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BACKGROUND
• Health Technology Assessment Bodies (HTABs) are instrumental in decision making regarding  

the reimbursement of pharmaceuticals or recommendations for their use in health care systems. 
HTABs across Europe may require different levels and types of evidence in order conduct a health 
technology assessment (HTA).

• The National Institute for Health and Care Excellence (NICE) in the United Kingdom (UK) and the 
European Network for Health Technology Assessment (EUnetHTA), a network of HTA bodies, 
including the UK, offer manufacturers the opportunity to engage in early dialogue (ED) regarding 
specific evidence requirements for products in development. Recommendations inform evidence 
generation within and outside the clinical programme for future HTA product submissions.

CONCLUSIONS
• EUnetHTA and NICE ED services have similar process structures but differ in breadth of country 

feedback and flexibility of scope and timelines.

• The optimal time to seek ED is before initiation of main registration efficacy studies, aiding appropriate 
study design for HTA and regulatory review; this is the time at which the manufacturer will gain the 
most benefit from the ED process.

• Alternatively, ED sought during study conduct informs the approach to economic analysis.

• If the UK leaves the EU, NICE has published contingency plans for continuity of service.

• The EUnetHTA ED process involves the ED Working Party (EDWP) 
with agencies from France, Germany, Hungary, Italy, UK, Belgium, 
and The Netherlands; additional HTA bodies may participate in 
EDs as required.1 

• Countries that are not members of the EDWP are routinely 
invited to participate in EDs. The final group of HTA bodies 
participating in a specific ED will comprise the ED Committee 
(EDC). The EDC is composed of the EDWP and any other 
participating HTA bodies.1

• Figure 1 outlines the EDWP and EUnetHTA partner organisations.

• Manufacturers submit a briefing book with product and disease 
information plus specific questions on clinical and economic 
issues for HTA. EUnetHTA and NICE include the opportunity for 
face-to-face discussion and written recommendations.

EUnetHTA Process

RESULTS

OBJECTIVE
• This review compares HTA ED processes offered by EUnetHTA and NICE, provides information on 

good quality interactions for manufacturers, and describes new service options introduced by NICE, 
including contingency plans should the UK leave the European Union (EU).

METHODS
• A targeted review of literature and Internet-based sources identified the most recent information on 

ED processes provided by NICE and EUnetHTA. Both offer joint regulatory and HTA advice; this review 
focused on the HTA advice process for pharmaceutical products.
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PRIMA
• NICE also offers a service that looks specifically at the economic model. The Preliminary Independent 

Model Advice (PRIMA) service aims to provide expert independent advice to improve the quality of 
health economic models. 

• The service includes independent expert advice, identification of any flaws in structure or coding and 
advice on the transparency and usability of the model.

Source: NICE: PRIMA4

Parallel Advice With Other Payers
• NICE has set up collaboration with the Canadian HTA (Canadian Agency for Drugs and Technologies in 

Health) to provide joint advice.

• Opportunities are available for joint advice with Blue Cross Blue Shield (United States) and FINOSE 
(Norway, Sweden, Finland).

Brexit
• NICE has published steps to ensure continuity of service if the UK leaves the EU. Where NICE is part of a 

joint EUnetHTA ED, all existing contracts will be fulfilled, and NICE will provide its own advice letter and a 
NICE-specific face-to-face meeting. NICE has put a contingency plan in place to enable advice to be 
sought concurrently with advice being sought from the European Medicines Agency (EMA) or EUnetHTA.

EUnetHTA ED secretariat communicates the draft 
briefing book, annexes, and references to EDC.

Applicant sends their written responses (optional) 
to the list of issues raised by EUnetHTA to 
EUnetHTA ED secretariat (if applicable: 
notification of amended development plan with 
changes and justifications).

EUnetHTA ED secretariat shares the applicant’s 
slides with EDC.

Optional: E-meeting of the EDC (would 
replace the 2-hour EDC meeting immediately 
before the face-to-face meeting).

Applicant sends slide presentation to EUnetHTA 
ED secretariat, at least 4 full working days before 
face-to-face meeting, addressing the lists of issues 
for both HTABs and regulators. The applicant 
should group related issues together. A list of the 
applicant’s participants should be enclosed.

Finalisation of EDC written recommendations.

EUnetHTA ED secretariat sends the final 
consolidated HTA ED written answers to applicant.

Days (Calendar)Applicant HTABs

Pr
en

ot
ifi

ca
tio

n
ph

as
e/

le
tte

r o
f i

nt
en

t

Applicant submits a letter of intent, using the 
provided template, to EUnetHTA ED secretariat 
(eunethtahas@has-sante.fr).

