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1. What is the legal basis of scientific advice?

According to Article 57-1 (n) of Regulation (EC) No 726/2004 of the European Parliament and of the
Council of 31 March 2004, one of the tasks of the Agency is "advising undertakings on the conduct of
the various tests and trials necessary to demonstrate the quality, safety and efficacy of medicinal
products".

As such, scientific advice may be requested for all medicinal products for use in humans, [as defined in
Directive 2001/83 (as amended)], irrespective of the eligibility of the medicinal product for the
centralised procedure, on aspects of the design of studies, trials and programs to support quality,
safety and efficacy of a medicinal product.

The CHMP has established the Scientific Advice Working Party (SAWP) as a standing working party with
the remit of providing scientific advice and protocol assistance (the name given to the scientific advice
procedure for products with an Orphan Designation) to Applicants.

It is the SAWP/CHMP responsibility to give scientific advice to applicants by answering questions based
on the documentation provided by the Applicant in the light of the current scientific knowledge. It is
not the role of the CHMP to substitute the Applicants’ responsibility in the development of their
products. The work of the SAWP will be the result of collegial work from the SAWP, its experts, the
different EMA Working Parties, Drafting Groups and Operational Expert Groups, the CHMP and the
Agency Secretariat with input from other Committees where relevant, such as the COMP, PDCO, CAT
and PRAC.

Scientific advice or protocol assistance received from the Agency is not legally binding with regard to
any future marketing authorisation application of the product concerned, neither on the Agency/CHMP
nor on the Applicant. Nevertheless, how closely the advice provided was followed is taken into
consideration during the Marketing Authorisation Application (MAA) and any deviations from the advice
given need to be well justified.

If Applicants are established outside the European Economic Area (EEA), it is advisable for Applicants
developing the products to nominate a contact point within the EEA to facilitate communication
between the Agency and such Applicants. This contact point may be the same as the Applicant or not.

Scientific advice received from the Agency is applicable throughout the EU. A SAWP/CHMP scientific
advice does not preclude scientific advice from national competent authorities.

2. What is the legal basis of protocol assistance?

After having received the European Commission decision on the designation of Orphan Drug status
[based on the opinion of the Committee for Orphan Medicinal Products (COMP)], the sponsor of an
orphan medicinal product is entitled to request protocol assistance prior to the submission of an
application for Marketing Authorisation under Article 6 of the Regulation on Orphan Medicinal Products
(EC) 141/2000.

3. What falls under the scope of scientific advice and
protocol assistance?

Scientific advice will be given by the SAWP/CHMP on questions concerning quality (manufacturing,
chemical, pharmaceutical and biological testing), non-clinical (toxicological and pharmacological tests)
and clinical aspects (studies in human subjects, either patients or healthy volunteers, including clinical
trials designed to determine human pharmacology (PK/PD), and exploratory or confirmatory safety and
efficacy studies, for pre- or post-authorisation activities including risk-management programmes).
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Scientific advice may also be given on issues relating to interpretation and implementation of (draft)
EU and ICH guidelines.

Regardless of the authorisation status, the question(s) posed to the SAWP/CHMP by the Applicant
should address scientific issues and may relate to the following:

e Any quality/manufacturing aspects e.g., characterisation, specification, quality by design,
comparability

¢ Any non-clinical development aspects e.g., toxicology, pharmacology, choice of animal model

e Any clinical study design aspects e.g., population, stratification factors, dose regimen, comparator
including external control and real-world evidence, duration, cross-over, endpoints including digital
endpoints, Patient Reported Outcomes (PROs) or other Clinical Outcome Assessment (COA)
measures and use of biomarkers as surrogate endpoints, safety monitoring plan; and for any type
of clinical study (e.g. first-in-human, bioequivalence studies, dose-finding, development in special
populations, studies to assess safety, efficacy and pharmacokinetics in the pregnant and
breastfeeding population, clinical pharmacology, pivotal trials, post-approval trials and registry-
based studies)

¢ Any methodological issues (e.g., statistical analysis plan, type I error control, adaptive designs,
Bayesian approaches, extrapolation strategy, modelling and simulation)

e Overall development strategy (e.g., adequacy of development plan to support marketing
authorisation application (for paediatric scientific advice please refer to Question 6), conditional
marketing authorisation or authorisation under exceptional circumstances, substitution of non-
clinical/clinical trials by literature or real-world evidence, bridging strategy to support applications
relying on a reference medicinal product, safety database, risk management plan).

Scientific advice is prospective in nature. It allows input on developments, which can be amended after
SAWP/CHMP advice. Scientific advice focuses on development strategies and abstains from pre-
evaluation of already available data/results to support a Marketing Authorisation application.

Scientific advice is product- and indication-specific. Requests not meeting both these criteria will
generally not be accepted as a single advice submission, but they will trigger separate requests for
each indication or product concerned. However, in case of closely developments in related indications,
a single briefing package can be used to support both (all) applications (see also “broad advice” further
below; for experimental combined use of multiple products see also Question 11).

The SAWP/CHMP also offers advice to support the qualification of innovative methods for a specific
intended use in the context of research and development of pharmaceuticals, such as biomarkers and
qualification of novel methodologies for drug development. For advice or procedural guidance of this
type, Applicants are advised to consult the Qualification of novel methodologies for drug development:
guidance to applicants.

According to Regulation (EC) No 726/2004, in addition to the above-mentioned provisions, the
Agency/SAWP may also deal with the following aspects:

e Broader and more general advice, i.e., affecting multiple products and/or indications. These
requests could pertain to:

— basket trials investigating multiple indications for the same product
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— experimental use of multiple medicines in combination or in parallel in a single umbrella or
platform trial; of note, no product-specific questions beyond the platform trial are acceptable in
such broad advice (see also Question 11)

- on, typically but not exclusively, quality changes (e.g., changes to manufacturing facilities)
affecting multiple products or multiple indications of the same product

For a broad advice and depending on the complexity of the topic, the Applicant could consider
requesting a scientific advice preparatory meeting.

e Advice about the justification on whether a specific medicinal product being developed for a specific
therapeutic indication falls within one of the categories set out in Article 2 and fulfils the condition
laid down in Article 4(1)(c) of Commission Regulation (EC) No 507/2006 of 29 March 2006 on the
conditional marketing authorisation for medicinal products for human use falling within the scope
of Regulation (EC) No 726/2004.

e Advice on adequacy of the development programme for conditional marketing authorisation, which
are defined in Article 14(7) of Regulation (EC) No 726/2004.

e Advice about the justification for applying for a marketing authorisation under exceptional
circumstances (Guideline on procedures for the granting of a marketing authorisation under
exceptional circumstances, pursuant to article 14(8) of Regulation (EC) No 726/2004;
EMEA/357981/2005), and the adequacy of the supportive development programme.

