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1 Background

Health technology assessment (HTA) is the “systematic evaluation of the properties and effects of
a health technology, addressing the direct and intended effects of this technology, as well as its
indirect and unintended consequences”.! This is accomplished by evaluating health technologies
for their clinical effectiveness, cost-effectiveness, safety, social and economic characteristics. The
aim of HTA is to make evidence-based decisions about public funding of health technologies, for
example, whether to place health technologies on national formularies. Health technologies include
pharmaceuticals, diagnostic tests, medical devices and procedures.

When HTA was developed, 40 years ago, it was intended to assess all the implications of using a
health technology, and explicit questions were developed for patients and families.? These forms of
HTA that study a range of impacts of a health technology (i.e., clinical and cost-effectiveness, safety,
patient and social, legal and ethical aspects) are often called ‘full HTA’ or ‘comprehensive HTA'.2
As HTA has evolved and been used to inform reimbursement and coverage decisions,
comprehensive assessments are less common. In many jurisdictions, focus has been placed on
clinical effectiveness and cost-effectiveness, allowing for HTAs to be conducted more efficiently and
in larger numbers than comprehensive HTA allows.

Systematic research on patients’ perspectives and experiences has sometimes been replaced by
processes to help patients participate in HTA. Research into patient perspectives and patient
participation are complementary, and both serve as the basis for how patient involvement in HTA
could be defined.? Patient involvement is important because it allows for the identification of
medical needs from the unique patient perspectives. Doing so supports the interpretation of the
clinical evidence base and informs the value judgements that are inherent throughout the HTA
process.?*

By “patient”, we refer to anyone who has direct experience of living with the condition being studied
in the HTA or who may be eligible to receive the technology (e.g., specific members of the public
who might be invited for vaccination or to undertake a diagnostic intervention). This can include
individuals who have had or have the condition, informal caregivers (sometimes called “carers”) and
voluntary groups that advocate for patients. The term “involvement”, although widely used, may be
understood in different ways in different countries and alternative terms such as engagement,

1 HTAGIossary.net. Health Technology Assessment (HTA) 2017. Available from: http://htaglossary.net/health
+technology+assessment+%28HTA%29. Accessed 27 Sept 2017.

2 Facey, K. M., Ploug Hansen, H., & Single, A. N. V. (Eds.). (2017). Patient Involvement in Health Technology Assessment. Singapore:
Springer Singapore. http://doi.org/10.1007/978-981-10-4068-9.

3 EUnetHTA. EUnetHTA joint action 2, work package 8. HTA Core model® version 3.0 (pdf).

Copenhagen: EUnetHTA. 2016. Available from: http://eunethta.eu/sites/5026.fedimbo.belgium.beffiles/

HTACoreModel3.0.pdf. Accessed 27 Sept 2017.

4 Facey, K., Boivin, A., Gracia, J., Hansen, H. P., Lo Scalzo, A., Mossman, J., & Single, A. (2010). Patients’ perspectives in health
technology assessment: A route to robust evidence and fair deliberation. International Journal of Technology Assessment in Health
Care, 26(3), 334-340. http://doi.org/10.1017/S0266462310000395
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participation and empowerment may be used.® According to the definition given by the HTAI Interest
Group for Patient and Citizen Involvement in HTA,® patient involvement in HTA encompasses 2
distinct, but complementary ways, in which HTAs could be strengthened by taking account of
patients’ perspectives.? That is, research into patient aspects (patients’ experiences, preferences,
perspectives) and patient participation in the HTA process. This is also the definition we will use
throughout this report.

There are 2 main sets of reasons for involving patients in HTA. The first set of reasons focuses on
transparency, legitimacy and fairness in decision making.”®° Patient participation is viewed as a
means of enhancing trust in the HTA decision-making process and acceptance of the resulting
decisions. As it is impossible to please everyone when making difficult reimbursement decisions,
building trust and respect in the decision-making process is essential. A fair process for resource
allocation requires transparency about the reasons underlying the decisions.® Finally, the
involvement in the decision-making process of those who are affected by the decision, is a basic
democratic principle.°

The second set of reasons relates to the patients’ evidentiary contributions. Patients are seen as
contributors of valuable first-hand experiential knowledge of living with a particular health condition;
they have experience with the health technology under assessment, or currently available
technologies, the use of associated health services, and associated benefits, risks and side effects;
and finally they have a clear view on what are their unmet needs.**11213 This is where the distinction
between patients and the general public becomes clear, as it is only the patients and possibly their
carers who have this personal knowledge and are able to provide this kind of information. Studies
from the United Kingdom indicate that people with a chronic iliness spend around 10 hours per year
with health professionals; whereas, they spend 6,000 hours self-managing their condition.** lliness,
especially chronic illness, is one part of that person’s life and their families’ lives. In the real world,

® Barello S, Graffigna G, Vegni E, Bosio AC. The challenges of conceptualizing patient engagement in health care: a lexicographic
literature review. J Participat Med. 2014;6:€9.

