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Disclaimer

The views expressed in this presentation are those of the speaker, and may not 
be understood or quoted as being the official opinion of AIFA, EMA or any of its 
committees or the WHO.



Overview

• The Committee for Advanced Therapies
(CAT)

• The PRIority MEdicines (PRIME) scheme

• ATMP analytical testing challenges

• Comparability & Potency

• Examples



Committee for Advanced Therapies (CAT)

Paolo Gasparini, MD
IT CAT member

Giulio Pompilio, MD
IT CAT alternate



• Certification procedure (pre-evaluation of Q and NC data, any stage of the
ATMP development, development on track for a future MA application).

• Classification procedure (confirmation of compliance with ATMP
definitions)

CAT main responsibilities 

• Scientific advice (SA)/protocol assistance (PA) (questions on Q, NC and C
development + post-marketing issues)

• Evaluation of marketing authorization (MA) applications for ATMPs:
centralised MA (one license valid in the entire EU/EEA, 150/210-day procedure,
CAT draft opinion, CHMP final opinion, EC decision, granting of the MA).

• Involvement in any scientific or regulatory matter/context requiring
expertise in ATMPs including early dialogue platforms fostering innovation
(e.g., innovation task force (ITF) meetings).



More recent CAT responsibilities

The CAT reviews the PRIME scheme eligibility requests and provide
recommendation to CHMP, for ATMPs.



EU expedited access: Designations and 
Regulatory Procedures

'All we have to decide is what to do with 
the time that is given us.’ J.R.R. Tolkien



The PRIME scheme – an early access tool

EARLY & ENHANCED DIALOGUE. HOW?



PRIME eligibility (SAWP/CAT/CHMP)

Early appointment of a CHMP/CAT rapporteur

Kick-off meeting

EMA dedicated contact point

SA at key development milestones

MAA accelerated assessment (potential)

The PRIME as a journey

(PRIME: PRIority MEdicines: https://www.ema.europa.eu/en/human-regulatory/research-development/prime-priority-medicines)

https://www.ema.europa.eu/en/human-regulatory/research-development/prime-priority-medicines


ATMPs and the PRIME – more than a fairy tale

https://www.ema.europa.eu/en/human-regulatory/research-development/prime-priority-medicines

EMA updates the
list of all products
granted access to
the PRIME scheme
on a monthly
basis.

23 out of 58
PRIME products
are ATMPs.

~ 40%
(last update 22/10/2020)

https://www.ema.europa.eu/en/human-regulatory/research-development/prime-priority-medicines
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List of ATMPs currently in the PRIME scheme

EMA/521657/2016 – 16/10/2020



ATMPs & the PRIME – why?

~

~ 40 % of currently designated PRIME products are GMCs



Looking to the next 5 to 10 years…?

New innovative medicines, manufacturing 
processes and regulatory challenges! 



Support to PRIME product during pre-
authorization & MAA on quality



Scientific advice: Q scientific challenges of 
PRIME candidates

(Source: Presentation – Perspective from the EU - Stakeholder workshop on support to quality development in early access approaches, such as
PRIME and Breakthrough Therapies – V. Jekerle)



Use of analytical tests

All testing results should be considered in the context of ensuring
product quality, which combines process control and appropriate
testing:

• Product chracterization data to be collected throughout
development (elucidation of structure and other characterisics,
impurities)

• Manfacturing consistency (in-process testing, lot-to-lot
consistency, process validation)

• Product release

• Product stability

• Product and process comparability (process improvement, global
development and multiple site manufacture)



Lifecycle analytical method development
_________________________________________

Good analytics is a key enabler to product development and 
advancement to marketing of any therapeutic



CMC Development Roadmap/Timeline
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CMC challenge & ATMP: analytical development



Analytical challenge for ATMP



Recurrent hardle - 1: comparability (1)

(https://www.ema.europa.eu/en/questions-answers-comparability-considerations-advanced-therapy-medicinal-products-atmp#current-version-section)

https://www.ema.europa.eu/en/questions-answers-comparability-considerations-advanced-therapy-medicinal-products-atmp#current-version-section


Recurrent hardle - 1: comparability (2)

• Orthogonal methods to be used to measure a CQA

• Current technology-based methods to be included



Recurrent hardle - 1: comparability (3)



Recurrent hardle - 1: comparability (4)

Measuring something that changes with something that changes as well…

Variations the the terms of the original MA must be submitted to support
analytical assay changes as part of product life-cycle management to
address scientific advancement, assay suitability over time and/or reagent
replacement:

• Replacement to assay methods

• Changes to existing methods

New or modified methods must have equal or better performance as
compared to the approved ones and assure that lots are comparable to
those shown to be safe and effective.



