: “Both knee and hip OA patients may
beenrolled in the same study aslong astheindex joint is
defined for_each patient upon enrollment (e.g. hip patient:
target joint = Right hip).”

Line 137-
139

Comments:

In more than one instance there is mention that study inclusion
criteria should limit the target joint to a single site. It is not clear
whether this is intended to be at the patient level or the study
level ie is it necessary to have separate studies of knee OA and
hip OA as the target joint to support generdisation of the results
or is it possible to study both knee and hip OA in the same
study?

Proposed change (if any):

“To improve the homogeneity of the patient groups studied,
inclusion criteria should limit the target joint to a single sites.
However-s Simultaneous assessment of other joints in the same
study with subgroup analysis of each joint is always possible
and such results might generate supportive evidence for
«general» OA efficacy.”

See above.

Line 141-
142

Comments:

The guideline states: “ A narrower age range will increase group
homogeneity, possibly at the expense of the generalisability of
the data obtained.” It is unclear if the CHMP/EWP will accept
increased homogeneity at the expense of generaizability and
vice versa and how this could trandlate in the label.

Additionally, please provide clarification if this could be
reflected in the label resulting in a more limited labelling and
provide adequate guidance on the appropriate populations to be
studied for the indication (of primary OA).

Proposed change (if any):

“A narrower age range wiHl may increase group homogeneity,

Accepted.
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Comment and Rationale; proposed changes

Outcome

possibly at the expense of the generdisability of the data
obtained.”

Line 143-
144

Comments:

The guideline mentions, “To be enrolled in a study, patients
should have both symptomatic and structural changes of OA in
the target joint”. This statement seems to be unnecessarily
exclusionary. What about a drug that blocked progression
(structural and symptomatic) in a population that was initially
defined as having structural OA (as demonstrated via X-ray, or
even some other methodology that clearly demonstrated
structurd joint abnormalities) but was essentially asymptomatic
at baseline in the signal knee? For example, one could potentially
define a patient population with unilateral symptomatic/structural
OA, but which also has an increased probability of progression
in the asymptomatic target joint. A drug that blocked
progression in the initialy asymptomatic target joint would
surely be a useful drug; however, that population would be
excluded by this statement. Similarly, what about a population
that was symptomatic at baseline in their signal knee but had no
structural OA (at least as defined via X-ray)? These patients
probably have OA but it isjust not yet apparent on an X-ray. A
drug that improved symptoms in this population would also be
useful but they would be excluded by this statement.

Proposed change (if any):

It is suggested to remove this statement.

Not accepted.

In order to diagnose OA structural changes should be assessed.
In order to justify the therapeutical benefit both symptoms and
structure should be documented. Therefore the paragraph should
not be deleted.

Line 144-
146

Comments:

The current focus on “pain related to use” does not acknowledge
that pain at rest is an important symptom too.

Proposed change (if any):

“This will mean pain related to use or_pain at rest with
radiological evidence of OA, e.g. according to the radiographic
criteria of Kellgren and Lawrence and to the diagnostic criteria
of the American College of Rheumatology (ACR) or the
European League against Rheumatism (EULAR).”

Not accepted.

Aspain at rest is usually minor than pain on movement and pain
on movement is usually selected as primary endpoint this pain
quality should be the key symptom to be enrolled.
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Line No. Stakeholder Comment and Rationale; proposed changes Outcome
No.
Line 150 Comments: The CHMP/EWP considers an indirect visualization | Not accepted.
S}crg;rt'/: ﬁ; i%tir:r?lt? gﬁpl:?ly gfeg?ﬁgj S:]a&dg dr'rfed bcompar(_ad to | do not believe that we have to provide guidelines, for the
oy - 9 dy be SUperior. future, to define what validation of imaging techniques should
Proposed change (if any): do
Given that this guideline will likely be in effect for a few years, '
there should be an acceptable approach described for validating
MRI for use in the course of a specific study. This could lead
eventually to general acceptance of the use of this imaging
approach.
Line 160- Comments: Accepted.
161 The guideline mentions, “inclusion of a specific risk group in , )
studies decreases the potential for generalisation of the results’ The following sentence should be added:
but doesn't mention the impact this might have on | ‘A patient population should be selected with respect to the
labeling/indication statements. Please clarify what percentage of | characteristic and the potency of the drug. This patient
high-risk patients included in studies will decrease the potentia | population appropriate to be treated will then be reflected in the
for generalisation of results and how this will impact the label. indication.’
Proposed change (if any):
We recommend including in this statement the impact of
including specific risk groupsin studies on labeling/indication For some medicinal products it might be advantageous to mainly
statements. assess patients after meniscectomy known for rapid structure
damage in order to better show a positive influence on joint
structure. If mainly those patients are assessed the indication is
considered limited.
Line 164- Comments: Not accepted.
165 gll?[fgr?]rgzlf%g gﬂgeg:z g:gtvirg?é have adistinct impact on the It was agreed by the CHMP to include a more general wording
. i ' and to delete thelist of exclusion criteria.
Proposed change (if any):
Please provide examples of treatments that may have a distinct
impact on the outcome of OA studies.
Line 166- Comments: Not accepted.
168 The guideline states “However, the required minimum severity

of symptoms related to disease in the target joint at entry will
depend on the primary outcome measure being assessed, the
potential mode and kinetics of action of the drug, and the joint
sites involved.” This sentence is quite complex and would

The examples follow within the next sentences of this paragraph.
‘For example, ahigher baseline level...’
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No.
benefit from clarification and being more explicit.
Proposed change (if any):
Please provide clarification on this sentence and make it more
explicit. Examples may be useful.

Line 170- Comments: Not accepted.