6 HTAI. HTAiI values and quality standards for patient involvement in HTA. (2014). Available  from:
http://www.htai.org/fileadmin/HTAI_Files/ISG/Patientinvolvement/v2_files/Info/PCISG-Info-PosterValuesandStandards-30-Jun14.pdf.
Accessed 27 Sept 2017.

" Drummond M, Tarricone R, Torbica A. Assessing the added value of health technologies: reconciling different

perspectives. Value Health. 2013;16:S7-13.

8 Daniels N. J Decisions about access to health care and accountability for reasonableness. Urban Health. 1999;76(2):176-91.

9 Sandmanb, L. (2016). Patient involvement in HTA — ethical rationales and implications. In ISPOR EU. Available from:
https://www.ispor.org/Event/GetReleasedPresentation/834. Accessed 27 Sept 2017.

10 Delbanco T, Berwick D, Boufford J, Edgman-Levitan S, Ollenschldager G, Plamping D, Rockefeller R. Healthcare in a

land called PeoplePower: nothing about me without me. Health Expect. 2001;4(3):144-50.

1 Facey, K. M. (2011). Patient involvement in HTA: What added value? Pharmaceuticals, Policy and Law, 13(3,4), 245-251.
http://doi.org/10.3233/PPL-2011-0329.

12 Berglas, S., Jutai, L., MacKean, G., & Weeks, L. (2016). Patients’ perspectives can be integrated in health technology assessments:
an exploratory analysis of CADTH Common Drug Review. Research Involvement and Engagement, 2(1), 21.
http://doi.org/10.1186/s40900-016-0036-9.

13 Rowland, P., McMillan, S., McGillicuddy, P., & Richards, J. (2017). What is “the patient perspective” in patient engagement programs?
Implicit logics and parallels to feminist theories. Health:: An Interdisciplinary Journal for the Social Study of Health, lliness and Medicine,
21(1), 76-92. http://doi.org/10.1177/1363459316644494.

14 Health Innovation Forum. Raising the bar on health system performance: patients as partners (2015). Available from:
http://www.healthinnovationforum.org/wp-content/uploads/2014/01/Patients-as-partners 2015.pdf. Accessed 29 Sept 2017.
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the iliness, as lived, may differ from the disease as described in the evidence-based guidelines and
the outcomes measured in clinical trials.*®

The variation in HTA submission and evaluation processes between countries makes it complex to
navigate for patients and/or patient groups. This may limit and discourage initiatives to engage in
the HTA process and potentially impact their ability to have a meaningful impact on drug
reimbursement decisions. Therefore, historically, patient involvement in HTA process and decision-
making has not been extensive. However, such involvement is growing internationally with initiatives
and projects providing insights both to patients and industry on how this could possibly be done
effectively. Such initiatives include the PREFER (Patient PREFERences) project which aims to
establish recommendations to support development of guidelines for industry, regulatory authorities,
and HTA bodies on how and when to include patient perspectives on benefits and risks of medicinal
products;® the Patients Involved in National Institute of Clinical Excellence’s (PIN) (NICE) coalition
of over 80 patient organisations, which is committed to enabling patient groups to engage
productively with NICE;! the European Patient’'s Academy on Therapeutic Innovation (EUPATI) —
project which aimed to develop educational material, training courses, and a public Internet library
to educate patient representatives and the lay public about all processes involved in medicines
development.*® In the year 2016, EUPATI published a guidance covering the patient involvement in
HTA.® Figure 1 and Figure 2 depict the suggested patient involvement activities for general HTA
processes and for individual HTAs, respective, by EUPATI. 1°

15 Greenhalgh, T., Snow, R., Ryan, S., Rees, S., & Salisbury, H. (2015). Six “biases” against patients and carers in evidence-based
medicine. BMC Medicine, 13(1), 200. http://doi.org/10.1186/s12916-015-0437-x

16 PREFER project. Including the patient perspective. Available from: http://www.imi-prefer.eu/about/. Accessed 27 Sept 2017.

17 NICE. Patients Involved in NICE (PIN). (2017) Available from: https://www.nice.org.uk/about/nice-communities/public-involvement/pin
Accessed 27 Sept 2017.

18 EPF. What We Do. EUPATI project (2017). Available from :http://www.eu-patient.eu/whatwedo/Projects/EUPATI/. Accessed 27 Sept
2017.