e Advice on the design of any other post-authorisation efficacy or safety study or any other aspect of
post-authorisation evidence generation.

e Advice on the design of trials to assess safety and efficacy in a new indication expected to bring
significant clinical benefit compared to existing therapies as defined in Article 14(11) of Regulation
(EC) No 726/2004 or Article 10(1) fourth subparagraph of Directive 2001/83/EC, as amended.

e Advice on the design of trials to assess safety and efficacy in a new indication for a well-established
substance in accordance with Article 10(5) of Directive 2001/83/EC as amended.

e Advice on the proposed safety and efficacy data requirements or the approach to addressing
relevant criteria for an application to change the classification for the supply of a medicinal product
from subject to a medical prescription to not subject to a medical prescription. Refer also to “A
Guideline on changing the classification for the supply of a medicinal product for human use”.

e Advice for medicinal products intended to be marketed exclusively outside the Community, in the
context of WHO collaboration as defined in Article 58(2) of Regulation (EC) No 726/2004 (see also
Medicines for Use outside the European Union).

e Advice on specific aspects of a paediatric development (please refer to Question 6 below).

e Scientific advice on the ancillary medicinal component of a medical device, provided the request for
scientific advice is solely focusing on the development needed to enable the Notified Body to
submit the results of the test/trials on the application needed for EMA to be in the position
to provide a scientific opinion (perform its Benefit/Risk assessment) as per document
EMA/CHMP/578661/2010 “European Medicines Agency recommendation on the procedural aspects
and dossier requirements for the consultation to the European Medicines Agency by a notified body
on an ancillary medicinal substance or an ancillary human blood derivative incorporated in a
medical device or active implantable medical device”.
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For emerging therapies and borderline products with uncertainties on product classification,
Applicants are advised to seek Regulatory advice on the eligibility to the European Medicines
Agency procedures as Medicinal Products according to Art. 1 and 2 of Directive 2001/83 as
amended.

The following remain outside of the scope of the scientific advice procedure:

Compassionate use as defined in Article 83 of Regulation (EC) No 726/2004.

Recommendations on classification of ATMPs, as set out in Article 17 of Regulation (EC) No
1394/2007. See also Advanced Therapy classification

Questions directly related to eligibility to EMA PRIority Medicines (PRIME) scheme, for which
information on how to access this scheme can be found in the “"How to apply” section.

Agency advice prior to submission for qualification of a request for an accelerated assessment
procedure. Guideline on the procedure for Accelerated assessment pursuant to Article 14(9) of
Regulation (EC) No726/2004 (EMEA/419127/05).

Agreement on Paediatric Investigation Plans (PIPs) as defined in the Regulation (EC) No 1901/2006
on medicinal products for paediatric use, as amended and, more generally, questions falling under
the remit of the Paediatric Committee (please refer to Question 6 below).

Purely legal, regulatory and non-scientific aspects (e.g., formal requirements regarding the legal
basis for submission, format of marketing authorisation application and Common Technical
Document requirements, file formats, acceptable language of documentation to be submitted etc.).
Such questions can be answered by the Agency secretariat directly during a scientific advice
preparatory meeting, if pre-notified (via inclusion in the ‘Submission Details’ field in the IRIS portal
section), or in writing post-meeting, or at later meetings with the Agency (e.g., at a pre-
submission meeting prior to an MAA).

Pre-assessment of completed data packages or of completed parts of development for the sole
purpose of confirming the adequacy of the data to initiate clinical trials (adequacy of data to
support clinical trial approval is in the remit of National Competent Authorities and Ethics
Committees) or a future marketing authorisation (e.g., adequacy of completed quality or non-
clinical development package; adequacy of pivotal clinical trial data for authorisation decisions,
sufficiency of already generated data to support specific labelling claims).

Similarly, questions on the design of ongoing clinical studies should only be asked under the
assumption that study design changes are still possible and potential recommended amendments
would not impact on the integrity of the study. Such questions should be duly justified and the
impact of any potential protocol amendments on study integrity should be considered and
described in the Applicant’s position. Acceptability of study design elements that can no longer be
changed is a matter of assessment at the time of marketing authorisation application.

4. What are particular issues regarding the scope of protocol
assistance?

Specifically for protocol assistance, the questions and proposed development plan must be within the
scope of the designated orphan condition to avail of the fee reductions.

Similar to the scientific advice request, the request for protocol assistance should contain prospective
questions concerning quality, non-clinical and clinical aspects relating to the proposed future
development of the orphan medicinal product.
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Moreover, questions related to the demonstration of one of the designation criteria (significant benefit)
for the maintenance of orphan status may be raised.

The procedure for provision of protocol assistance will follow mainly the procedure for provision of
scientific advice, with involvement of the COMP on significant benefit questions.

Three main types of specific questions are anticipated. Two are related to the criteria for marketing
Authorisation and one is related to the demonstration of one of the designation criteria, i.e., significant
benefit, for the maintenance of Orphan Status:

Related to the criteria for marketing Authorisation

e Request concerning the proposed development plan of medicinal products for rare conditions
(where, by definition, the population is small) to demonstrate efficacy and safety.

e Request concerning study design to demonstrate clinical superiority over a similar orphan product
authorised for the same indication based on EC 141/2000, Art. 8.3(c) and EC 847/2000, Art.
3.3(d) in order to justify a derogation from market exclusivity:

- [...] the second Applicant can establish in the application that the second medicinal product,
although similar to the orphan medicinal product already authorised, is safer, more effective or
otherwise clinically superior. (EC 141/2000, 8.3(c))

— Clinically superior means that a medicinal product is shown to provide a significant therapeutic
or diagnostic advantage over and above that provided by an authorised orphan medicinal
product in one or more ways [...] (EC 847/2000, Art. 3.3(d))

This is necessary when a “similar” orphan medicinal product (as defined in Article 3 of Regulation (EC)
No 847/2000) has received marketing Authorisation and will likely still be entitled to market exclusivity
for the same therapeutic indication at the time of prospective MAA of the investigational medicinal
product which itself may have orphan status or not.

Related to the criteria for designation of Orphan Drug status (Significant
benefit criterion)

When another satisfactory method exists in the Community (including authorised medicinal products)
for the same orphan indication, the designation is based, among others, on the criterion of significant
benefit.

Significant benefit means (Article 3.2 of Regulation (EC) No 847/2000) “a clinically relevant advantage
or a major contribution to patient care”.

An assumption of significant benefit at the time of designation has to be demonstrated at the time of
marketing authorisation (Article 5.12 of Regulation EC No 141/2000 states "“if it is established before
the market authorisation is granted that the criteria laid down in Article 3 (criteria for designation) are
no longer met ... a designated orphan medicinal product shall be removed from the Community
Register of Orphan Medicinal Products”. See also the Agency guidance on Orphan Medicinal products.