171 The gu! de_Iine states for * StUdi.% of acute symptom modifying The example for acute symptom modifying drugs does not
g:gg;a;; Itso rg\?er?énggseﬁ ;[)? 'Sr;%lg?gm‘?' enHtOsz(;/\llg atthéegm: exclude along-term treatment but describes the characteristic of
criteria should be applied to medicines siudied chronically, | Or@9SWith aquick onset of symptom relieving effectsas
Additionally, it should be specified whether the example NSAIDS have. '_I'o_detect sufficient reduction of pain abasell_ne
orovided in the bracket “e.g. pain a least 40 mm as measred on pain the lower limit level shogld be 40mm/100mm scale. This
a 100 mm visual analogue scale (VAYS)” relates to “resting pain” has bgen sh_own 0 be appropriate. However, the extent of mean
or “pain-on-movement” (POM). The reference here should be basel_lne pain that |sme_asured will be propably a_bove that value.
“resting pain” since POM gives usually higher values. At_thlsthe value for pain on movement will be higher than for
Proposed change (if any): pain a rest.

“For studies of aegte-symptom modifying drugs, itis
recommended to include patients with at |east a moderate to
severe extent of symptoms (e.g. resting pain of at least...”.

Line 175- Comments: Not accepted.

178 In the sentence “For structure modifying drugs, it is . : . : -
recommended to include patients with Kelgren and Lawrence ! dlscou_rage\]tc? enter mtc\)/\?g'? USS.]OT pertaining to an
radiographic entry criteria of grades 2 or 3 (i.e, sufficient appropriate Joint Space Width, at inclusion.
remaining interbone distance to permit detection of
worsening/progression) or a certain pre-defined amount of joint
space width (in mm).” no range of amount of joint space widthis
provided.

Proposed change (if any):
We recommend providing an example of joint space width
that would be acceptable for studies in this patient
popul ation.
Line 179 Comments: Partly accepted.

CHMP/EWP should clarify whether ahigh BMI stratumis
necessary (sort of aforced distribution of entry criteria).
Proposed change (if any):

We recommend providing adequate guidance in this section and

This paragraph is worded in subjunctive to show specific aspects
which might have an impact on the outcome in order to have the
opportunity to avoid bias. To do so belongs to the decision of the
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Line No. Stakeholder Comment and Rationale; proposed changes Outcome
No.
clarification whether all parameters should be stratified at applicant.
randomisation. This paragraph is closely connected to long term studies and
corresponding to structure modifying drugs. Insofar it should be
connected with the paragraph before without a space.
Lines 183- Comments: Accepted.
189, and dso The guideline refers to the strict monotherapy setting with
381-384 discontinuation of al prior analgesic. The guideline should also

expand on criteria for add-on designs since this in many ways
would mimic the clinical reality in OA.
These sections, as currently written, would exclude the
possibility of studying a new medicine as adjunctive therapy in
combination with an existing medicine.
Trials on top of SOC are not possible if thisis maintained, would
be an issue for trial which primarily effect structure with derived
benefit on function and pain. If dual-mode of action compounds
are used and the structural modification aspect is of primary
interest, concomitant analgesics are permissible and beneficial
effects on pain and function might be inferred via reduced
analgesic consumption.
The need for discontinuation of prior analgesic and anti-
inflammatory medications including topical agents and steroid
injections prior to initiation of the study is supported for
monotherapy drugs. However, the sentence could be interpreted
that these medications are not alowed during the entire study,
which would be unethical, especially in a placebo-controlled
setting. Therefore, it should be specified that these medications
are dlowed during the study but should be discontinued
sufficiently long before assessment of symptomatic endpoints.
Proposed change (if any):
We recommend re-wording this section to make a distinction
between the requirements for a new monotherapy medicine vs.
an adjunctive medicine. Additionally, specific suggestions are:
- should the paragraph starting “All symptom-oriented studies
require ...” be kept, it is suggested to replace “All” by
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Line No. Stakeholder Comment and Rationale; proposed changes Outcome
No.
“Mogt”.
- the following sentence “When such medication is required
during the study, they should be discontinued before each
assessment of symptomatic endpoints’ should be added
after “..prior to initiating treatment, with the test drug in
order to permit an evaluation of unmodified pain severity”.
Section 5: Comments. “radiographic features’ would imply that X-ray | Not accepted.
Methodsto only is accepted. Other methods 'of determining structural The most important OA characteristics are listed which are
AsSess features e.g. MRI should also be considered. radiographically detectable. If MRI is used this should to be
efficacy Proposed change (if any): aratelv described and iustified
Replace “radiographic features’ by “structural changes” P y J '
Line 199
Lines 199- Comments: Not accepted.
200, 268- Hip OA : inclusion based solely on radiqgraph may  be Thereisalready an exemplary listing of alternative technologies
290, 299- problgnz’:\tlcmre&arch (anq treatment). The gwdelmestatesthgt forane\/aluatign.lineSZSQ-:%)él. Togreferto further more °
301 MRI isn't good for evaluation, and to concentrate on the plain

radiograph.

Hip X-rays are not always particularly clear cut, or taken or read
well, many times secondary to patient placement. Often “hip
OA” patients in both practice and studies are not, in fact, pure
hip OA.

Another problem with hip pain (suspected OA) is a concurrence
of diagnoses, ie, a radiograph that appears positive, and may be
for early (mild) or moderate OA, but there is also a secondary
diagnosis, which is not looked at if the X-ray is possibly positive
(piriformis syndrome, myofascial injury, joint effusions, etc).

On lines 199 and 200 it explains what to look for in a hip
radiograph- but sometimes more investigations with MRI etc is
needed for full evaluation to diagnose OA (the radiograph looks
for narrowed or loss of joint space, presence of osteophytes,
subchrondral sclerosis and subchrondral bone cysts).