19 EUPATI. Guidance for patient involvement in HTA. (2016). Available from: https://www.eupati.eu/health-technology-
assessment/quidance-for-patient-involvement-in-hta/. Accessed 27 Sept 2017.
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patients and their impact.
Hold meetings in public
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Provide glossaries.
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process (use consensus methods).
Include patients as committee lay

members.

Provide sitting fees/one-off payments
and reimbursement of costs.

Help with travel/ accommodation
arrangements.

Develop peer support groups for
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Figure 1 Suggested patient involvement activities for general HTA processes, according to the

EUPATI®
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assessment. scope: via templates & outcome report.
at consultation Invite written submissions &
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patients. versions of HTA outcome &
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Patient involvement activities

Issue exit questionnaires to
review patient involvement.

Figure 2 Suggested patient involvement activities for individual HTAs, by EUPATI®®
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In addition, the Patient Focused Medicines Development (PFMD) group, established in the year
2015, is an open, independent multinational coalition, based on expertise and commitment to
develop and drive implementation of patient engagement (PE).2° PFMD’s overarching goal is to
work with patients and other stakeholders to co-create and drive implementation of an integrated,
efficient, measurable and robust meta-framework to deliver a consistent approach to patient
involvement. In light of this goal, a mapping tool, i.e. a dynamic user- populated platform, has been
developed that categorizes and ‘maps’ existing initiatives and frameworks to provide snapshot views
of the patient engagement landscape through different stakeholder perspectives.?

Lastly, on September 2016 the European Commission launched a new initiative that addresses the
guestion whether and how to continue HTA cooperation at the European Union (EU) level beyond
the year 2020.22 In this context, the Commission launched an open public consultation which ran
from 21 October 2016 until 13 January 2017, aiming to gather detailed views and opinions regarding
the future of the EU cooperation on HTA. The results of this HTA consultation confirmed the need
for a sustainable EU collaboration on HTA beyond the year 2020, echoing the European Patients'
Forum’s (EPF) recommendations on stronger and deeper cooperation between European Member
States.?

Involving patients and patient organisations in the HTA process can prove to be challenging due to
diverse and conflicting stakeholder interests. However, these challenges provide a window of
opportunities for the patient community across Europe to rethink patient involvement in HTA.Z
Some Members States already do involve patients in their HTA processes, while many others limit
involvement to specific cases, or others do not do it at all, resulting in the absence of patients’ views
when it comes to reimbursement decisions.?

EPF suggests that EU-wide collaboration in HTA might look like opening the Pandora box because
of this scattered landscape, but it could also lead to a much improved and efficient approach: local
and national good practices exist and can be replicated, and tools are available to rethink and
standardize principles of patient involvement across Europe.??

Neurological Disorders

Neurological disorders are diseases of the brain, the spinal cord, the cranial nerves, the peripheral
nerves, the nerve roots, the autonomous nervous system, the neuromuscular junction, and the
muscles.?* They can be categorized according to either the primary location affected, the primary

2 patient focused medicine development (PFMD). Available from: http:/patientfocusedmedicine.org/ Accessed 9 Oct 2017.

21 Synergising Patient Engagement (SYNAPSE). Available from: https://involvement-mapping.patientfocusedmedicine.org/ Accessed 9
Oct 2017.

2 European Commission. Strengthening of the EU cooperation on Health Technology Assessment (HTA). Online public consultation
report (2017). Available from: https://ec.europa.eu/health/technology assessment/consultations/cooperation_hta_en. Accessed 9 Oct
2017.

2 EPF. HTA: Advancing Towards EU Collaboration (2017). Available from: http://www.eu-patient.eu/News/News/hta-advancing-
towards-eu-collaboration/. Accessed 9 Oct 2017.

2 World Health Organisation (2017) What are neurological disorders?. Available from: http://www.who.int/features/qa/55/en/ Accessed
8 Oct 2017.
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type of dysfunction involved, or the primary type of cause. The broadest division is between central
nervous system (CNS) disorders and peripheral nervous system (PNS) disorders.

Neurological disorders result in several quality of life impacts for patients, their families, and
healthcare systems. Fatigue is one of the most debilitating symptoms of several neurological
disorders.?® Some conditions, such as multiple sclerosis, are associated with a number of other
symptoms like depression, bowel and bladder dysfunction, weakness, impaired mobility, cognitive
problems, and sexual dysfunction.?627.2 These symptoms and others, such as pain and discomfort,
have pronounced effects on a patient’s ability to take care of themselves, remain active, and stay
employed 2°° and be productive at work.3! For patients with Alzheimer’s disease, memory loss and
cognitive impairment are prominent symptoms that can lead to difficulty making decisions,
alterations in behaviors, irritability, apathy, verbal and physical aggression, delusions and
hallucinations. Oftentimes, Alzheimer’s disease is associated with family distress and financial
losses.®? In many respects, the quality of life of caregivers is also a concern.® Unlike cancer or
cardiovascular diseases, neurological and pain conditions are not widely recognized and
understood by the general population. This can lead to stigma that may prevent people from seeking
help quickly, because of the possible negative social consequences.?*