5. At what phase of product development can an Applicant
request scientific advice/protocol assistance?
Scientific advice or protocol assistance can be requested during the initial development of the

medicinal product (before submission of the marketing authorisation application) but also during the
post-authorisation phase towards further development. It is discouraged to request scientific advice or
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protocol assistance close to the submission of the marketing authorisation application and in relation to
the indication(s) pursued in an ongoing marketing authorisation application, as initial development
must be complete at this point.

Scientific advice or protocol assistance requested during the post-authorisation phase of a particular
product is generally related but not restricted to the following cases:

e A new formulation, dosage form or route of administration
e A new or a change of manufacturing process or other major quality/manufacturing change
e An extension of indication

e Post-authorisation studies, e.g., in the context of the design of studies to address conditions of a
marketing authorisation

6. Can scientific advice/protocol assistance be requested on
paediatric development?

The Paediatric Regulation provides that any legal or natural person developing a medicine intended for
paediatric use may request scientific advice from the EMA prior to the submission of a PIP and during
its implementation. Advice that only includes questions on paediatric development is free of charge.

Applicants may request scientific advice on any aspect of paediatric development planned to be
included in a PIP or not (e.g. because paediatric requirements don't apply), such as design elements of
clinical studies enrolling a paediatric population, adequacy of paediatric formulation development plans,
non-clinical studies to support paediatric clinical trials. Applicants can also request scientific advice on
combined adult and paediatric developments or studies planned in light of specific PIP requirements
and PDCO discussions. As it is the remit of the PDCO to agree the overall measures to generate
evidence to support a paediatric indication while scientific advice focuses on more specific design
elements, it is generally advisable that the applicant has agreed a PIP before pursuing scientific advice
on their paediatric development.

Questions referring explicitly to waivers/deferrals (and associated regulatory issues) and the timing of
PIP submissions or requesting changes to key elements of an agreed PIP fall under the remit of PDCO.
In such cases, applicants should contact the EMA Paediatric office for pre-submission guidance or
submit the PIP or modification for assessment by the PDCO.

Recognising the remit of PDCO, scientific advice encompassing the entire paediatric development,
including appropriateness of potential target populations and overall data requirements to support a
paediatric indication using adequate methodology, such as extrapolation, but also, need for paediatric
formulations and non-clinical studies to support the use in paediatric patients in advance of any agreed
PIP, or modification thereof, should not be understood as implicit principle agreement that the
methodology is formally agreed to and the programme is appropriate to meet the requirements from
an overall paediatric development perspective, nor as replacement for a timely submission/update of a
PIP.

It is important that the Applicant completes the relevant paediatric fields during the IRIS submission.

Furthermore, submitting a scientific advice/protocol assistance request in parallel to a PIP
submission/amendment review is generally discouraged, except if specifically proposed by PDCO in the
PIP request for modification (i.e., scientific advice to be sought during the PIP clock-stop period).
Paediatric scientific advice is also encouraged in the framework of the stepwise PIP (sPIP) pilot.
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For requests of scientific advice/protocol assistance on paediatric developments, where a PIP review is
ongoing, it is required to include a comparative table in the briefing document outlining the proposed
changes to the paediatric development programme as compared to the data previously discussed by
the PDCO, where relevant.

When relevant, the EMA paediatric co-ordinator and members of the PDCO will be consulted and/or
invited by SAWP to participate as individual experts during the scientific advice/protocol assistance
procedure. The EMA secretariat ensures that relevant information is exchanged between PDCO and
SAWP/CHMP.

7. What are the fees for scientific advice and when should
they be paid?
In accordance with Article 71 of the EMA Financial Regulation and Article 7 of the EMA Fee Regulation

and its working arrangements, scientific advice services will be provided only after the invoice is paid in
its entirety.

Once a request is submitted via the IRIS platform, the request will be validated and the fee will be
calculated upon the notification of the validation, including any possible fee reduction.

Upon validation, EMA will issue an invoice to the applicant’s billing address held on file by the Agency.

The invoice shall be paid by the payable date indicated on the invoice (deadline for payment). For your
request of scientific advice to be included in the next available start of procedure date (cut-off date),
EMA recommends that you pay the invoice promptly upon receipt, as the amount needs to be received
by this date.

For information on submission deadlines for scientific advice including cut-off dates for payments,
please refer to the Requesting scientific advice or protocol assistance page.

Should the payment not be received by the deadline specified on the invoice, the request will be
considered rejected following the conclusion of the administrative validation and an administrative
charge will apply.

For additional information on receiving and paying Agency’s invoices, please refer to the How to pay
page.

The following definitions shall apply for the determination of fees for scientific advice requests:
¢ Quality development: Chemical, pharmaceutical and biological testing.
e Non-clinical development: Toxicological and pharmacological in vitro tests and animal studies.

e Clinical development: studies in human subjects including clinical trials designed to determine
human pharmacology (PK/PD), exploratory and confirmatory safety and efficacy studies or
approaches (e.g., use of literature/real-world-evidence or modelling and simulation) to substitute
clinical testing.

For further details please refer to the Fee requlation working arrangements.

8. How do I request a fee reduction for protocol assistance?

A 75% fee reduction will be applicable to Protocol Assistance requested by non-SME applicants, while
SME applicants will benefit from a 100% fee reduction.
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To be eligible for orphan fee incentives, all of the following conditions must be met at the fee due date
(date of notification of administrative validation):

e A decision of the European Commission must be in place (product registered in the Community
Register)

e The Applicant for protocol assistance and the sponsor of the designation must be the same entity
e The indication for which advice is sought must match the orphan designation indication.

Please note that the positive COMP opinion on orphan designation is not sufficient for eligibility to the
orphan fee reduction.

Applicants will be prompted to fill in relevant information in IRIS at the time of submission of their
protocol assistance request.

The fee reduction will be automatically applied at the time of administrative validation of the request,
provided that the above conditions are met.

Please note that during a transfer of an orphan designation, eligibility for fee incentives lies with the
initial sponsor (orphan designation holder) until the transfer is complete. Once the transfer is
completed, the new sponsor is eligible to fee incentives. The new sponsor must be a different
person/legal entity.

For more information on how to receive an orphan designation for a medicinal product, please refer to
the Orphan Designation Overview page.

9. How do I request a fee reduction for small and medium-
sized enterprises (SME)?

A 90% fee reduction will apply to requests related to non-orphan medicinal products submitted by
SMEs while a 100% fee reduction will apply to requests related to designated orphan medicinal
products submitted by said entities.

Applicants must be established in the EEA and fulfil the definition of a micro, small or medium-sized
enterprise as set out in Commission Recommendation 2003/361/EC of 6 May 2003. To benefit from
incentives, SMEs must hold a valid SME status with EMA or have submitted the renewal of the SME
status (i.e. before its expiry) at the time of submission of the scientific advice request.

