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Analysis of First-in-Human Clinical Trials submitted for review at 
the FAMHP in 2022

Total number of CTAs: 49

Outcome non-clinical evaluation:

small molecule biological

vaccine radiopharmaceutical

live biotherapeutic product ATMP

First Round

•5 approvals without
recommendations;

•6 approvals with
recommendations;

•38 CTAs with Grounds for 
Non-Acceptance (with and 
without recommendations);

•2 CTAs with Grounds for 
Non-Acceptance withdrawn
by the Sponsor.

Second Round

•20 approvals without
recommendations;

•6 approvals with
recommendations;

•10 conditional approvals.
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Analysis of First-in-Human Clinical Trials submitted for review at 
the FAMHP in 2022

Non-clinical GNAs were related to (1/2):

• lack of sufficient detail in the IB to allow for a proper non-clinical evaluation;
• lack of information related to clinical relevance of non-clinical pharmacological study results

(proof-of-concept, dose setting, selection of patient population, etc.);
• incomplete overview of (exposure-based) safety and exposure margins for all (pivotal) non-

clinical studies;
• disagreement with interpretation of non-clinical studies (e.g. NOAEL setting, clinical

relevance);
• lack of information/mechanistic insight in non-clinical safety findings impacting the appraisal

of clinical relevance;
• lack of information related to demonstration of compliance with Good Laboratory Practices

(GLP) of non-clinical studies;
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Analysis of First-in-Human Clinical Trials submitted for review at 
the FAMHP in 2022

Non-clinical GNAs were related to (2/2)

• protocol:
• insufficient/unclear rationale for dose setting in line with non-clinical data (starting dose, 

dose increments, maximum dose);
• insufficient/unclear rationale for risk mitigation measures in line with non-clinical data;  
• recommendations for contraception and pregnancy testing not in line with the CT(C)G 

“Recommendations related to contraception and pregnancy testing in clinical trials”;
• concomitant medications not in line with non-clinical DDI assessment.
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Analysis of First-in-Human Clinical Trials submitted for review at 
the FAMHP in 2022

Responses to grounds for non-acceptance – main categories:
• new non-clinical information;
• clarification/justification related to interpretation of non-clinical data including clinical

relevance assessment;
• clarification/justification/further information related to the clinical protocol (study design, 

dose rationale, monitoring, stopping rules, … );
• protocol changes in line with non-clinically identified issues.

Conditional approval due to:
• absence of critical non-clinical data;
• disagreement with NOAEL selection and impact on clinical dose setting;
• need for revision of starting dose;
• need for revision of maximum dose / dose increments / PK exposure cap;
• inappropriate clinical safety monitoring in line with non-clinical signals;
• inappropriate contraception and pregnancy testing recommendations;
• need for evaluation of clinical data at transition moments (e.g. SAD  MAD, Part 1  Part 2).
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The Non-Clinical Assessment Report Template

A practical guide for non-clinical assessors. 

Used for the non-clinical assessment of all clinical trial applications (CTR).

Availability of: 
• key questions to be reflected upon by the non-clinical assessor; 
• possibilities for interaction with clinical assessment team;
• standardised non-clinical questions.

Dynamic document that is updated in line with accumulating experience.

Basis for multidisciplinary discussions (non-clinical/clinical).
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Key 
questions for 
non-clinical
assessor

Standardised
questions to 
the Sponsor 

Possibility for 
interaction 
with clinical

team



8
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators



9
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators



10
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators



11
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators



12
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators



13
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators



14
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators



15
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators



16
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators



17
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators

Some special attention for GLP compliance requirements

Recurring GNAs:
• In accordance with EU Directives, applicants are reminded that all pivotal non-clinical studies need to be carried out in 

accordance with the principles of Good Laboratory Practice (GLP). As applications for CTAs do not include individual 
study reports, Sponsors should include a statement on the GLP status of the studies within the IMPD, unless properly 
justified. A summary table should be provided specifying the details of each study and Sponsors should also indicate if 
in that period the facility was part of an accepted GLP monitoring programme. For more detailed information, see 
http://www.hma.eu/fileadmin/dateien/Human_Medicines/01-About_HMA/Working_Groups/CTFG/QAs_document_on_GLP_-_2017.pdf and 
see also Q1.17 from the draft Q&A to the CTR (version 4, July 2021): https://ec.europa.eu/health/sites/default/files/files/eudralex/vol-
10/regulation5362014_qa_en.pdf

• Special attention for pivotal non-clinical studies that are conducted in a test facility situated in a country which has not 
joined the OECD MAD system. 
Thorough GLP compliance check is carried out systematically! 

http://www.hma.eu/fileadmin/dateien/Human_Medicines/01-About_HMA/Working_Groups/CTFG/QAs_document_on_GLP_-_2017.pdf
https://ec.europa.eu/health/sites/default/files/files/eudralex/vol-10/regulation5362014_qa_en.pdf
https://ec.europa.eu/health/sites/default/files/files/eudralex/vol-10/regulation5362014_qa_en.pdf


18
CTR Early Phase Infosession/15 September 2023
FAMHP/DG PRE/Evaluators/Non-clinical Evaluators

Take home messages

• The ‘HOW’ and ‘WHY’: specific attention for the translation of non-clinical data to 

clinical protocol recommendations (e.g. dose setting, monitoring, design, etc.).

• SCIENCE RULES: availability of a detailed science-based non-clinical data-package 

avoids clarification questions.

• QUICK WINS: avoid recurring questions pertaining to (lack of) information (e.g. 

GLP, analytical method validation, etc.).

• Scientific Advice as tool to support clinical development.

• @ FAMHP 

• @ EMA
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Thank you for your attention!

Questions? 
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Contact

Federal Agency for Medicines and Health Products –
FAMHP

Avenue Galilée - Galileelaan 5/03
1210 BRUSSELS

tel. + 32 2 528 40 00
fax + 32 2 528 40 01

e-mail welcome@fagg-afmps.be

www.famhp.be

Follow the FAMHP on Facebook, Twitter and LinkedIn

mailto:welcome@fagg-afmps.be
http://www.famhp.be/


Your medicines and health products,
our concern
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