As a group, neurological disorders cause a much higher burden than digestive diseases, respiratory
disease and malignant neoplasms.® In Europe, disorders of the brain and mental disorders
contribute to 26.6% of the total all-cause burden, corresponding to a greater proportion compared
to other regions of the world. A report published in the year 2010 revealed, that the 4 most disabling
single conditions were depression, dementias, alcohol use disorders, and stroke.*® Neurological
disorders are the biggest economic challenge for European healthcare, costing €800 billion each

% Penner Iris Katharina & Friedemann Paul. Fatigue as a symptom or comorbidity of neurological diseases. Nature Reviews
Neurology; 2017:13,662-675.

2 Tullman MJ. A review of current and emerging therapeutic strategies in multiple sclerosis. Am J Manag Care. 2013;19(2 Suppl):S21-
S27.

27 Mclntosh-Michaelis SA, Roberts MH, Wilkinson SM, et al. The prevalence of cognitive impairment in a community survey of multiple
sclerosis. Br J Clin Psychol. 1991;30(Pt 4):333-348.

2 | ew-Starowicz M, Rola R. Sexual dysfunctions and sexual quality of life in men with multiple sclerosis. J Sex Med. 2014;11(5):1294—
1301.

2 Hadjimichael O, Kerns RD, Rizzo MA, et al. Persistent pain and uncomfortable sensations in persons with multiple sclerosis.
2007;Pain:127,35-41.

30 Brundin L, Kobelt G, Berg J, et al. New Insignts into the burden and costs of multiple sclerosis in Europe: Results for Sweden.
2017;Multiple Sclerosis Journal:23(2S),179-191.

31 Glanz BI, Degano IR, Rintell DJ, et al. Work productivity in relapsing multiple sclerosis: Associations with disability, depression,
fatigue, anxiety, cognition and health-related quality of life. Value in Health;2012:15(8);1029-1035.

32 Edersheim J, Murray ED, Padmanabhan JL, et al. Protecting the health and finances of the elderly with early cognitive impairment. J
Am Acad Psychiatry Law. 2017;45:81-91.

33 Piersol CV, Canton K, Connor SE, et al. Effectiveness of interventions for caregivers of people with Alzheimer’s disease and related
major neurocognitive disorders: A systematic review. Am J Occup Ther;2017:71(5), 7105180020p1-7105180020p10. doi:
10.5014/ajot.2017.027581.

34 WHO. Neurological Disorders: public health challenges. 2016. Available from:

http://www.who.int/mental health/neurology/neurological disorders_report web.pdf.

Accessed 8 Oct 2017

35 World Health Organisation. Chapter 2: Global burden of neurological disorders: estimates and projections. Available from:
http://www.who.int/mental health/neurology/chapter 2 neuro_disorders _public h challenges.pdf?ua=1

Accessed 8 Oct 2017.

36 Wittchen HU, Jacobi F, Rehm J et al. The size and burden of mental disorders and other disorders of the brain in Europe 2010.
ECNP/EBC Report 2011. Available from:
https://www.ecnp.eu/~/media/Files/ecnp/communication/reports/ECNP%20EBC%20Report.pdf

Accessed 8 Oct 2017.
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year, -6% of gross domestic product (GDP). Chronic pain may cost an additional 3% of GDP.3" The
World Health Organisation (WHO) has calculated that the disability-adjusted life years (DALYS),
from neurological diseases, will rise from a projected 95 million in the year 2015 to 103 million in the
year 2030.%® The number of people living with dementia worldwide is estimated to reach 135.46
million in the year 2050.%° Despite significant advances in brain research in recent decades, many
functions of the brain are still not fully understood.*® There is a high failure rate; only 8% of CNS
drug candidates succeed compared to 15% in other disease areas. Moreover, clinical development
time is one third longer than for other clinical areas and many companies specializing in drug
development for neurological disorders are currently downsizing or closing their operations.*

Research and funding for neurological research faces unique challenges that need to be addressed
through integrated, coordinated, and co-operative efforts at the European and national levels. For
example, the most impactful symptoms and markers of disease progression cannot be directly
measured. Instead, they must be investigated by providing patients and their caregivers with
opportunities to describe everyday life experiences with symptoms, everyday life impacts, the
effectiveness of treatment, the management of side effects of treatment, the journey through
treatment changes and the progression of their disease. Through qualitative interviews#24344:45
patients can provide invaluable insight on the frequency, the severity and the duration of symptoms
and how they impact ability to work, to interact with friends and family, to care for themselves and
their children, and to perform activities of daily living (e.g., household chores, bathing, dressing, and
grooming). In addition, patients can inform researchers and medical professionals of the relative
importance of certain symptoms and impacts compared to others, and the degree to which they are
burdensome to cope with on a day-to-day basis.