Other tools that may be useful include Ultra-Sound and
tomography as well as arteriography/venography.

unusual methods of evaluation is considered not necessary. If
such an additional technology for a correct diagnosisis
necessary this belongs to the decision of the physician. To do so
is not excluded by the paragraph.
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Line No. Stakeholder Comment and Rationale; proposed changes Outcome
No.
Proposed change (if any): in line 299
“Overal, the aternative technologies for the evaluation of the
severity of OA, e.g. chondroscopy, MRI, scintigraphy,
ultrasonography, tomogr aphy, arteriography/venography_or
biochemical measurements (serum, urine, joint fluids) are
helpful in diagnosing OA, particularly OA of the hip, and
may be considered as secondary endpoints.
Line 200 Comments: Accepted.
Reference to subchondral bone lucenciesis unclear. Do&sthls This point should be deleted as only the most important
mean bone marrow oedema or that subchondral bone lucencies o .
: : . characteristics should be listed.
are a separate (and worthy) manifestation. Please clarify.
Line 201- Comments: Not accepted.
202 “In OA of the knee outcome measures for both symptoms and - : . e
X S . In most clinical trials assessing structure-modifying OA drugs
structures are better validated for medial tibiofemoral disease : . s .
: . . | patients with media tibiofemoral OA were selected in whom
than for lateral or patellofemoral disease’. The purpose of this| . . . . ,
sentence is unclegr and could have potentiF;I pimpact on joint space narrowing (JSN) was dm(:hasurg or? ly in the medial h
o i . . . compartment. Moreover, Boegard, showed that in contrast to the
gr;[grl] ;T;e'\:\;[l ,[Cr: 'E:' o Faor: deﬁg%ﬂlgevég?t aII S(;ihe ! m?)aga[(); Ilcr)]f(l,rlﬁcl;rnalg patellofemoral joint the tibiofemoral joint allows a detection of
OA (chondromalacia) represents a distinct medical need and radiographic progression.
therefore, investigations in this setting should be encouraged. | Insofar athough thisis a statement that was already included in
The sentence should be re-written to accommodate for future | the 1997 version of the NfG OA and despite Altman (1986)
validation of measures for lateral and patellofemoral disease. recommended the patellofemoral OA (chondromalacia) the
Proposed change (if any): information that the medial tibiofemoral disease is better
Provide detail s addressing the above issues and include a validated is still valid.
reference for this sentence. Boegard TL, (Rudling O, Petersson IF, Jonsson K . Joint space width
of the tibiofemoral and the patellofemoral joint in chronic knee pain
with or without radiographic osteoarthritis: a 2 year follow-up.
Osteoarthritis Cartilage 2003;11:370-6)
Line 203 Comments: Not accepted.

It is recommended to mention that reduction or slowing of joint
space narrowing (JSN) at spine or reduction in disk prolapses or
“bulging disk” would be clinica meaningful endpointsto be
considered.

These endpoints are not validated.
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Line 215- Comments: Not accepted.

221 'Ir;]he secet: grnoﬁrr:(ﬂlhrgirgoﬁggg? nrtl r%(zrjl da?]%n:feggrrlgg aecrlltéar(;eirnts Asfunction isa primary endpoint and clinically relevant and
e gs?c;lsequmceﬁ for the indicpation v)\//ordi ng choosi)rqg furF:cti on:e\I _statisti cal_ly significant_i mprovement 's _shown this can be
d'i s;abili ty as a primary endpoint or not incl uded' into the Wprdl ng of the indication. No additional

' explanation is considered necessary.
Line 217- Comments: We accept that functional disability is important but | Thisissue should be discussed.
240 prefer to see this as a key secondary endpoint. The requirement Proposal:

for co-primary endpoints makes the hurdle for demonstrating '
efficacy higher for bringing forward new analgesia products. “Functional disability can be an important additional
Proposed change (if any): Remove functional disability as co- primary endpoint for symptom modifying drugs and should
primary endpoint but replace asimportant secondary endpoint preferably beincluded as co-primary endpoint. Studies
for alabel claim of signs and symptoms, or allow for efficacy should be powered to demonstrate a clinically relevant and
assessment of only pain or only function which would resultina | statistically significant effect on pain and optional on
restricted label claim. functional disability.”

Lines 223- Comments: Asin the past industry was confronted with refusal | Not accepted.

226 Of. SftUdi% that were statistically s_ignificant however not judged A respective sentence is included. However to justify the value
\(;\llhr;tciugulrgl e\b/:r][th:ymﬁ?ﬂ?rgrzcg V\t/géjldl.b? lésegjfleé? |nd|ca?:e for the deltafor theindividual clinical study belongs to the

; . epted chinic on pan applicant on the base of data from according published clinical
(e.g., 7 mm for resting pain or 10 mm for pain-on-movement, for '
studies.

100 mm VAYS).
Proposed change (if any): Add at the end of the paragraph “ An
effect size such as 7 mm for resting pain or 10 mm for POM (100
mm VAS or equivalent on Likert scale) could be acceptable as
clinical relevant. It is however recommended that sponsors seek
scientific advice.

Line 224 Comments. The present wording is not scientifically correct and | Partly accepted.

up to date. Likert scale stands for a categorical scale and is
normally a 5, 7 or 11-point scale, but the number of scale point
could also be other numbers. The VAS alows for continuous
variable. The NRS 0-10 Likert scale is a categorical scale. These
have a high correlation in results, and are equally preferred.
Proposed change (if any): The Likert scaleisaVerba Rating
Scale (5 or 7-point scale) based on verbal pain intensity

NRS and the more applicable description for the Likert scale are
included. However, a5 point scale is considered to small.
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Line No. Stakeholder Comment and Rationale; proposed changes Outcome
No.
descriptors.
Lines 229- Comments. For both these sections, we recommend providing | Not accepted.
234 and 240- examples of the tools considered to be validated today and also : -
N ) It was agreed by the CHMP not to include specific
241 indicating that sponsors can recommend other tools they consider . . . N . L .
validated, which would reflect changes occurring in the future. questionnaires. Main point is that the questionnaire is validated.
Line 251- Comments: Accepted.
252 In line 251 the parentheses after ‘course of pan intensity’

indicates that ‘area under the curve (AUC)’ is an appropriate
method of assessing time course of the secondary endpoints.
There is confounding of AUC with duration of time in the study,
and also AUC may be hard to (clinically) interpret. Since there
are other ways to define the course of pan intensity, we
recommend placing an “e.g.” in front of the area under the curve
example. An alternative may be to assess efficacy endpoints
using a range of landmark anayses, with appropriate
consideration for discontinued patients. In this way the time-
course may be evaluated in a consistent way (compared to the
primary time-point), and aspects such as onset and maintenance
of benefit can be assessed.