The fee reductions shall not be granted to SMEs acting as applicant for the relevant medicinal product
by virtue of a contractual arrangement with a non-SME legal entity.

SME regulatory consultancies may seek to benefit from the provisions of the EMA SME Regulation on
behalf of hon-EEA based clients only if both they and the client meet the SME criteria (i.e. fall below
headcount and financial thresholds) at the time of submission of the scientific advice request. In this
case, both the regulatory consultant and the non-EEA based company should submit SME declarations.
If successful, the regulatory consultant would receive an SME notification and the non-EEA based
company would be listed in the annex to that notification as an SME client company. It is not possible
for an SME regulatory consultant to be considered eligible, if they are acting on behalf of non-SME
clients, as this would be contrary to the objectives of the EMA SME Regulation.

The invoice will be sent to the company acting as the applicant.

Applicants will be prompted to fill in relevant information in IRIS at the time of submission of their
request.
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The fee reduction will be automatically applied at the time of administrative validation of the request,
provided that the above conditions are met.

To register as an SME with EMA or renew the SME status, please refer to the Support to SMEs page.

10. How do I request a fee reduction for entities not engaged
in economic activities?

A 100% fee reduction is applicable to certain entities and requests for scientific advice.

In order to grant the fee reduction, the EMA has to verify compliance with section 1.8 of its Fee
Regulation Working Arrangements. Said verification is carried out on request from the applicant, which
shall be submitted to the Agency.

The verification must be completed with a positive outcome (i.e. compliance verified) by the time of
submission of the request for scientific advice, at the latest. Therefore, the request for verification has
to be submitted at least 5 weeks before the submission of the request for scientific advice.

Late requests may not be processed in time, in which case they will not be taken into consideration
when determining the fee for scientific advice.

Eligible applicants (i.e. following successful compliance verification) will be prompted to fill in relevant
information in IRIS at the time of submission of their scientific advice request.

The fee reduction will be automatically applied at the time of administrative validation of the request,
provided that the above conditions are met.

For more information on the above-referred verification, please refer to Academia Overview page.

11. How does the regulation on advanced therapies impact
the scientific advice/protocol assistance procedure?
Regulation (EC) No 1394/2007 on advanced therapy medicinal products lays down specific rules

concerning the authorisation, supervision and pharmacovigilance of advanced therapy medicinal
products (ATMPs; gene therapy, somatic cell therapy and tissue engineering).

For detailed information on the regulation please see the EMA website on advanced therapies.

As a result of this legislation the Agency has introduced changes in the scientific advice/protocol
assistance procedure to reflect the needs of applicants dealing with advanced therapies, these include:

e A 65% fee waiver for the scientific advice procedure for a product in this field

e Contribution of the members of the Committee for Advanced Therapies (CAT) in the discussion of
the scientific advice, before finalising the advice.

The fee reduction will be automatically applied following scientific validation of the request, provided
that the request falls within the legislative scope of the reduction.

For ATMPs with uncertainties regarding their status, applicants are advised to seek a scientific
recommendation on the classification of ATMPs by the CAT according to Article 17 of Regulation (EC)
No 1394/2007.

The purpose of this procedure is to allow applicants to clarify, in case of doubt, the classification
whether a given product based on genes, cells or tissues meets the scientific criteria which define
ATMPs, in order to address, as early as possible, questions of borderline with other areas such as
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cosmetics or medical devices, which may arise as science develops. However, this procedure does not
replace CHMP scientific advice.

12. How do I request a fee reduction for medicinal products
for paediatric use?

A 100% fee reduction is applicable for scientific advice on the development of a medicinal product for
the paediatric population, if the advice requested does not include the adult population.

Applicants will be prompted to fill in relevant information in IRIS at the time of submission of their
request.

The fee reduction will be automatically applied following scientific validation of the request, provided
that the request falls within the legislative scope of the reduction.

13. How do I request a fee reduction for a pandemic vaccine?

A 100% fee reduction is applicable if the request is related to a core dossier for a pandemic vaccine
until such a human pandemic situation is duly recognised either by the World Health Organisation or by
the European Commission in accordance with Article 23(1) of Regulation (EU) 2022/2371 on serious
cross-border threats to health.

Applicants will be prompted to fill in relevant information in IRIS at the time of submission of their
scientific advice request.

The fee reduction will be automatically applied following scientific validation of the request, provided
that the request falls within the legislative scope of the reduction.

14. How do I request a fee reduction for an ETF advice
during a declared public health emergency?
A 100% fee reduction is applicable for accelerated scientific advice on the main aspects of clinical trials

and clinical trial protocols related to a declared public health emergency at the time of submission
(Regulation (EU) 2022/123).

For more information, refer to the public health threat overview page.

Applicants will be prompted to fill in relevant information in IRIS at the time of submission of their
scientific advice request.

The fee reduction will be automatically applied following scientific validation of the request, provided
that the request falls within the legislative scope of the reduction.

15. Can I withdraw my request for Scientific Advice?

A request can be withdrawn, however, depending on the timing of the withdrawal, the Agency may
apply the administrative charge laid down in section 6.1 of Annex IV to the Fee Regulation, or the fee
for the related application, or the withdrawal may be free of charge.

If your request is withdrawn within 24 hours from your submission in the IRIS portal, the withdrawal
will be free of charge.

If your request is withdrawn after 24 hours from its submission and prior to the completion of the
administrative validation, an administrative charge will apply. For micro, small or medium sized
enterprises, the administrative charge shall be waived.
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If your request is withdrawn after the Agency has received the payment of the applicable fee, the
amount paid will not be returned to the applicant.

16. What happens if my request is rejected following the
conclusion of the administrative validation?

If your request is rejected following the conclusion of the administrative validation, the Agency will
issue an invoice for an administrative charge as laid down in section 6.1, Annex IV, to the Fee
Regulation.

For registered micro, small or medium sized enterprises, the administrative charge is waived.

17. How do I apply for scientific advice/protocol assistance
and how will my application be validated?

The Applicant submits an application including a draft briefing document and supporting
documentation (briefing package) via the IRIS platform.

If a scientific advice or protocol assistance preparatory meeting is requested when applying, the
submission deadline is approximately 8 weeks before the intended start of the procedure. If no
preparatory meeting is requested the deadline for submission is approximately 4 weeks before the
intended start of the procedure. The dates of forthcoming SAWP meetings and deadlines for scientific
advice or protocol assistance submissions are available on the scientific advice website.