ST EFNA. Book of Evidence. Available from: http://issuu.com/efna/docs/book-of-evidence-issuu/1?e=13518211/11530120

Accessed 8 Oct, 2017

38 BrainFacts.org, Brain Disease in Europe, November 2013; Olesen J et al.: The economic cost of brain disorders in Europe.
European Journal of Neurology 2012, 19: 155-162; WHO: Neurological Disorders: Public Health Challenges, Chapter 2, Global Burden
of Neurological Disorders. Estimates and Projections; WHO Atlas, Country Resources for Neurological Disorders

% Alzheimer’s Disease International. The global voice on dementia: Policy Brief for Heads of Government: The global impact of
dementia 2013-2050. Available from:https://www.alz.co.uk/research/GloballmpactDementia2013.pdf. Accessed 31 Oct 2017.

40 EFNS/ENS Joint Congress of European Neurology: 31 May — 3 June 2014, Istanbul. Available from:
https://www.eaneurology.org/copenhagen2016/fileadmin/_migrated/content uploads/E-

Burden_from_neurological diseases is_underestimated-Free.pdf

Accessed 8 Oct, 2017.

41 Brain Mind Pain. Member of the European Parliament: Interest Group on Brain, mind, and pain. The Book of Evidence. Available
from: file:///C:/Users/fsowell/Documents/17116/book-of-evidence-EFNA.pdf. Accessed 31 Oct, 2017.

42 Lyles JS, Dwamena FC, Lein C, and Smith, RC. Evidence-based patient-centered interviewing. JCOM 2001; 8(7). Available at:
http://www.turner-white.com/pdf/icom_jul01 interview.pdf (link is external) [Last accessed: August 2017].

4 Agee, J. Developing qualitative research questions: a reflective process. International Journal of Qualitative Studies in Education,
2008; 22:4, 431-447.

4 Thornberg, Robert and Charmaz, Kathy (2011) 'Grounded theory', in Lapan, S.D., Quartaroli M.T. and Reimer F.J. (eds.), Qualitative
Research: An Introduction to Methods and Designs. San Francisco, CA: John Wiley/Jossey—Bass. pp. 41-67

4 Lasch KE, Marquis P, Vigneux M. PRO development: Rigorous qualitative research as the crucial foundation. Qual Life Res 2010;
19(8):1087-96.
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Patient-reported outcome (PRO) measures, developed on the basis of patient input, can provide
useful tools to measure patient experiences with disease and with treatment“54” However, for
patients with neurological conditions such as dementia, the person caring for the patient during the
day and during the night can provide additional essential testimonies about the difficulties
experienced by patients. In this case, PROs cannot be used. Instead, observer-reported outcome
(OBS-RO) measures can be useful but valid and reliable instruments are not always available.

Furthermore, many neurological disorders lead to long-term disabilities.®* For instance, in stroke
patients, half of the patients surviving for 3 months after their stroke, will be alive 5 years later, and
one third will survive for 10 years. Approximately 60% of survivors are expected to recover
independence with self-care, and 75% are expected to walk independently. However, it is estimated
that 20% of stroke patients will require institutional care. Many patients will at some point need
assistance either by family, a close friend, or paid attendant. Long-term care and assistance for
physical and psychosocial adjustment are also needed for other neurological disorders.

The European Federation of Neurological Associations (EFNA), a non-profit organisation which
brings together several neurological patient advocacy groups, aims to help patients engage in HTA
submissions and evaluations. In the year 2016, EFNA launched its Training Initiatives for
Neurological Advocates (TINA). In an effort to meet its member organisations’ demand to equip
patients with the knowledge and know-how to effectively participate in the generation of patient
evidence and participate in HTA decision-making, EFNA has an interest in documenting current
patient engagement systems and procedures, which are currently organised in European countries.
The landscape assessment presented in this report focuses on patient engagement in 6 European
countries: UK, France, Germany, Poland, Sweden, and Spain.

46 patrick DL, Burke LB, Gwaltney CJ, et al. Content validity - Establishing and reporting the evidence in newly-developed patient-
reported outcomes (PRO) instruments for medical product evaluation: ISPOR PRO good research practices task force report: Part 1 -
Eliciting concepts for a new PRO instrument. Value Health 2011;14; 967-977.