This is the only place in this guideline the term “clinicaly
relevant difference” is mentioned. It is unclear if thisisrelated to
only AUC of pain intensity. To what extent clinical relevance of
treatment effects versus statisticaly significant differences are of
importance for approval. It is said in 248-249 that a responder
criterion should support the relevance and the “robustness’ of the
treatment effect. Overal, the guideline remains vague on the
meaning and the criteria for clinical relevance to be used for
approval. As this may be a major source of controversy, more
detail and clarification of the agencies view of what a “clinical
relevant” treatment effect in this indication is, and what level of
“robustness’ of data is expected, would be very important for the
planning of development programs.

Proposed change (if any):
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Stakeholder
No.

Comment and Rationale; proposed changes

Outcome

“As secondary endpoint, the course of pain intensity (e.g. area
under the curve (AUC)) might be used. However, the clinically
relevant difference should be justified. An alter native may beto
assess efficacy endpointsusing a range of land mark

analyses, with appropriate consider ation for discontinued
patients. In thisway thetime-course may be evaluated in a
consistent way (compared to the primary time-point), and
aspects such as onset and maintenance of benefit can be

Line 253

Comments:

For ease of reading, an introductory sentence before the bullet
points on other secondary endpoints should be introduced. It is
understood that these are examples only and the sponsor may
choose from the list.

Proposed change (if any):

Add before line 253 “Other secondary endpoints may
include:”

Accepted.

Lines 253-
266

Comments:

Functional disability (if not assessed as co-primary endpoint) —
inthislist it gives the option of being a secondary endpoint. Is
this a discrepancy with the earlier section which indicates
functional disability should be a co-primary? It would be
preferable to clarify if functiona disability can be akey
secondary endpoint or to be able to assess only pain or only
function with arestricted label claim for registration. This
should be aligned with lines 217-221.

See proposal line 217-221 (Function as optional co-primary
endpoint.)

Line263

Comments:

It would be helpful to clarify the following bullet: “Total score of
aquestionnaire”.

Proposed change (if any):

Provide some examples of relevant questionnaires.

Not accepted.
Not to list examples was agreed by the CHMP.

Explanation: Total scale, not only subscales as e.g. ‘ subscale
pain’.

Line 266 and
following

Comments:
Sections 5.1 and 5.2 refer either to endpoints or to assessment of
structural damage, but inflammation is not mentioned. However

Biochemical markers as secondary endpoints

There are relatively few comments on this particular issue. There
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joint inflammatory mediators play an important role in mediating
pain in OA. A decrease of inflammation markers could support
the improvement of symptoms and this type of markers would
fall first in the symptoms modifying drugs. This type of marker
could be tertiary endpoints or exploratory.

Proposed change (if any):

Add a header “Tertiary endpoints’ and below add: Joint
inflammatory mediators play an important role in mediating pain
in OA. A decrease of inflammation markers could support the
improvement of symptoms and this type of markers would fall
first in the symptoms modifying drugs. This type of marker
could be additional endpoints.

are mostly semantic.

Action:

| have no objection in including, on line 320 “... measurement
of progresson of OA as well as for the prediction or
evaluation of response to pharmacological intervention with
compound...”.

I am not in favour of including inflammation markersin the
structure-modifying section.

Line 267-
301

Comments:

Please make it clear what should be the primary endpoint for
assessing structural changes. The section only deals with various
surrogate endpoints, but it is not clear if any of those are
acceptable as primary endpoints. Section 6.2.1 recommends the
use of clinica endpoints; however that is not completely clear
from the discussion in Section 5.2.

Proposed change (if any):

Clearly state what is currently acceptable as primary endpoint
and what could be acceptable in the future given further
validation of imaging techniques.

See below comments to MRI

Lines 286,
287, 289

Comments:

Volume is only one of severa quantitative morphological
outcomes, other being cartilage thickness, denuded bone area,
etc.

Proposed change (if any):

“Volume” to be replaced by “MRI-based quantitative cartilage
morphology”; “structura changes quantified by MRI”

See below comments to MRI

Lines 289 —
290

Comments:

It is expected that if the correlation between clinical relevance
and MRI measurements were confirmed in large longitudinal
studies, these studies would support the use of MRI measures as
primary endpointsin Phase .

Use of MRI as primary endpoint to assess the structure-
modifying effect

Several Stakeholders mention this possibility. However, in my
opinion, no demonstration of the surrogacy value of MRI has
been, unequivocally obtained. | do not believe that it is our role,
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Proposed change (if any): in such a guidelines document, to clarify what the requirements
“Aswith other structural changes, Henee, larger longitudinal for accepting the surrogacy of MRI are. This has been previoudy
studies are still needed to further confirm the clinical relevance documented in EMEA publications. There are, however, some
of MRI measured cartilage volume in OA disease progression. interesting suggestions in the Stakeholders' comments.
Such studies might support the use of these measures as
primary endpoint in studies of structure-modifying OA Action:
drugs’ On line 314, | suggest to delete “measured cartilage volume”.
The sentence should read “... relevant M RI-based guantitative
cartilage morphology in OA disease progression”. Similarly,
on line 311, | suggest to delete “volume and thickness” and on
line 312, to delete “volume”.
If needed, we could add, at the end of line 315 “M RI measur es
may be an acceptable primary endpoint when thereclinical
relevant has been shown”.
Line 291- Comments. | agreeto replaceline 317-318 by “... tissue and bone. During
203 The word “enzyme” is redundant and considered restrictive if | progression of OA, many biological markerswill bereleased
“biologica markers’ are referred to. It is proposed to refer to | in synovial fluid, blood and urine, reflecting either
enzymes as an example of possible biologicad markers. | degradation or synthesis of cartilage, bone or synovium
Additionally, this paragraph should also cover the fact that | (enzymes, matrix fragments, growth factors, etc...). There
cartilage regeneration, not only degradation, can occur during | has been progress...”
OA or following treatment with a drug.
Proposed Changes (if any):
During progression of OA many biological markerswill be
released in synovial fluid, blood and urine, reflecting either
degradation or synthesis of cartilage, bone or synovium
(enzymes, matrix fragments, growth factors, etc).
Line 294- Comments: See above comments to biomarkers.
295 Markers could act as predictors of progression but also of

response
Proposed change (if any):