Post-Approval Change Management Protocols

Recurrent hardle - 1: comparability (5)

(https://www.ema.europa.eu/en/questions-answers-post-approval-change-management-protocols)

https://www.ema.europa.eu/en/questions-answers-post-approval-change-management-protocols


Recurrent hardle - 2: potency (1)

Potency testing is at the corner stone to a solid product development
and relevant quallity control strategy:

• To be established early during development (phase I),

• To be designed based on anticipated MoA and/or anticipated
functional activity of the product and sensitive enough to detect
clinically meaningful changes,

• Intrinsic challeges, e.g., complexity of the products, impossible to
fully recapitulate the expected overall clinical response in an assay,
MoA not fully known and ≥1,

• Operational challenges, e.g., limited shelf-life, limited volume
(autologous products), no reference standard, mutiple methods,

• Surrogacy and matrix approach might be an option, in this case the
choice of the assay should consider complementarity regarding MoA
coverage and/or correlations.



Recurrent hardle - 2: potency (2)



Recurrent hardle - 2: potency (3)



Early access scheme and the management of
deferral of Q data

• Full regulatory compliance is required!

• Flexibility can be considered in terms of WHEN the
quality data comes in and not IF,

• Post-authorisation measures: reccomandation (not
binding) & annex II conditions (binding).



2.2.5. Recommendations for
future quality development

In the context of the obligation of
MAHs to take due account of
technical and scientific progress,
the CAT recommends several
points for investigation including
completing the characterisation
and testing of the viral vector, the
leukapheresis starting material
and the finished product.

The CHMP endorses the CAT
assessment regarding the
recommendations for future
quality development as described
above.

KYMRIAH – European Public Assessment Report
(https://www.ema.europa.eu/en/medicines/human/EPAR/kymriah) 

https://www.ema.europa.eu/en/medicines/human/EPAR/kymriah


YESCARTA – European Public Assessment Report
(https://www.ema.europa.eu/en/medicines/human/EPAR/yescarta) 

2.2.6. Recommendations for
future quality development

In the context of the obligation of
the applicant to take due account
of technical and scientific
progress, several points for
investigation, including the
manufacturing process and control
of the product, were
recommended.

The CHMP endorsed the CAT
assessment regarding the
recommendations for future
quality development.

https://www.ema.europa.eu/en/medicines/human/EPAR/yescarta


LUXTURNA – European Public Assessment Report
(https://www.ema.europa.eu/en/medicines/human/EPAR/luxturna) 

2.2.6. Recommendation(s) for 
future quality development

In the context of the obligation of
the MAHs to take due account of
technical and scientific progress,
the CAT recommends the
following points for investigation:
10 recommendations aimed at
providing further data on viral
testing, effect of cell passage on
CQAs, monitor performance of
transfection solutions, ability to
adequately discriminate between
empty and full capsids, additional
characterisation and release test,
refine analytical methods and re-
valuation of specification once
additional batch data becomes
available.

https://www.ema.europa.eu/en/medicines/human/EPAR/luxturna


Zynteglo – European Public Assessment Report
(https://www.ema.europa.eu/en/medicines/human/EPAR/zynteglo) 

2.2.6. Recommendations for
future quality development

14 recommendations aimed at
improving control of raw
materials, providing additional
stability data for starting materials,
installing in process controls
and/or limits for LVV and active
substance manufacture,
completing characterisation of LVV
particles, providing further data on
LVV and finished product test
methods, revising acceptance
criteria as warranted, re-
evaluation of specifications after
manufacture of additional batches
of LVV and finished product,
implementing additional test
methods and acceptance criteria,
respectively.

https://www.ema.europa.eu/en/medicines/human/EPAR/zynteglo


Zynteglo – Summary of Product Characteristics
(https://www.ema.europa.eu/en/documents/product-information/zynteglo-epar-product-information_en.pdf) 

https://www.ema.europa.eu/en/documents/product-information/zynteglo-epar-product-information_en.pdf


2.2.4. Recommendation(s) for
future quality development

1. Control of vector genome
integrity: The applicant should
develop and implement a release
test and define scientifically
justified acceptance criteria. 4. The
applicant will develop a more
sensitive and precise method for
analysis of protein impurity 6. The
applicant will validate an
aggregation assay and, once
validated, submit a variation 8. The
applicant commits to revalidate the
sterility test method. 10. The
applicant commits to establish an
independent assay control for the
potency assay by August 2020 to
monitor assay performance as well
as reference standard stability.

Zolgensma – European Public Assessment Report
(https://www.ema.europa.eu/en/documents/assessment-report/zolgensma-epar-public-assessment-report_en.pdf)

https://www.ema.europa.eu/en/documents/assessment-report/zolgensma-epar-public-assessment-report_en.pdf


Zolgensma – Summary of Product Characteristics
(https://www.ema.europa.eu/en/documents/product-information/zolgensma-epar-product-information_en.pdf)

https://www.ema.europa.eu/en/documents/product-information/zolgensma-epar-product-information_en.pdf


Thank you for your attention!