47 patrick DL, Burke LB, Gwaltney CJ, et al. Content validity - Establishing and reporting the evidence in newly-developed patient-
reported outcomes (PRO) Instruments for medical product evaluation: ISPOR PRO good research practices task force report: Part 2 —
Assessing respondent understanding. Value Health 2011;14; 978-988.
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2 Objectives

The objective of this report is to describe how HTA processes in Sweden, the United Kingdom,
France, Germany, Poland and Spain currently take into account the patient perspective in the
context of neurological disorders. More specifically, this research focuses on identifying the
interactions of patients and groups advocating for neurological disorders with HTA agencies and
the specificities of the submission and decision-making process that characterizes these
interactions in each country.

2.1 Research Questions

To empower patient advocacy groups (PAGS), EFNA would like to conduct research that will help
gain a better understanding of:

1. How are patients and PAGs allowed to interact with HTAs and what characterizes these

interactions?

How do these interactions currently influence/impact HTA decisions?

3. How are PAG involvement perceived by HTA experts/PAGs? What could influence these
perceptions?

4. How do interactions between PAGS and HTAs, the decision-making process, and
perceptions regarding PAG/HTA interactions apply to neurological disorders?

>
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3 Methodology

A targeted literature search was performed to identify sources of information on the involvement of
patients in the HTA process in Sweden, UK, France, Germany, Poland and Spain. We reviewed
bibliographic databases of life sciences and biomedical information and grey literature. The
accessed sources are presented in Table 1.

Table 1 Sources

Bibliographic databases

ProQuest® MEDLINE®
Embase®
HTA websites

Sweden Governmental HTA body: Tandvards- och lakemedelsformansverket, (TLV)
(non-governmental: Statens beredning foér medicinsk och social utvardering,
SBU)
Economic evaluations based on general guidelines issued by the TLV
Center for Medical Technology Assessment (CMT)

UK Governmental HTA bodies: NICE (and National Institute for Health Research
Evaluation, Trials and Studies Coordinating Centre [NETSCC])
Economic evaluation requirements for medicinal products can be found on the
website of the National Coordinating Centre for Health Technology
Assessment (NCCHTA) as well as NETSCC

France Governmental HTA body: Haute Autorité de Santé (HAS)
No official HTA guidelines available; however, health economic evaluation
methodologies were published by the HAS which are updated regularly

Germany Governmental HTA agency: Institut fur Qualitat und Wirtschaftlichkeit im
Gesundheitswesen, (IQWIG)
Economic evaluations based on methods issued by the IQWIG (German only)

Poland Governmental HTA body: Agency for Health Technology Assessment and
Tariff System (Agencja Oceny Technologii Medycznych | Taryfikacji, AOTMIT)
Economic evaluations based on guidelines issued by the AOTMIT

Spain Governmental HTA bodies: Instituto de Salud Carlos Il (ISCIII) (national level)
and various regional HTA agencies
No official health economic guidelines available but recommendations on
economic evaluation
The Spanish Network for HTA: Agencias y Unidades de Evaluacion de
Tecnologias Sanitarias (AUNETS)

Regional HTA bodies  Catalufia: Health Quality and Assessment Agency of Catalonia (Agencia de

in Spain Qualitat i Avaluacid Sanitaries de Catalunya, AQUAS)
Andalucia: Andalusian Health Technologies Assessment Agency (Agencia de
Evaluacion de Tecnologias Sanitarias de Andalucia, AETSA)
Aragoén: Aragon Health Sciences Institute (Instituto Aragonés de Ciencias de la
Salud, IACS)
Basque: Health Technologies Assessment Service (Osasun Teknologien
Ebaluazioko Zerbitzua, Pais Vasco, OSTEBA)
Galicia: Galician Health Technology Assessment Agency (Axencia de
Avaliacién de Tecnoloxias Sanitarias de Galicia, AVALIA-T)
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Madrid: Madrid’s Technologies Assessment Unit within the Agency Lain
Entralgo (Unidad de Evaluacion de Tecnologias Sanitarias, UETS)

Canary: Canarian Health Assessment Service (Servicio de Evaluacién del
Servicio Canario de Salud, SESCS)

Other websites

HTAI Health Technology Assessment International

INAHTA The International Network of Agencies for Health Technology Assessment
EuNetHTA European Network for Health Technology Assessment

ISPOR International Society for Pharmacoeconomic and Outcomes Research
Euroscan International Information Network on New and Emerging Technologies
EUPATI European Patient's Academy

EPF European Patients Forum

Targeted google searches

All searches were aimed to identify descriptions of patient engagement with a focus on neurological
diseases. The keywords used in searches to identify relevant publications include: “patient
engagement”, "patient empowerment", "patient involvement”, "patient participation”, "patient input”,
"patient focused", "patient centered", "patient centric", "patient centeredness"”, "patient oriented"
combined with search terms for "health technology assessment", "economic evaluation", "economic
assessment”, "reimbursement decision", "decision making" or "drug development" and "outcome(s)

research".