The Briefing document is the most critical part of the briefing package. The review of the scientific
advice or protocol assistance request by the SAWP will primarily be based on the questions and
Applicant’s positions presented by the Applicant in the Briefing document. It is mandatory to use the
CHMP scientific advice/protocol assistance briefing document template. The annotated template
provides detailed guidance on how to compile the scientific advice/protocol assistance Briefing
document, annexes and references. Please see the EMA scientific advice website for the latest versions
of the Briefing document template.

After receipt of the application, the request for scientific advice or protocol assistance is validated by
the appointed scientific advice officer within the Agency Secretariat with regard to structure and
content of request including the scope of the questions. On the basis of EMA validation comments and
requests for changes to the application and the submitted documentation, the Applicant modifies the
application on the IRIS platform and submits an updated briefing package for formal validation,
unless no validation issues are raised.

Following receipt of the updated briefing package and any necessary modifications to the application
on IRIS, the request for scientific advice or protocol assistance is formally validated by the Agency
Secretariat with regard to:

a) Update of the request within the required deadline and

b) Structure and content of request including the scope of the questions in line with the validation
issues raised

If one of these criteria is not according to the requirements set out in this guidance, the request will
not be considered valid and shall be postponed or withdrawn.

Once all validation issues have been resolved, a final briefing package is submitted by the applicant
making any potential pending minor modifications to the Briefing document and correcting potential
mistakes in the application in IRIS.
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For more details on the validation steps and timeline, please also refer to Question 18.

Please note that in order to submit an application via IRIS a research product identifier (RPI) is
required to track medicines and methodologies through pre-authorisation procedures.

Companies and individuals that approach EMA for the first time with a new product will need to request
a new RPI via IRIS. Additional RPIs may be needed to (create and/or) assign to a scientific advice
request for other products used experimentally (i.e., outside their approved use, if any) in combination
with the product which is the object of the advice. Questions specific to such combination partners are
not allowed and they would trigger additional separate applications. In case the new RPI is not being
requested for a single medicinal product (including fixed-dose combinations) but for multiple products,
a technology, a methodology or other topic for discussion, the request should be sent directly to
scientificadvice@ema.europa.eu.

18. What is the structure/content of the briefing package for
scientific advice/protocol assistance?

The briefing package should be presented as follows:
i Briefing document including the Questions and Applicant's positions (in Word format)

The initial briefing document must be clearly marked as DRAFT in the filename and any
updated version clearly marked as UPDATED, while only the agreed, finally submitted briefing
document should be marked as FINAL in the filename. The UPDATED briefing document should
be presented in both a clean and a track-changes version highlighting changes from the
DRAFT. Both DRAFT and FINAL should only be presented as clean files. If no further minor
changed are needed in the UPDATED briefing document, a version marked as FINAL may not
need to be submitted; the initial DRAFT, if acceptable, or the clean UPDATED version will serve
as the final briefing document.

ii. Annexes (in Word or pdf format)
iii. References (in pdf format)

Annexes and References should be submitted in respective zip folders. In the less common case that
these also require modification, the updated zip folder(s) should be clearly marked as FINAL.

The briefing document should never be zipped (either on its own or together with other
documents).

19. What is the role of the Scientific Advice Working Party
(SAWP)?

The SAWP is a permanent working party of the CHMP charged with drafting scientific advice, and
protocol assistance for orphan medicinal products.

The SAWP is a multidisciplinary expert group and includes the chairperson and up to 36 members and
their alternates, among which 1 vice-chairperson and at least 1 and not more than 3 members from
each of the other EMA scientific committees, specifically the COMP, PDCO, CAT and PRAC.

The SAWP co-ordinates the provision of scientific advice and protocol assistance and brings forward to
the Committee for Medicinal Products for Human Use (CHMP) and the Committee for Orphan Medicinal
Products (COMP) an integrated view as regards quality, non-clinical, clinical safety and efficacy,
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relating to the development of medicinal products and orphan medicinal products, and as regards
significant benefit relating to orphan medicinal products.

In addition to its own expertise, the SAWP involves appropriate expertise (internal or external experts,
Committees, Working Parties or Ad Hoc groups) whenever necessary, in particular in the provision of
advice on the demonstration of significant benefit for orphan designation purposes (COMP), on product
development for children (PDCO), on the development of Advanced therapies (CAT) and on the design
of (non-interventional) post-authorisation safety studies (PASS or NI PASS) or the qualification of
registries (PRAC).

The SAWP meets 11 times per year at the Agency for a 4-day meeting generally set 2 weeks before
the CHMP (Dates of forthcoming meetings are published on the EMA website). The meeting is generally
organised as follows: the first day is allocated for the SAWP plenary meeting on discussion of 1st
reports and the following days include both plenary discussions and Discussion meetings which are run
in parallel.

For further details, please refer to the Mandate, Objectives and Rules of Procedure of the scientific
advice working party.

20. What is the role of the SAWP Coordinators?

A "scientific advice team" is created by the Coordinators, the Agency and additional experts nominated
by SAWP members. A network of internal and external experts ensures that the adequate experts are
participating in the scientific advice or protocol assistance procedure.

The Coordinators are responsible for providing reports in response to the scientific advice or protocol
assistance requests taking into account the timetable for evaluation of such requests. These reports
are considered as working documents only and will not be released to Applicants. If necessary, the
Coordinators may ask the applicant for any additional documents or clarifications.

The Coordinators will compile comments from the SAWP, the COMP (for protocol assistance), the CAT
(for requests on advanced therapy medicinal products), the other relevant EMA Working Parties, the
CHMP and their experts.

Should a Discussion meeting be decided upon with the Applicant, the Coordinators will draft the list of
issues. The Discussion meeting will be chaired by one of the two Coordinators.

Experts must declare their interests before being involved in the scientific advice or protocol assistance
procedures. Conflicts of interest declared by experts will be handled in accordance with the Agency
Policy on the Handling of declared Interests for Agency scientific Committees members and experts. All
experts are bound by a confidentiality agreement.

21. What is the procedure for appointment of Coordinators?

Subsequently to the submission of the application, two SAWP members will be appointed as
Coordinators for the procedure. For protocol assistance, if the request includes issues relating to
demonstration of significant a COMP representative to the SAWP will be involved.

In order to ensure a fair distribution of the workload, appointments of Coordinators are based on
availability of appropriate expertise and equal opportunity. Preferences regarding Coordinatorship
expressed by Applicants cannot be taken into consideration.
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To be appointed as Coordinators, SAWP members provide the Agency Secretariat with a list of their
preferred choices of products prior to the start of procedure. The timing for nomination is the same
irrespective of preparatory meeting or not.

For centralised applications, the appointment of Coordinators is decided independently from any
previous appointment for scientific advice or protocol assistance Coordinatorship. Also the appointment
of scientific advice or protocol assistance Coordinators is decided independently from any previous
appointment of Coordinators for centralised applications.

Following the appointment of Coordinators at the SAWP meeting, the applicant will receive a
notification indicating the names of the appointed Coordinators and the responsible Agency scientific
officer.