Selection and prioritisation of product by EDWP, 
general eligibility check by EDWP in 5 working 
days. EDWP decision on eligibility communicated 
to applicant by EUnetHTA ED secretariat. Final 
composition of EDC communicated to applicant 
by EUnetHTA ED secretariat (approximately 
10 working days).
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Applicant submits the draft briefing book, 
annexes, and references simultaneously 
to the EUnetHTA ED Secretariat.

Submission: Applicant sends two versions 
of the final briefing book to EUnetHTA 
ED secretariat in response to the request 
for clarification. One version should be in 
“track changes” mode, and the other 
should be “clean.”

EUnetHTA ED secretariat sends the consolidated 
EDC request for clarification to the applicant with 
instructions for preparing the final briefing book.

Validation of final briefing book. EUnetHTA 
ED secretariat confirms reception to the 
applicant. EUnetHTA ED secretariat shares 
the final briefing book with EDC members.
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EDC identifies and exchanges list of issues 
(e-meeting). EDC starts to discuss the draft 
written positions.

Finalization of list of issues: EUnetHTA ED 
secretariat sends the list of issues to the applicant.

Written request for clarification and further 
justification of planned methods, etc.

Submission and validation of final 
briefing book

Applicant’s response to list of 
issues (optional)
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EUnetHTA ED secretariat distributes the 
applicant’s written response (if applicable) to EDC.
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EDC scientific coordinator. The chair for the 
HTABs will be the EDC scientific coordinator. 
Closed HTAB morning session (2 hours): 
discussion among EDC (if no EDC e-meeting 
has occurred at Day +55/ D +59), chaired by the 
EDC rapporteur. Afternoon session (maximum 
3 hours): face-to-face meeting of EDC with the 
applicant. The applicant addresses issues that 
were identified by EDC. An interactive discussion 
follows on the issues. The EDC scientific 
coordinator presents common positions, other 
EDC members, and, if applicable, patient 
representative(s) to present individual positions.
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NICE Process and Services
• NICE employs a similar overall process and in April 2019 introduced different options, including an 

express service, a choice of more limited expert review, and opportunities for parallel consultation with 
other payers.
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Applicant drafts briefing book and submits to the 
EMA and EUnetHTA

EUnetHTA sends compiled written requests for
clarification to EDMA and applicant

Applicant submits final briefing book

EUnetHTA sends list of issues to applicant and applicant responds

Face-to-face meeting

Final written recommendations

Applicant submits the same briefing package to NICE

NICE sends written requests for clarification and
applicant provides response

Applicant submits the same final briefing package

Exchange list of issues and applicant writes responses

Face-to-face meeting to discuss NICE issues with
EUnetHTA and EMA recommendations

Send final advice report

EUnetHTA/EMA NICE

The whole process takes 85 days.
NICE can o�er options where the face-to-face meeting takes place on the same 
day as the EUnetHTA face-to-face meeting or shortly afterward. There is also an 
option for meetings to take place via video conference or teleconference.

Figure 2. Process for EUnetHTA Early Dialogue

Figure 4. NICE Scientific Advice Concurrent European Service

Figure 3a. NICE Standard Advice

Figure 3b. NICE Express Advice

Figure 1. EUnetHTA Core Countries and Expanded List

Source: EUnetHTA: Procedure description for EUnetHTA Multi-HTA Early Dialogues for Pharmaceuticals. 2019: Available at: https://
www.eunethta.eu/wp-content/uploads/2018/03/Multi-HTA-Pharma-Procedure_180227.pdf. Accessed 5 September 2019.

Source: NICE5

Source: NICE2

Source: NICE3

REFERENCES
1.  EUnetHTA. 2019. Available at: https://www.eunethta.eu/services/early-

dialogues-for-pharmaceuticals/#_ftn1. Accessed 10 September 2019.
2.  NICE. Standard scientific advice. 2019. Available at: https://www.nice.org.uk/

about/what-we-do/life-sciences/scientific-advice/standard-scientific-advice-
process. Accessed 16 September 2019.

3.  NICE. Express scientific advice. 2019. Available at: https://www.nice.org.uk/
about/what-we-do/life-sciences/scientific-advice/express-scientific-advice. 
Accessed 16 September 2019.

4.  NICE. Preliminary Independent Model Advice (PRIMA). 2019. Available at: 
https://www.nice.org.uk/about/what-we-do/life-sciences/scientific-advice/
prima. Accessed 17 September 2019.

