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Scientific advice on clinical aspects – key considerations 

Topic: Highlights from recent scientific advice in clinical area 

including biomarker qualifications
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Product profile?
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FAQs SA: Clinical
Does the CHMP agree with…

•Clinical pharmacology plan?

– PK/PD, M&S, dose-finding, DDIs, QT

•Design key features exploratory/pivotal studies?

– endpoints (e.g. composite primary, QoL secondary…)
– statistics (interim A, adaptive/seamless design)
– blinding
– definition of patient population (inclusion and exclusion criteria)?
– comparator?
– placebo-controlled study design acceptable in this indication?
– XXX-regimen as ‘standard of care’?

•single pivotal study as basis for approval?

•size of safety database at the time of MAA?
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Some anonymised examples from scientific advice letters.

The questions included in the following slides are 
questions referred to CHMP plenary meetings in relation to 
questions raised by applicants.
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SA Fixed dose combination of 2 approved 
antidiabetic substances in a new formulation (2 
strengths proposed)

1. Does the CHMP agree that the following study design (XXX) would 
adequately support a MAA for a fixed dose combination in both 
substitution and add-on Indications?

Final EMA position
-

 

the proposed study is welcome
-

 

strongly recommends inclusion of patients with higher basal 
HbA1c

-

 

sufficient percentage of patients with HbA1c ≥

 

X% should be 
ensured, or stratification between <

 

X and ≥

 

Y% could be 
considered 

-

 

a non-inferiority margin of X % in HbA1c is recommended
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1. Does the CHMP agree that the comparator does not include Z 
and that for justification of combination claim, the proposed 
comparison is most adequate?

Final EMA position
A 3-arm superiority trial proposed by company is endorsed as well as

 
comparators proposed.

Inclusion of comparator Z arm (not proposed in study design) is not needed 
as B/R balance is questioned.

PA

Anti-proliferative agent indicated in combination with 
approved product Y in familial adenomatous polyposis

Company proposes a double-blind phase III (140 pts)
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2. The proposed primary endpoint is weak, despite the anticipated 
high treatment effect (at least double the one documented for 
comparator Y)?  
“Reduction of polypectomy" is recommended => this would   
involve a prolongation of the (blinded) study > 6 months. 

-> Does the CHMP agree?

Final EMA position
Considering the potential smaller than anticipated effect on polyp counts:

-

 

the trial should be prolonged and remain blinded for 2-3 years

-

 

a harder endpoint is recommended: reduction of the number of 
polypectomies
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3. Conditional approval might be an option.

-> Does the CHMP agree?

Final EMA position:

-Weak endpoint
-Trial duration too short

A conditional marketing authorisation application is not supported by the 
programme proposed by the company.
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Questions to the CHMP:
1. Does the CHMP agree that a Proof of Concept study for confirmation of 

efficacy and dose is strongly recommended before embarking on a 
large single pivotal trial?

Final EMA position:
•

 

Strong recommendation for PoC study to confirm the selected dose
•

 

For PoC investigation of efficacy over a shorter period of time in a 
limited number of patients could be acceptable; 
PoC will render futility analyses foreseen in PhIII pivotal trial 
unnecessary

•

 

Available PK/PD data does not allow for prediction of efficacy by 
measuring plasma concentrations in healthy volunteers, PoC should 
be used to describe CNS (CSF) distribution.

•Compound X proposed for the treatment of trypanosomiasis
•Parallel Scientific Advice (FDA) 
•Scientific opinion Art. 58

SA
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2.    Does the CHMP agree that the benefit-risk assessment at the time of 
the scientific opinion will have to take into account efficacy (i.e. the 
amount of potential inferiority) and potential benefits with regards to 
safety, administration and adherence vs. comparator Y as independent 
factors?

Final EMA position:
Agreement with the proposed non-inferiority trial and comparator
Issues with non-inferiority margin
Potential inferior efficacy of tested compound; weighing in potential 
benefits of X vs. comparator Y (safety, mode of administration, 
adherence, dosing); need for an exceptionally wide NI-margin; any 
inferiority to be reflected in the label information in order to

 

limit the use 
of X to circumstances in which the superior treatment is logistically not 
feasible
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3 TKIs (X/Y/Z) for the treatment of Thyroid Cancer

1. Does the CHMP agree to the placebo controlled trials?
• Current ESMO guideline states that chemotherapy is no longer 

indicated due to lack of effective results and should be replaced by 
enrolment of patients in experimental trials with TKI.

• No controlled trial has been performed which establishes other TKIs 
(licensed for other indications) as “gold standard”.

Final EMA position:

– Agreement to placebo.

3 SA
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2.   Does the CHMP agree to PFS as primary endpoint?
Given the rarity of the disease, the number of subjects required for 
an OS study and the length of time required to conduct the study this 
is not a feasible option.
Disease progression inevitably leads to development of disease 
related symptoms and deterioration in performance and functional 
status.
Following disease progression patients will have access to multiple 
treatments which may confound assessment of overall survival.

Final EMA position:
– Agreement to the PFS. However, inclusion of evaluation of (quality 

of life) cancer related symptoms control as a secondary endpoint

 

is 
also encouraged. 
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An oral compound for psoriatic arthritis

The Cy proposes a single pivotal study in 450 PsA patients who 
have failed previous traditional or biological DMARD therapy.

SA
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Does the CHMP agree to recommend:
• separate studies in conventional DMARD failures and biologic failures?
• an active comparator arm in patients not responding/intolerant to 

traditional DMARDs?
– The Company proposes a single pivotal study in PsA mixing patients 

having failed conventional DMARDs or biological compounds, and 
stratifying for DMARDs use. 

Final EMA position


 

The proposal results in a heterogeneous population and would likely not 
allow proper assessment of the role of X in PsA. Separate studies in the 
two populations are recommended.



 

In patients non-responsive to conventional DMARD therapy, the CHMP 
recommends a 3–arm add-on trial including an active comparator arm 
(biological compound). 



 

In patients failing a biological DMARD ±

 

background therapy, 
recommendation for parallel comparison aiming to show superiority of X 
over continued biological DMARD therapy.
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Qualification of novel methodologies 

New regulatory procedure

Scope

Focus on acceptability of specific use of the proposed 
technology/Biomarker [BM] developed for a specific intended use in the 
context of pharmaceutical R&D. 

Applicants

Consortia, networks, public/private partnerships, learned societies, 
pharmaceutical industry

Input

Protocols, study reports, raw data etc. to establish the use of a defined BM 
for a specific purpose in drug development
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Novel Methodologies

Qualification of Biomarkers e.g. depends on scientific purpose

– Pharmacogenomic biomarkers to define a targeted patient population

– Biochemical parameters to predict toxicity ahead of histopathology

– Imaging methods to monitor progression of a disease

– Imaging methods and biochemical parameters to diagnose early stages 
ahead of clinical signs

– Patient reported outcome questionnaires

– Surrogate endpoints for efficacy
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Experience to date

>15 procedures started

•

 

BMs: predictive, prognostic, safety, surrogate Eff. endpoints CNS, etc.

encouraged parallel EMA & FDA application (confidentiality agreement), 
communication during assessment, joint meetings
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Clinical Biomarker
to identify patients for 
clinical trials of in pre-

 dementia 
“preAlzheimer's 
disease”. 

Proteins in 
cerebrospinal fluid of 
patients with mild 
cognitive impairment 
and risk of developing 
Alzheimer's disease-

 related dementia.

standardised quality 
control procedures 
essential
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