22. What is the role of the Agency scientific officer/Agency
Secretariat?

The Agency scientific officer is the contact person for the Applicant in all matters related to the
procedure. The Agency scientific advice officer will have a background as a medical doctor, pharmacist
or other scientific university degree.

They should be informed about any direct interaction between the applicant and the Coordinators.
Applicants are therefore requested to copy all relevant correspondence as well as additional
documentation requested by Coordinators to the appointed scientific officer at the Agency Secretariat.

The Agency secretariat additionally provides scientific, technical, and administrative support to the
SAWP with a view to the performance of its duties and provides secretarial services. Below are some of
the most important tasks listed:

e Act as a single point of contact for the Applicant requesting scientific advice, supporting the
execution of the procedure in an efficient and high-quality manner.

e Carry out the validation of the advice procedures.
e Manage the scientific aspects of the procedure.

e Undertake early informal dialogue in preparation of an application and preparatory meetings with
the Applicants.

e Ensure that all relevant information is shared and agreed between COMP, CHMP, CAT, HMPC, PDCO
and PRAC or other working parties as needed.

e Ensure that all relevant information from scientific advice and protocol assistance is included in the
IRIS platform, which shall contribute to the scientific support brought about by EMA both in terms
of regulatory and scientific memory.

e Organise legal and regulatory support to the SAWP.
e Prepare the work of the SAWP in consultation with the chairperson and the assigned Coordinators.

e Propose additional expertise including patients’ representatives if necessary for orphan and non-
orphan conditions.

e Ensure consistency between advice given, guidelines and CHMP assessment within the same
therapeutic area, and contribute to the peer review by SAWP, CHMP and EMA of scientific
advice/protocol assistance.

e Prepare the final letter for adoption by the SAWP/CHMP and COMP (when applicable).
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Ensure adequate co-ordination of the work carried out within the SAWP.

23. When and how should I ask for a preparatory meeting
for scientific advice/protocol assistance?

A preparatory teleconference for scientific advice or for protocol assistance can be requested at time of
submission of the application.

The Agency emphasises the importance of scientific advice or protocol assistance preparatory meetings
with Applicants, especially for first users of these procedures, entities not engaged in economic

activities or micro, small and medium sized enterprises (SMEs) and innovative products or complex

(regulatory or scientific) procedures, WHO collaboration submission, FDA Parallel Advice, or requests of
Qualification of novel methodology. Preparatory meetings are an opportunity for Applicants to:

Introduce and receive feedback on their proposed development programme from the responsible
Agency staff.

Confirm the relevance of the request, and acceptability of the questions included therein, in line with
the scope of EMA scientific advice/protocol assistance

Receive feedback on the questions, and related Applicant’s positions, with a view to obtaining
satisfactory answers (i.e., content and scope of questions; and structure of the request).

Identify additional issues to be included in the request for scientific advice/protocol assistance.

Obtain more detailed information concerning the procedure for obtaining scientific advice/protocol
assistance.

Ask regulatory questions to EMA, which are outside the scope of scientific advice (please also refer
to Question 3).

Establish contact with the Agency staff closely involved with the application as it proceeds.

The preparatory meeting will also allow identification of additional expertise to be involved at an earlier
stage in the procedure.

The Agency will try to accommodate requests on specific dates for the preparatory teleconference or
face to face meeting. However, please be aware that it may not always be possible to arrange a
meeting on the exact date requested. Agency scientific advice officers, scientific officers from other
relevant EMA functions, SME office or Regulatory Affairs representatives may participate in these
meetings. No additional fee is levied for this option. The opinions expressed during a preparatory
meeting will not prejudge the outcome of the advice procedures.

24. What is the scientific advice/protocol assistance
procedural timetable?

The procedure is divided into 2 phases:

a planning phase with/without a preparatory meeting, and

an evaluation phase without discussion meeting (40 day) OR with a discussion meeting (70 day)

1a) Planning phase with Preparatory meeting

DAYS ACTION
(calendar
days)
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~ D -45 . The Applicant submits an application including a draft briefing package for SA or PA requests to the EMA
Secretariat via IRIS.
° The application is forwarded by the Agency Secretariat to the SAWP for appointment of two Coordinators
and, where appropriate, a Coordinator for questions relating to significant benefit (only applicable for PA).
~ D -45 Organisation of Preparatory meeting
to Date e  Submission of the SA or PA request.
g:eparat . Agency appoints in-house personnel, with following actions:
ory o Agency rgview of _evidgnce: scientifjc memory (previous and ongoing MAA), including checking existing EPARs
meeting and previous advice, literature review.
. Additional Experts/patient representative identification.
Date of Preparatory meeting
Preparat . Preparatory meeting with Agency secretariat.
:Zetin ° List of Comments (LoC) is forwarded to the Applicant. This document will be prepared by the Agency in order to
9 improve validation of scientific advice/protocol assistance requests, and flag issues identified at the preparatory
meeting to the SAWP.
. Identify requests for which expertise is particularly needed.
° Working Party consultation (ad-hoc).
~D-5 Validation of updated briefing package
° The Applicant revises the briefing document as advised.
. Submission of revised draft briefing document, both clean and with track changes, to the Agency Secretariat
° Further comments might be sent from the scientific officer to the Applicant.
~D-3 Validation of electronic final package
° Positive validation of updated briefing package by the Agency Secretariat and submission of final clean version,
if necessary.

1b) Planning phase without Preparatory meeting

DAYS ACTION
~ D -20 ° The Applicant submits an application including a draft briefing document for SA or PA requests to the EMA
Secretariat via IRIS.

. The application is forwarded by the Agency Secretariat to the SAWP for appointment of two Coordinators
and, where appropriate, a Coordinator for questions relating to significant benefit (only applicable for PA).

~ D -15 Validation of draft

. Agency review of evidence: scientific memory (previous and ongoing MAA), including checking existing EPARs
and previous advice, literature review.

. Additional Experts/patient representative identification.

. If applicable, comments on the briefing document/package are forwarded to Applicant in writing.

~ D -5 Validation of updated briefing package

° The Applicant revises the briefing document as advised.

. Submission of revised draft package, both clean and with track changes, to the Agency Secretariat

. Further comments might be sent from the scientific officer to the Applicant.

~D-3 Validation of electronic final package

. Positive validation of updated briefing package by the Agency Secretariat and submission of final clean version,

if necessary.
2) Evaluation phase
~D+20 | ¢ The Coordinators send their first reports to the Agency Secretariat.

U The reports are forwarded for comments to the SAWP, the relevant Working Parties and Committees, and the
additional experts and/or patient representatives involved.

° Agency quality-assurance: regulatory context, literature review, checking existing EPARs and previous advice
(scientific memory).