Search terms for neurological conditions were also used to narrow down our search when the
search engine allowed it. These terms include: “heurological disorders”, “neurological conditions”,
“epilepsy”, “Alzheimer disease”, “dementia”, ‘cerebrovascular diseases”, including “stroke”,
‘migraine” and other ‘headache disorders”, ‘multiple sclerosis”, “Parkinson's disease”,
“neuroinfections”, “brain tumours”, “traumatic disorders of the nervous system” due to head trauma,
and neurological disorders as a result of malnutrition.*® Additional terms include: “amyotrophic
lateral sclerosis” (ALS), “arteriovenous malformation”, “brain aneurysm”, “dural arteriovenous

fistulae”, “memory disorders”, “peripheral neuropathy”, “post-herpetic neuralgia” and “spinal cord
tumor”,4°

All the studies resulted from the search in the databases, were screened first based on their title
and abstract. All studies identified as eligible during title/ abstract screening were then screened at
a full-text stage for their relevance to the research questions. The full-text studies identified at this
stage were included for a top-line data extraction including citation details, study objective, country,
and indication of which of the 4 research questions the information provided in the article can
answer.

48 WHO. What are neurological disorders? (2016). Available from: http://www.who.int/features/qa/55/en/. Accessed 23 Oct, 2017
4 UCSF. Neurological Disorders. Conditions. Available from: https://www.ucsfhealth.org/conditions/neurological_disorders/. Accessed
23 Oct 2017
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https://www.ucsfhealth.org/conditions/memory_disorders/index.html
http://www.who.int/features/qa/55/en/
https://www.ucsfhealth.org/conditions/neurological_disorders/

4 Results

This chapter describes the results of this review, by answering the research questions in 4 structured
subchapters per country. When no information was found on specific topics, this is clearly stated. A
summary of the findings per research topic and country is presented in the Table 2.
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Table 2 Overview of Responses to Research Questions

Countries/
research
topics
Sweden

UK

France

PAG/HTA interactions

Patient organisations participate in
reference groups, working groups,
consultants, reviewers, and through
collaborations with government agency
representatives. They are asked about
their experience with disease and can
submit qualitative reports. Dialogue forum
with TLV. Role and ways of interacting
with TLV is less clear.

Patient involvement is possible in all
stages of NICE’s HTA.

NICE’s Public Involvement Programme
(PIP) (run by dedicated public involvement
staff) provides direct support, resources
and training to the patients and patient
organisations who participate in NICE’s
work.

Patient participation across all HTA
guidance types includes: submissions
from patient organisations, participation in
scoping, individuals attending committee
meetings as patient experts, public
consultation and an appeal process.

NICE has at least two lay members as
part of each decision-making committee,
who bring a broad patient perspective to
the committee’s decisions

Since 2015, new initiative to include
patients in review process with improved
patient engagement through
questionnaires and working groups.

4 appointed patient groups participate in
committees, discussions, submit petitions,
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Influence/impact on decisions

Limited engagement due to company
concerns for confidentiality prior to a
decision being made. But more and more
companies see added value. Only SBU
allows patient-based evidence.

Patient experts impact on decisions by:
Actively participating in the discussions for
a specific health problem at the NICE
Committee meeting and consideration of
evidence; Contribution of evidence based
on individual testimonies and experience;
Providing clarifications and further
insights; Consulting on draft
recommendations;

Commenting on factual inaccuracies in
the final recommendations and lodging a
formal legal appeal (if the appeal is
upheld, then the appraisal will return to
the relevant stage in the development
process)

Pilot initiative showed that patients do get
involved and that patients’ contributions
influence decisions. However, more time
is needed to provide patient feedback.

G-BA is interested and there are
resources to support patient engagement.
However, volunteer work only. In addition,
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Perceptions

SBU is slow. 2-3 years for one
project. No remuneration for
working on projects. Laborious
review process involves several
new and old technologies.
Questionable influence on the
adoption of new policies.

Patients: proper delineation of
chairs’ and patient experts’ role
in NICE approach is needed
NICE: patient experts are invited
to provide feedback on their
experience being involved in
NICE’s processes, for further
improvement.

Positive perceptions from the
HAS and positive perceptions
from patient groups.

Well-established system for
patient engagement. However,
lack of funding to patient

Specificities of neurological
disorders

Some projects have focused on
neurological disorders but it is
not clear to what extent
specificities of these conditions
are taken into account.

Case of Alzheimer Society’s
engagement with HTA —
Challenging outcomes commonly
used in clinical trials but not
meaningful for patients

NHS invite dementia patients for
consultation about outcomes,
which patients believe are core
and any difficulties in completing
these outcomes in disease-
modification trials.