“There has been progress into the use of some of these markers
for the prediction or measurement of progression of OA aswell
asfor the prediction or_evaluation of response to
pharmacological intervention with compounds of potential
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structure modifying activity.”
Line 297 Comments: Accepted.
The word «now» should be exchanged with «how ».
Biomarkers reflect not only changes in cartilage turnover
therefore “cartilage turnover” should be del eted.
Proposed change (if any):
“However, further work is still needed on how changes measured
in some of these biochemical markers ef-cartiage turnover
correlate with OA disease progression or are modulated by the
compound...”
Line 299- Comment: Accepted.
301 ;:]:)S[)?Qdm:r:;r?;raa(?; ie]r;;a_ddres@es only secondary endpoints. We agree to change line 324-326 into “Overall JSN measured
“Overall, JSN measured by plain X-ray, with appropriately by priajdn lx-ray_, with appr(gllately standarddlsgd f
standar dized methodology, is an acceptable primary MEtno céftqg]; :rindff:lpaarnzggr?ﬁ;vaﬁner E;R;[e =
endpoint for assessment .Of structural_damaqe. M RI MEASUTES technologiesfor the evaluation of the severity of OA, e.q.
may be an acceptable primary endpoint when their clinical chondr oscopy. MRI. scintiar aphy. ultrasonoar aphy or
relevance has been shown. The alternative technologies for the biochemical rﬁeawréments (serurﬁ urine, joint fluids) ma
evaluation of the severity of OA, e.g. chondroscopy, MRI, bloc errjéc od q q . o = ¥
scintigraphy, ultrasonography or biochemical measurements econsidered as secondary endpoints -
(serum, urine, joint fluids) may be considered as secondary
endpoints”.
Section 6: Comment: Not accepted.
Strategy It shoqu be explained how study designs should ook Iik_e C-terminal crosslinking telopeptide of type Il collagen may be
ﬁ?gl idneifgn ig;rr;ﬂ gztgrzyrg&n;yind structure. Maybe alternatively assessed as additional value. Thereis no exclusion. The heading
trials Comments ' pf the se’condary endpoint is: * Other secondary endpoints may
No mention of biomarkers such as CTX |l as endpoints. Given include:
Line 312- the ongoing IMI initiative, the role of biomarkers should be
330 encouraged and clarified.
Line 310- Comments: Partly accepted.
311 The guideline states, “If the medicinal product is for intra-

articular administration the residence time in the joint and the
systemic availability of the active substance should be

As this procedure may burden the patients these data may be
obtained only for some medicinal products as e.g.
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investigated”. PK requirement for intra-articular compounds
requiring profile of retention in joint should be further
elucidated, especidly as repeated arthrocenteses are considered
burdensome to patients. The modelling of data from a minimal
number of arthrocenteses (clinica development) and the
applicability of pre-clinical data to aid in such modelling could
be considered or other exploratory methods.

In addition, please clarify which metrics to use for the residence
timein thejoint; e.g. plasmasynovial fluid

Corticosteroids. In that way respective information is added.

Line 317-
318

Comments:

The guideline states that “Medicinal productsto be used in
(fixed) combinations need appropriate studies to find the best
dose regimen for the intended combination” without defining the
word “appropriate”.

Proposed change (if any):

Clarify acceptable designs for combination or adjunctive
therapies. Ideally, PK/PD can play arole to elucidate this.

Not accepted.

Proof of positive contribution quditatively and quantitatively
and appropriateness of pharmacokinetic profilestogether are
needed. Add-on design is aready included.

Lines 337-
341

Comments:

In more than one instance there is mention that study inclusion
criteria should limit the target joint toa single site (see aso
comment to Lines 137-138). It is not clear whether this is
intended to be at the patient level or the study level ie is it
necessary to have separate studies of knee OA and hip OA asthe
target joint to support generdization of the results or is it
possible to study both knee and hip OA in the same study?
Proposed change (if any):

“Because of the heterogeneity of OA, limiting the number of
different joints investigated can limit the potential for
generalisation of the results. In each trial onejoint, preferably the
hip or the knee, should be selected as the target joint, athough
simultaneous assessment of further jointsin the same study
with subgroup analysis of each joint ispossible. The primary
analysis population should be defined according to the intention
to treat principle. The design and the duration of these studies
may differ according to the properties of the drug.”

Accepted.
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Line 343 Comments: Not accepted.
The guidance states, “Modification of symptoms: Studies should : : :
have a randomised, double blind, parallel group design.” The ds(t)ﬁ'?rs e;n fg{ ehrs\;le gsta;jgr'ggsg\?:rgg és? ;r:) issfjri:! gtér%ré%r;atse ora
possibility of using a crossover design should also be considered appropriate because of differencesin the course of the disease
in view of the increased statistical power (e.g. this could reduce and an impact of the phase | medication on the outcome of phase
the number of patients). I
Proposed change: '
“Studies should have ideally a randomised, double blind, parallel
group design”
Line 344- Comment: Partly accepted.
“345 “Efficacy of products claiming improvement in symptoms is N , ‘ e
generally established by means of placebo controlled trials with ;:‘j;t"i’g;dwﬁerggtf‘eix enat”?&fggrzfgéﬁ;i'osn' ':‘SC' uded. Tlhii
an established active comparator as a re;lative control.” An actiye considered rather applicable in RA patients. However, it might
co ntr(_)l may not aways be _3pprop riate. , qu example, in be the situation that for a new therapeutic concept an appropriate
situations where a new medicine is studied in a treatment active comparator is not available
resistant population. '
Proposed change:
“Efficacy of products claiming improvement in symptomsis
generally established by means of placebo controlled trials, with
an established active comparator as arelative control unlessthe
treatment isfor patientsthat have no other treatment
options’
Comments: Accepted.
Line 346- PI ease pl arify what_ ismeant by “ clai_mi ng acute symptom rel |ef
350 in relation to claiming “symptom relief” (e.g. refer to Cox2sin

OA)? Terminology of acute symptom relief and symptom
modifying slow acting drugs is confusing and consequently what
actual duration of studies are being suggested is unclear. The
interpretation from AZ is the product for acute symptom relief
are also used for chronic treatment, e.g. NSAIDs, weak opioids
and that the mgjority of products used in OA pain would then fall
into the acute category.