° The Applicant may be asked to provide further information or clarifications in preparation of the first reports
discussion.

~ D +30 SAWP 2

° Discussion of the first reports focusing on controversial issues.

. The SAWP confirms at this stage whether the advice can be adopted at Day 40 or whether it is necessary to
invite the Applicant for a discussion meeting (Day 70 procedure, refer to the following question). In the latter
case, a list of issues to be addressed by the Applicant at the discussion meeting is adopted by the SAWP and
forwarded to the Applicant. The Applicant may also propose to the Agency additional points for discussion that
are not part of the adopted list of issues. These are to be submitted in writing ahead of the Discussion meeting.
Amendments/changes to the development programme should be notified to the Agency /SAWP ahead of the
discussion meeting.

° The SAWP may rarely request the Applicant to address issues in writing only. In this case a list of issues to be
addressed in writing is adopted by the SAWP and sent to the Applicant and the 70-day procedure will apply.

2a) no discussion meeting - 40-day procedure

The SAWP decides that there is no need for a discussion meeting and that the procedure can be
finalised in 40 days.
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~D +33 o The Coordinators send their joint report to the Agency Secretariat.

(] The joint Coordinators’ report and the draft advice letter to the Applicant are adopted by the SAWP through
a written procedure.

° CHMP/SAWP/Agency peer review (content/consistency/coherence).

~ D +40 CHMP 2

. The final advice letter is adopted by the CHMP (and by the COMP in case of question on significant benefit
for PA) and sent to the Applicant.

2b) with discussion meeting - 70-day procedure

The SAWP decides that there is a need for a discussion meeting and that the procedure be finalised in
70 days.

~D +60 | SAWP 3

. Discussion meeting with Applicant and SAWP.

The Coordinators present a preliminary conclusion at the end of the discussion meeting.

The Coordinators present the outcome of the discussion meeting to the SAWP.

The Coordinators send their joint report to the Agency Secretariat.

The joint Coordinators’ report and the draft advice letter to the Applicant are adopted by the SAWP through

a written procedure.

o CHMP/SAWP/ Agency peer review (content consistency/coherence).

~ D +70 CHMP 3

. The final advice letter is adopted by the CHMP (and by the COMP in case of question on significant benefit
for PA) and sent to the Applicant

~ D +63

Please note that throughout the procedure the Agency Secretariat gives detailed instructions and
information on applicable timelines both to the Applicant and to the Coordinators.

Overview of Procedure

| 70-DAY PROCEDURE

’ D —30/-40: application ’— <« Appointment of
SAWP 0 EMA REVIEW coordinators
OF EVIDENCE
PREPARATORY MEETING =N o LoC
(optional)
l
Day -5: p— Revision of
EMA Validation request
Day 0O: Start SAWP 1 Presentation of
of procedure [ | new request -

Additional expert
appointment

Day 20 =—j < First reports

EMA QUALITY
ASSHRANCE l | FINALISATION IN 40 DAYS

—8 SAWP 2 Discussion i E

Pay 30 on first reports 1 :

Lol I CHMP- |

| f SAWP|EMA !

Day 50 il < I Joint report PEER REVIEW :

| wp | “ Eiperly I ? Final Ietterl I

SAWP 3 Discussion [ - i |

Day 60 meeting - SAWP | | Adoption of - _-}
e final letter

debriefing : :

Joint report | 1

Day 63 il < I I

CHMP - I [

SAWP|EMA ? Final letter | v |

PEER REVIEW [ [

1 b I

- Adoption of final
letter
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25. How do I prepare for a discussion meeting?

At D+30 of the procedure (see also "timetable” for obtaining scientific advice or protocol assistance)
the SAWP will discuss the Coordinators’ first reports. It will be decided at this stage whether to invite
the Applicant for a discussion meeting.

The decision to invite the Applicant will be made by the SAWP on a case-by-case basis following the
identification of the issues to be discussed with the Applicant. An invitation for discussion meeting can
be triggered by, e.g., a disagreement with the development plan proposed, divergent views among the
reviewers, the need to clarify or receive more information on the development strategy and discuss
alternative options. Discussion meetings are part of the procedure by default in case of Qualification
Advice/Opinion requests or to allow multi-stakeholders interaction in case of parallel EMA-FDA scientific
advice (PSA) or Joint Scientific Consultation with EUnetHTA.

The Agency will inform Applicants of the decision (40-day vs. 70-day procedure) at the end of the
SAWP meeting at which the first reports are discussed. Applicants will be given an indication of the
likely dates for the discussion meeting (usually day 2 and 3 of the following SAWP meeting). Applicants
should ensure at the beginning of the scientific advice procedure that, in case they are invited to a
Discussion meeting, their relevant experts are available on/around D+60 in order to participate in such
meetings.

When the need for a Discussion meeting is agreed by the SAWP, the Coordinators and other SAWP
members may nominate additional experts to participate in the meeting including patients’
representatives. In addition, the meeting will be open to all SAWP members.

A detailed list of issues to be addressed by the Applicant during the Discussion meeting will be adopted
(D+30) and sent to the Applicant following the SAWP meeting.

The list of issues is divided in two categories:
e Issues to be addressed during the Discussion meeting
e Issues to be addressed in writing by the Applicant prior to the Discussion meeting

The Applicant may also propose additional points for discussion at the meeting. These must relate to
the topics initially raised in the request submitted. Additional points should be forwarded in writing to
the Agency secretariat for the attention of the scientific officer at least a week before the meeting.

Furthermore, if upon receipt of the list of issues, the Applicant intends to present at the discussion
meeting major amendments to the development initially proposed, a document summarising the main
changes of the quality/non-clinical/clinical development programme should be provided to the Agency
two weeks in advance of the meeting.

The Discussion meeting will take place at the Agency at D+60 during the SAWP meetings (see Dates of
forthcoming SAWP meetings).

The Applicant will be informed of the exact timing of the discussion meeting approximately 10 working
days before the SAWP meeting in question. Please contact the EMA scientific officer if you wish to know
more about the preparation for the Discussion Meeting.

The Applicant’s list of participants should be forwarded to the Agency 3 working days prior to the
meeting, with the draft presentation submitted at least 3 working days before the start of the SAWP
meeting in question.

On the day of the Discussion meeting, the Applicant will be asked to bring an electronic copy (memory
stick) of the MS PowerPoint presentation.
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Since March 2020 and due to the COVID-19 pandemic, the EMA is holding discussion meetings in
virtual format only. This obviously allows for much more logistical flexibility in terms of Applicant
attendees and minor last-minute changes to the presentation besides obviating the need for travelling
to the Agency.

In most cases, 90 minutes will be allocated to each discussion meeting including: SAWP participants’
internal briefing meeting, presentation and discussion on the topics. It is advised that each issue in the
"List of Issues" document is addressed separately and that the discussion between the Applicant and
the SAWP participants follows the presentation of each separate.