5.  NICE. Scientific advice if the UK leaves the European Union. 2019. Available 
at: https://infogram.com/1p3mg6r1w0ke09a0qjlep510ldbddlrn1md?live. 
Accessed 17 September 2019.

CONTACT INFORMATION
Anne Heyes, MBA 
Vice President,  
Head Market Access and Outcomes Strategy - Europe

RTI Health Solutions
Manchester, United Kingdom

Phone: +44.161.447.6006
E-mail: aheyes@rti.org

First contact

First contact

Applicant contacts NICE to discuss requirements. 
Applicant answers a series of preliminary questions 
about their product. NICE agrees to a timeline and 
sends the standard contract.

Applicant contacts NICE to discuss requirements. 
The applicant answers a series of preliminary 
questions about their product. NICE agrees to a 
timeline and sends applicant its standard contract.

1

1

Applicant signs and returns the contract

Applicant signs and returns the contract

This must happen before the agreed submission date 
for the draft briefing book.

This must happen before the agreed submission 
date for the draft briefing book.

Applicant sends NICE their draft briefing book

Applicant sends NICE their draft briefing book

This is the key document around which the project is 
centered. A briefing book template for pharmaceutical 
companies is available. 

This is the key document around which the  
project is centered. A briefing book template  
for pharmaceutical companies is available. 

NICE sends the applicant a quote

NICE sends the applicant a quote

Based on the content of the draft briefing book,  
NICE sends an initial quote for the project. There is 
opportunity to make any changes to the briefing  
book before submitting the final version.

Based on the content of the draft briefing book,  
NICE sends an initial quote for the project. There  
is opportunity to make any changes to the final  
briefing book before submitting the final version.

Week 1

Week 1

NICE confirms the project fee

NICE confirms the project fee

NICE sends the applicant an updated contract

NICE send the applicant an updated contract

Week 6: NICE may ask some clarification 
questions about the product development plans

Week 2: NICE may ask some clarification 
questions about the product development plans

Applicant submits final briefing book.

Applicant submits final briefing book.

Once NICE has reviewed the final briefing book,  
it confirms the fee. This may differ from the initial  
quote if any changes were made.

Once NICE has reviewed the final briefing book,  
it confirms the fee. This may differ from the initial 
quote if any changes were made.

NICE updates the contract with the confirmed  
project fee and sends the applicant a copy for  
their records.

NICE updates the contract with the confirmed project 
fee and sends the applicant a copy for their records.

Having identified and spoken to its panel of experts, 
NICE may ask the applicant to clarify or provide  
further information on certain details in the briefing 
book. Applicants will have approximately 2 weeks  
to respond.

Having identified and spoken to its panel of experts, 
NICE may ask the applicant to clarify or provide  
further information on certain details in the briefing 
book. Applicants will have 1 week to respond.

Week 10: Meeting with NICE and a panel  
of experts

Week 6: Meeting with NICE and a panel  
of experts

Applicant and their team visit the NICE offices in  
either Manchester or London for a 3-hour, face-to-face 
meeting. This is an exploratory open discussion of the  
key issues NICE has identified in the applicant’s briefing  
book and helps NICE formulate its answers for the final 
advice report.

Applicant and their team visit the NICE offices in  
either Manchester or London for a 3-hour, face-to-face 
meeting. This is an exploratory open discussion of the  
key issues NICE has identified in the applicant’s briefing  
book and helps NICE formulate its answers for the final 
advice report.

Week 18: NICE sends advice report

Week 12: NICE sends advice report

This is a detailed report with background, relevant  
case history, and a comprehensive written response  
to each question posed in the briefing book. NICE  
asks that a further 2 weeks is allowed if the project  
is classified as large.

This is a detailed report with background, relevant  
case history, and a comprehensive written response  
to each question posed in the briefing book. NICE  
asks that a further 2 weeks is allowed if the project  
is classified as large.

Clarification stage (optional)  
(3 weeks after advice report)

Clarification stage (optional)  
(2 weeks after advice report)

Applicants can send NICE any clarification questions  
they have about the report. These questions are  
to clarify the meaning of the advice and cannot be  
requests for new information. Further follow-up  
advice can be arranged for an additional fee. 

Applicants can send NICE any clarification questions  
they have about the report. These questions are  
to clarify the meaning of the advice and cannot be  
requests for new information. Further follow-up  
advice can be arranged for an additional fee. 

Week 7 after advice report

Week 3 after advice report

NICE responds to the applicant’s clarification 
questions in writing.

NICE responds to the applicant’s clarification 
questions in writing.
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