Proposed change (if any):

Propose to change the wording to “Maintenance of-improvement
should be evaluated after at least 3 months for medicinal
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Outcome

products claiming symptom relief. For symptom modifying stew
aeting drugs for which the effect is building up sowly, an
evaluation after at least 6 to 12 months may be considered

appropriate”

Line 351-
352

Comments:

The guideline states that “ Although efficacy [...] may be
demonstrated in trials with shorter duration, long-term
maintenance of the effect should be shown” but the duration is
not specified. Inlines 347 to 350 anindication is given of
duration of efficacy trials depending on type of drug. It is
assumed that this covers the ‘long-term maintenance’ in line 352,
but thisis not clear. Please clarify.

Proposed change (if any):

Please specify what long term maintenance corresponds to (at
least 3 months for compounds claiming acute symptom relief; 6
to 12 months for symptom modifying slow acting drugs)

Accepted.

For clarifying the sentence a description more in detail with an
example is added:

In some cases depending on the claimed treatment duration
and thetype of drug (e.g. topical NSAIDs) efficacy (changein
symptom intensity) may be demonstrated in trials with shorter
duration, however gener ally long-term maintenance of the effect
should be shown.

Line 353-
354

Comments:

The guideline states “a double-blind placebo-controlled phase
may be followed by a long-term double-blind phase with the
remaining active comparator only [...]”. However, the guidance
doesn’t define the outcome that would be considered acceptable
for a long-term trial with an active comparator. For example,
would non-inferiority be the expected standard?

Proposed change (if any):

Clearly define the outcome that would be considered acceptable
for along-term trial with an active comparator.

Accepted.

The sentenceis reworded and describes the long-term double-
blind phase more in detail.

Lines 355-
357

Comments:

The guideline proposes a randomised withdrawal period for
symptom modifying slow acting drugs. However it is implied
that this*period” be part of the main study design: in along-term
follow-on study. The guideline notes it might be possible to use a
randomized withdrawal period but is such a sub-tria in the
longer-term trials required or isthis a nice to have?

Proposed change (if any):

“For symptom modifying slow acting drugs it might be possible

Partly accepted.

A randomized withdrawal period is an option of long term
treatment design. If maintenance of efficacy within adrug free
period or an interval dose recommendation is claimed thisis
considered an option for a study design. For a better
understanding, the sentence is reworded.
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to show that the beneficia effect is sustained long-term by means
of awithdrawa period in which actively treated patients and
responders to treatment are randomised to discontinue or
continue treatment. Gener ation of thistype of dataisnot a
requirement for approval but would be helpful information
for the prescriber and patient”.

Line 358

Comment:

The sentence “ To establish that a symptom modifying drug does
not have deleterious effects on the joint, structural changes
should be monitored for at least one year.” is contradictory to the
earlier statement that for medicina products claiming acute
symptom relief three months should be sufficient.

Proposed change (if any):

Please distinguish between the different drug types.

Accepted.

Respective sentences are included. Also in paragraph 7.3 an
addition isincluded.

Line 358-
359

Comments:

It is assumed that this sentence means that structural changes
should be monitored for atotal period of 1 year (i.e. for 1 year
after the start of the treatment period), but thisis not totally clear.
Please clarify?

We also suggest that for drugs that have not generated prior
signals of apotential deleterious effect, thisinformation may be
gathered post-treatment.

Proposed change (if any):

“To establish that a symptom-modifying drug does not have
deleterious effects on the joint, structural changes should be
monitored for at least one year after thefirst start of treatment.

Accepted.

Line 362-
363

Comments:

Please provide guidance on how one might prove the surrogacy
value of “structural changes’ for “modification of structure” Any
example/proposal to provide??

Comments:

Reference to incorrect section number
Proposed change (if any):

As stated in section H-2-5.2

see below comments line 369-371
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Line 363- Comments. see below comments line 369-371
365 Necessity of joint replacement and time to need for surgery are

likely to depend on local practice and resource availability.

Proposed change (if any):

“Clinical endpoints, such aslong-term clinical evolution (pain

and disability), the necessity of joint replacement,_and time to

the need for surgery i i j

disability) are preferable in the assessment of efficacy of such

drugs’. Influence of local practice should also be addr essed.
Lines 369- Comments: Reguirement to concomitantly show an effect on symptoms
371 The guideline distinguishes structure-modifying, Symptom- | and structure

relieving drugs from structure-modifying drugs with no direct
effect on symptoms. Only for the former, a symptom-modifying
effect should be required for registration purposes. However, it is
not clear if a structure modification only indication is possible:
from Line 104 section it appears possible but, from lines 369-371
it appears clinical benefit needs to be demonstrated. A paragraph
pointing out the differences for the two classes should be added.
With a structure-modifying, only indirectly symptom-modifying
drug, the time to symptomatic improvement may only become
evident after 10-20 years. As the clinical relevance of structural
change such as JSN is acknowledged, there should be no need to
provide these data at time of registration. Please also discuss the
acceptability of a conditiona MAA approval in case this
requirement is kept. Otherwise the distinction made by the
guidelineisirrelevant.

We suggest the following rewording:" ....in the absence of any
clinical imprevement-benefit vs. placebo a thetime...."

It would also be helpful if there was some additional clarity
regarding the endpoints (pain/function...etc) and the magnitude
of change that would define a clinical benefit vs. placebo, i.e. is
statistically different from placebo sufficient or isthere some
absolute % difference that we will need to shoot for with respect
to the clinical benefit of a disease modifying drug? |Isthere any

This point has been raised by various Stakeholders and was
already extensively discussed in the past. Whereas | still do
believe that it will be hard to obtain registration for adrug
having only shown its ability to prevent or reduce Joint Space
Narrowing, without any effect on clinical symptom, | think that
the suggestion made by EULAR is reasonable.

