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Scientific Advice

Advising Applicants on the scientific requirements for marketing
authorisation :

 Before the first marketing authorisation (MA): companies ask questions on
manufacturing, non-clinical and clinical trials, risk-management plans, ways
to develop generics and biosimilars; significant benefit for orphan medicines;
development in children.

 Post-MA: extension of indication to different age groups and stages of the
disease; different conditions; & safety aspects.
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Scientific Advice main activity so far:
scientific advice and protocol assistance for orphan drugs
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SA can help to guide changes in the pivotal clinical
development...

SA submission SA assessment MAA assessment

Acceptable (n=39;33%) = Compliant* (n=38;97%)

Hotal (n = 118}

Compliant (n = 50; 63%)

Non acceptable (n = 79; 67%)

Non-compliant (n = 29; 37%)

4 SA/PA submitted in 2008-2012, Hofer et al. Nat Rev Drug Discov. 2015
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SA can help to guide changes in the pivotal clinical
development towards improved regulatory acceptability

SA submission SA assessment MAA assessment MAA outcome

Positive (n = 32; 84%)

Acceptable (n=39;33%) = Compliant* (n=38;97%)

Negative (n = 6; 16%)

- Positive (n = 43; 86%)
ERUIREE Compliant (n = 50; 63%)

~{ Negative (n=7; 14%)

Non acceptable (n = 79; 67%)

Positive (n =12; 41%)

Non-compliant (n = 29; 37%)

~Negative (n=17; 59%)

5 SA/PA submitted in 2008-2012, Hofer et al. Nat Rev Drug Discov. 2015
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Positive impact of SA adherence on MAA procedure
and outcome

MAA success MAA procedural aspects

Total

(118 products)
00+
B+
704 MAA procedure Total MO*
60+ average days Quality/Pre-Clinical Clin. Efficacy Clin. Safety  Total

50
40 Compliance 367 1.64 266 0.8 5.16

30 Non- Compliance 428 4.25 391 142 9.58
20 (74/88
10
0 T

MAA success rate (%)

6 © SA/PA submitted in 2008-2012, Hofer et al. Nat Rev Drug Discov. 2015




SAWP/PRAC interaction &)
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Rationale
e Facilitating life-cycle advice on medicines

e Fostering inter-disciplinary / committee thinking

Bring in PRAC expertise - outputs richer and better advice

Ongoing activities

PASS pilot

» Requests for EMA scientific advice to Post Authorisation Safety
Studies (PASS) protocols, with focus on non-imposed studies.

Scientific advice requests with PRAC consultation

» Proactive pharmacovigilance planning, e.g. pre-authorisation advice
on Risk Management Plans.

7
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SAWP/PRAC interaction @)

Scientific advice on PASS protocols /7 PRAC endorsement

Examples of changes to study designs to better address safety

concerns

s Change from registry to open label extension study of a

planned randomised clinical trial.

s Change from long term prospective cohort study with

historical controls to long term, active controlled RCT.

v" Enhanced dialogue between PRAC and SAWP results

INn improved study designs.

8
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EMA HTA Parallel SA: Experience to date

80 parallel EMA — HTA SA procedures

with EU HTA bodies from UK, Italy, R
Germany, Sweden, France, Netherlands,
Spain, Belgium, Austria, Poland, Norway,
Hungary

Broad range of indications: Lung
cancer, Breast cancer, Pancreas cancer,
Melanoma, Asthma, COPD, Diabetes,
Heart Failure, RA, Depression, Alz-
heimer’s, Migraine, Infections, Rare
diseases, M. Gravis, Ophthalmology
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EMA HTA Parallel SA: Completed procedures to date (Dec 2015)
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Parallel HTA/EMA SA - Experience so far

Common discussions: Elements which are necessary for the benefit/risk
assessment (Regulators) and added value (HTAS)

e Comparator: placebo, active comparator
e Clinical endpoints: Survival, quality of life
e Duration of the trial
e Patient population to be included premarketing / post marketing

e New: registries, Qualification of novel endpoints

11
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Thank you for your attention

Further information

Spiros.vamvakas@ema.europa.eu
European Medicines Agency
30 Churchill Place = Canary Wharf « London E14 5EU < United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

Follow us on %' @EMA_ News
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