All participants will be introduced by the Chairperson (one of the two Coordinators). The presentation

should focus exclusively on the list of issues sent by the Agency (after a couple of introductory slides),
unless agreed otherwise. Preliminary conclusions will be drawn at the end of the discussion meetings,

pending formal adoption of advice in the plenary SAWP/CHMP meetings.

Following the meeting with the Applicant, there will be a debriefing by the coordinators at the SAWP
plenary meeting, in order to further discuss issues and to draw conclusions.

The Applicant will receive the names of all participants of the meeting on the next day.

The Applicant will be asked to provide minutes of the meeting 2 working days after the Discussion
meeting. The minutes will be received by SAWP members, and the experts present for information.
Minutes are regarded as an Applicant's record of the meeting and will not be endorsed by the SAWP.

26. Is scientific advice/protocol assistance binding?

Applicants seeking scientific advice under Article 57-1 (n) of Regulation (EC) No 726/2004 of the
European Parliament and of the Council of 31 March 2004, or protocol assistance under Article 6 of the
Regulation on Orphan Medicinal Products (EC) 141/2000 must note that any scientific advice or
protocol assistance given is not legally binding with regard to any future marketing authorisation
application of the product concerned, either on the Agency/CHMP/COMP, or on the Applicant.

The answer given is based on the question and documentation submitted without prejudice to
evolution and developments in the state-of-the-art.

Furthermore, Applicants should note that the advice provided is without prejudice to applicable
legislation relating to the particulars and documents, which must be submitted in support of a
marketing authorisation application. It is also without prejudice to any intellectual property rights of
third parties.

When providing scientific advice or protocol assistance, the CHMP or COMP (for questions related to
demonstration of significant benefit within the scope of protocol assistance) do not pre-empt the
outcome of the evaluation of any subsequent marketing authorisation application.

Advice will be given in good faith, but circumstances could change, especially in the case of early
advice or subsequent scientific developments. In some cases, e.g., as a result of scientific
developments, an alternative approach to that advised may be preferred. In this case it is
recommended to Applicants to request a new scientific advice or protocol assistance.

However, where Applicants choose not to apply the advice, they are requested to clearly justify their
position in any subsequent marketing authorisation application.
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27. Is clarification of the scientific advice/protocol
assistance possible?

If needed, the Applicant may request a clarification after receipt of the final advice letter. This is only
intended to provide the Applicant with the opportunity to request clarification on the meaning of CHMP
advice if perceived as not being clear or precise enough. Any new information, new data, a new
Applicant’s position, or a request to amend the advice already given would normally require a new
advice rather than a clarification, as time and resources have to be organised for its evaluation.

The request for clarification shall be sent to the Agency via IRIS. The request should clearly state what
is perceived as being unclear in the scientific advice or protocol assistance letter. The request will be
reviewed by the scientific officer in charge of the procedure. Minor clarification will be addressed with
the Coordinators in writing in an expedited manner. Major clarifications will be addressed at the
following SAWP meeting.

28. Will scientific advice/protocol assistance be published?

After each CHMP, an overview of the number of final scientific advice or protocol assistance letters
adopted, with high-level information on the substance(s) (biological, chemical or other), the intended
indication(s)and the topic (pharmaceutical, non-clinical, clinical or significant benefit) is published in
the CHMP monthly highlights. The number of new requests accepted by the Committee is provided as
well. For more information please refer to the list of monthly highlights under CHMP: Agendas, minutes
and highlights | European Medicines Agency (europa.eu).

However, the scope, content and outcome of a scientific advice or protocol assistance given by the
CHMP, other than a qualification opinion, remain confidential and is not published. In addition,
scientific advice or protocol assistance outcomes will not be shared with other Applicants.

In case of a subsequent centralised marketing authorisation, a high-level summary of the scientific
advice or protocol assistance given by the CHMP for that indication is included in the EPAR, after
deletion of commercially confidential information.

The names of the scientific advice Coordinators are also mentioned.

The Scientific Advice Working Party monitors the scientific advice or protocol assistance requests to
identify where new guidelines or update of existing guidelines are needed and inform the CHMP
accordingly. The CHMP may decide on the need for the development of general or product specific
guidance to industry. Questions & Answers documents for frequently asked questions may also be
developed by the relevant working parties and published on the Agency website.

29. Is it possible to approach the European Medicines Agency
and US Food and Drug Administration (FDA) for parallel
scientific advice?

An exchange of views between the EMA and the FDA is possible and encouraged for global drug
development programmes.

If the request is submitted in a synchronised manner to the FDA and the EMA, similar procedural
timelines allow for discussion before the final decision is reached by each agency.

This exercise is not intended to provide a combined or joint advice from the two regulatory authorities
but is an opportunity for increased dialogue and possible convergence in terms of development
requirements. Each agency will provide their independent advice to the Applicant.
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These requests should preferably coincide with an End-of-Phase 2 or pre-IND meeting at the FDA.
Depending on the nature of the issues, the discussion between the agencies might take the form of an
exchange of documents, a teleconference or a videoconference. A Discussion meeting with the
Applicant will always take place.

Applicants considering using this procedure should contact both agencies as early as possible, taking
into account the general principles as published in the document: General Principles EMA FDA Parallel
scientific advice.

30. Is it possible to approach the European Medicines Agency
and Health Technology Assessment (HTA) bodies for paraliel
scientific advice?

Applications for CHMP scientific advice/protocol assistance and advice from Health Technology
Assessment bodies in parallel are possible and welcome. Please contact the EMA scientific advice
secretariat directly through the general scientific advice inbox: scientificadvice@ema.europa.eu to
arrange a discussion on this process if you are considering putting in such a request. Please see the
current Guidance on Parallel Joint Scientific Consultation incorporating EMA and the European Network
of HTAs (EUnetHTA).

This platform and guidance replace the previous Best Practice Guidance for EMA-HTA parallel scientific
advice and the associated procedure. For advice relating to HTA aspects and involvement in parallel
consultations, Applicants are also advised to consult the EUnetHTA Joint Scientific Consultation at
EUnetHTA21-JSC@g-ba.de.

31. Is it possible to involve World Health Organisation
(WHO) experts in scientific advice?

Involvement of WHO experts is possible and encouraged for global drug development programmes, in
particular for products submitted under Article 58 (EU-M4all).

The scientific advice procedures are conducted under the auspices of the confidentiality arrangement
between the European Commission, the EMA, and WHO.

When applying for Scientific Advice the need for WHO involvement can be stated in the relevant field of
the application form. If the applicant has already approached the WHO and been in contact with
specific experts these should be communicated in the same application form as a note to facilitate
logistics arrangements between the EMA and the WHO.
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