Action:

Line 404-403 “the benefit...authorisation” should be deleted and
replaced by “a trend in improvement of symptoms and/or_a
correlation between structural outcome and pain _and
function evolution will support the surrogacy value of x-ray
changes’.

This would be aso in accordance with the requirements from
Stakeholder 2 and Stakeholder 4.

I do not believe that we should accept the proposa to define a
threshold of efficacy for clinical changes. Mentioning, as we did
that it should be “of a clinically relevant magnitude” seems
sufficient to me. However, as requested by Stakeholder 4, we
could include, on line 396 “time to the need for virtual or
actual surgery”.

Similarly, in accordance with the suggestion of Stakeholders 4
and 5, this paragraph (line 403) could end by a sentence: “The
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opportunity to get approval for a compound that produced robust
evidence of structural improvement in 2-year phase 1 trials, but
only atrend for (or statistically significant) symptomatic benefit

vs. placebo, if the expectation was that additional clinical benefit
would be defined in phase IV trials (e.g. timeto actua or virtual

joint replacement)?

Proposed change (if any):

The sentence “ The benefit of aradiographic improvement...
authorisation” should either be deleted or changed to read “The
benefit of a radiographic improvement in the absence of any
clinical benefit Hnprovement at the time of assessment (i.e. at
least 2 years) isdifficult to predict and should be confirmed
post-approval is insdfficient-for-marketing-adthorisation.

clinical benefit of a radiographic _improvement, if not
demonstrated during the trial, should be confirmed post-
approval”.

| suggest also to approve the comments suggesting to change, on
line 115, the word “confirmed” by the word “documented”.

Lines 381-
383

Comments:

Sentence structure needs to be modified.

Proposed change:

" For all trials, concomitant treatments (drugs or interventions)
that are likely to affect joint structure or symptoms ehanges
assessment should be excluded prior to assessment of
symptomatic endpoints and rescue treatment (including physical

therapy) ..."

Accepted.

Section 7:
Clinical
safety
evaluation
Lines 391-
392

Comments:

The guideline proposes that adverse events that occur after drug
discontinuation be evaluated and documented for at least 2
months post-study.

The general standard for follow up is 5 half-lives or 30 days,
whichever islonger. We would like to understand the rationae
for 60 days follow-up, especially with typical 18-24 hour half-
life medications? Is there a scientific rationale for anticipating
delayed toxicities that appear during wash out? This may be
relevant on a case-by-case basis, but we do not understand this
reguirement as aroutine matter.

Proposed change (if any):

Partly accepted.

This sentence refers to potentially occurring of CV effects after
stopping treatment with coxibs. A more generalised wording is
used (see above comments by stakeholder 1)
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No.
Adverse effects that occur after drug discontinuation should be
evaluated and documented for at least 5 half-ives or 30 days, 2
menth post study.
2. SPECIFIC COMMENTSON TEXT (Stakeholder No. 6)
Line No Stakehol Comment and Rationale; proposed changes Outcome
der No.
Iin&s_45 to 49 Comments: Accepted.
and lines 77 to
80 We are not in total agreement with the differences in the indication of the different
symptomatic drugs. We would be more in favor to state that, until now, concerning
the use of pharmacological systemic treatments, two categories have been proposed
mainly based on their onset of action e.g. quick acting (e.g. within 1 to 2 weeks)
and dow acting (e.g. within 2 to 3 months). The latter have been termed
SYSADOA for Symptomatic slow acting drugs for OA. Obviously, both categories
are used in context of either an acute flare of the disease or in the case of achronic
painful condition.
Patients Comments, Not accepted.
characteristics C1 Labeling with regard to the evaluated joints : : : .
) . We admit that spinal OA isa problematic
2?d ;?leﬁion \F/)Ve dosae%reﬁwnh .the current proposals. indication. Therefore the applicant is requested
”n& 197 tc') rOposed change: to demonstrate the validity of the endpoints
136 However, could you please confirm the following sentence (e.g. line 135-136): chosen and their clinical relevance for that
"In order to obtain indication ‘treatment of osteoarthritis' in general a compound | specific indication (see section 5 Methods to
should demonstrate efficacy at the level of the hands and at the level of theknee or | assess efficacy) to claim that indication.
the hip” ?
Could you please confirm that the applicants will not have to evaluate spinal OA to
get this labeling?
Moreover, concerning spinal OA, we consider that such an indication should be on
the “research agenda’ and at least, should differentiate lumbar and cervical spinal
OA.
line 143-146 Not accepted.

Comments:

Inclusion criteria e.g. patient characteristics and
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Line No Stakehol Comment and Rationale; proposed changes Outcome
der No.
C2 Chacersicao hepatins e
In order to facilitate the design of trials, we would propose the following sub- considered adequatdly listed y
sections concerning inclusion criteria (which are different from the outcome & y :
measures).
Proposed change:
C.2.1. Definition of the disease yes/no.
This sub-section should be focused on the classification criteria.
gg(ﬁigggg C.2.2. Definition of an active disease. e EEEEriE
178 This sub-section should describe the following: The definition of the severity of diseaseis of
- the minimum level of symptoms (e.g. pain function) at entry with the importance when the characterigtics of the
description of the use or not of aflare design. patients are documented. Therefore we included
- the presence/requirement or not of objective signs of inflammation such | * Objective signs of inflammation such as
as hydarthrodial effusion evaluated at physical examination/ultra-sonography, MRI | hydarthrodial effusion may be additionally
sub-chondral bone edema. documented.’ into according section (line 152).
C.2.3. Definition of a severe disease. The proposed structure is considered more to
This sub-section should refer to the structural damage. For this purpose, we generally determine OA definitions. At present
recommend to refer to the Kellgren and Lawrence scoring system for the the order serves to give information to all issues
evaluation of symptomatic trials and to a threshold of plain X-rays JSN for which are needed when planning the study. Here
structural modifying trials. adetailed description of the primary outcome
measure is of importance.
The use of the Kellgren and Lawrence scoring
system for the evaluation of symptomatic trials
ismentioned in line 143-149)
A threshold of plain X-rays JSN for structural
modifying trials is mentioned in lines 175-178.
lines 157-161 P . . Predisposing factors are important issuesin
and 152-156 C.2.4. Definition of apotential severe disease. ; ch. Specific patient populations with

This section should focus on the predisposing factors of subsequent structural
progression (e.g. lines 157-161).

C.2.5. Other characterigtics.
We do agree that a minimum level of information should be given concerning the
demographics and the concomitant and/or previous therapies (e.g. lines 152-156).

atered or severe disease are considered only an
option for selection.
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der No.
f/le;:tt;] ?321 o Comments: To merge pain and function is for discussion.
assess Y ou are proposing 3 categories of claims: “From aregulatory point of view the T O.f functlo_nal dliszs I_|ty ST
. : : , . o ) been evaluated it is considered until now not
efficacy, lines following potential claims should be distinguished: . i . .
509.212 appropriate as a claim which can be measured in
1. improvement of symptoms such as pain, licensing trials. Thus, at present this claim
2. improvement of functional disability, snould not be incl uded. However, It 1s agreed
that in general thisissueisvery clinically
3. slowing or prevention of structural damage.” relevant.
We have the following comments:
1. Wewould liketo combine 1 and 2 in the following: “Improvement of 4.1 am not particularly in favour of including a
symptoms such as pain and function (impairment in daily activities)”. specific indication “preventing requirement for
; ; total articular replacement”, since this reflect
2. Wewould like to propose as the second one your current #3 (e.g. slowin ’
or preventing strucF;)turgl damage) y (&g g only one of the potential clinical endpointsto be
' considered and since no studies ever used this as
3. Wewould like to propose as the third one: “prevention of functional aprimary endpoint.
disability”. Thislatter has never been evaluated but should be very
clinically relevant.
4. We are wondering whether you could consider the following: “preventing
requirement for total articular replacement” or you could consider our third
proposal “prevention of functional disability” in case atria is able to show
adifference in such outcome (e.g. rate of total articular replacement).
From a general point of view, we would be strongly in favor of adding a specific
section concerning this potential outcome measure (e.g. requirement to total
articular replacement or indication to total articular replacement).
Sect! on Comments: gty
medicina
productsto We have a detailed comment concerning the reference period (e.g. line 226). We
improve propose more flexibility (e.g. the past 24 or 48 hours).
symptoms,
line 226
Section Not accepted.

Assessment of

Comments. We do agree with this section. However, as an introduction to this
section (e.g. line 268), we suggest that one recalls the main radiol ogical features of
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structural OA (e.g. joint space narrowing, osteophytes, cysts, geodes) and to recall that JSN Thisissueis considered adequately listed.
damage, line should still be the radiological variable of interest.
268
Section G.2.1. Partly accepted.
study design, comments Ab yt dep iption of the quick acti
line 353 G.1. Duration of the placebo period of a symptomatic trial mettgrma?grtljrr)ul Osnigincleug::jc Theltri]rgne oint
We would bein favor of stating matters asfollows. “time point appropriate to f%o/r rﬁaximum effgect over Iacébo <hould Ee
show the maximum effect over placebo” and by providing some examples such as lied from the liter aturepfor the accordin
12 weeks in case of a quick acting symptomatic drug, 12 to 24 weeksin case of a aptF))st th be distinct diff 9
slow acting symptomatic drug, more than 24 weeksin case of a potential structura substances as there may be disinct difterences
modifying drug. in their pharmacodynamic mo_de of action. Thus,
general examples cannot be given. However, the
G.2.  Duration of the long-term extension of the placebo symptomatic trial duration of clinical study to show maintenance
We do agree that such extension is very useful. However, we feel that theline 353 | of effect islisted.
referring to the long-term double blind period is unclear. We would prefer to state Acceoted
that the evaluation of the sustainability of the symptomatic effect should be donein epted.
astudy (which can be the extension of the placebo trial) of at least 6 to 12 months | One option could be to re-randomise and switch
duration in which an active conventional comparator isincluded. the placebo patients to the active comparator or
the test product in order to get controlled
efficacy long term data. The other possibility is
an open label extension phase. The following
sentence in bracketsisincluded: (e.g. re-
randomise and switch the patients from the
placebo group to the active comparator or the
test group)
line 356 to Comments: Accepted, the sentence is reworded. The
357 ' evaluation of the number of symptomatic flares

Moreover, we have some difficulties to understand the interest in a discontinuation
trial to demonstrate such a sustainability effect (e.g. line 356 to 357).

We can understand a discontinuation trial in order to demonstrate a symptomatic
effect of a potentia structural modifying drug which failed to demonstrate a
relevant symptomatic effect in the “conventional” designs. However, we do not
understand such discontinuating design to demonstrate the sustainability of the
symptomatic effect.

is additionally included.

Meant isthat a SY SADOA might show alasting
effect over e.g. 3 or 6 month athough the
treatment is finished. This can be shown by
randomisation to discontinue or continue
treatment.
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We would like to emphasize that the concept of “sustainability” is different froim

that of “remanent” or “carry-over” for which a discontinuating trial might be also

of interest.

We would be in favor to evaluate such long-term (e.g. few months) comparative

trial using a conventional approach (e.g. AUC) but a so by evaluating the number

of symptomatic flares.
Section G.2.3. C ) Accepted.
Concomitant omments: eadina isincluded
intervention Could we consider such concomitant interventions as potential outcome measures? iz hyelirelie sl

For example, the amount of analgesics intake in case of NSAID/Coxibs trials; the
amount of analgesicsNSAIDs/Coxibsin case of SY SADOA and/or potential
structural modifying drugs; the rate of total articular replacement whatever the
study drugs.

Potentially all outcome measure can be used as
secondary endpoints, however, they have to be
justified, validated and/or should support the
claimed indication in ameaningful way. In
section 5.1 aheading isincluded for the
secondary endpoints as follows:

Other secondary endpoints may include:
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