There have been neurological
projects but the process seems
to apply to all conditions,
regardless of neurological
involvement.

No information



Countries/ PAG/HTA interactions
research
topics
. complete questionnaires, and submit
comments (IQWIG)

Poland
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Patients interact with AOTMIT through
patients’ organisations by completing
relevant form/questionnaire provided by
AOTMIT or providing orally their opinion at
Transparency Council meetings

Public consultations in the process of
assessment of reimbursement
submissions are in place.

Every citizen may pass her/his opinion,
provided that she/he fills Declaration of
Conflict of Interest, by completing the

relevant template provided by AOTMIT.

Under the process of analytical
assessment, patients’ organisations that
are relevant to the subject of assessment,
are sought and asked for their opinions.
Even though the importance of patient
involvement in HTA process has been
acknowledged for years, patients have not
been involved in any HTA process.

Patient are currently involved in the in the
development of Clinical Practice
Guidelines (CPGs) and Shared Decision-
Making tools (SDMTS).

A methodological manual for patient
involvement in the HTA is under
development by AUNETS. It will be
published end 2017- early 2018

Influence/impact on decisions

patients take part in discussions but can’t
vote. Not all discussions are recorded.

AOTMIT encourages the submission of
any comments, suggestions and opinions
regarding the performance/ benefits of the
product in question

AOTMIT highlights that they value the
voice of the day-to-day patient care
environment, expert setting of standards
and new trends and the patient
organisations in the process of
assessment.

However, there is no mechanism in place
for measuring the impact of patient
involvement on the decisions.

No information found regarding patient
engagement in actual reimbursement
decision processes.
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Perceptions Specificities of neurological

disorders

advocacy groups makes it
difficult to engage. G-BA
decisions are incresingly
scrutinized for evidence of
patient involvement and
consideration.

No information Health policy program by
Warsaw municipality: Activation
of patients with neurological
diseases

HTA agencies: lack of No information
willingness and commitment to
include users in the process;
participation of users who are not
sufficiently representative of the
affected population

Patients: difficulty to accept/
understand the scientific
evidence; predominance of
healthcare professionals in the
composition of the working
groups;

All parties involved: lack of time;
absence of effective strategies in
the methods used.

Spanish network of HTA
(AUNETS): There is a short-,




Countries/ PAG/HTA interactions Influence/impact on decisions Perceptions Specificities of neurological
disorders

research

topics

mid- and long-term strategy plan
for future action of patient
involvement in HTA processes

Abbreviations: AOTMIT: Agencja Oceny Technologii Medycznych | Taryfikacji; AUNETS Agencias y Unidades de Evaluacion de Tecnologias Sanitarias; CPGs:
Clinical Practice Guidelines; G-BA: Gemeinsamer Bundesausschuss; HAS: Haute Autorité de Santé; HTA: Health Technology Assessment; IQWIG: Institut fir Qualitat
und Wirtschaftlichkeit im Gesundheitswesen; NICE: National Institute of Health and Clinical Excellence; PIP: Public Involvement Programme; SBU: Statens beredning
for medicinsk och social utvardering; TLV: Tandvards- och lakemedelsférmansverket
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4.1 Sweden

Sweden’s history of using data to evaluate healthcare dates back to the 17™ century.>® Throughout
history, agencies and institutions in health care naturally included some forms of assessment of
and technologies. In the year 1955, the national health
insurance program was put in effect. In the year 1958, specialized services, including hospitals with
special units, were set in place in 7 regions of the country. However, the Swedish Agency for Health
Technology Assessment and Assessment of Social Services (SBU) was founded in the year 1987.

health practices, procedures, programs,

Dental & Pharmaceutical

Ministry of Health & Social
Affairs

)

Benefits Board (TLV)

National Board of
Health & Welfare

Swedish Councils on
Technology Assessment in
Health Care (SBU)

r———————————

T County Councils and

Municipalities

Pharma
Request for
Action

Medical Products Agency |+—

Figure 3. Decision Makers and Decision-Making Processes Diagram in Sweden®!

The SBU is responsible for assessing healthcare interventions from the medical, economic, ethical
and social perspectives. It now employs more than 40 full-time staff members and engages several
hundred researchers, clinicians, managers, and policymakers throughout Sweden who are active
in different aspects of its work. From the outset, the Government’'s mandate for SBU included a
lization of resources. Several projects question the value

concern about effective allocation and uti

%0 Jonsson E. History of health technology assessment in Sweden. Int J Technol Assess Health Care;2009:25 Suppl 1:42-52. 2009
51 ISPOR Society for Pharmacoeconomics and Outcomes Research: ISPOR Global Health Care Systems Road Map: Sweden —
Pharmaceutical. Available from: https://www.ispor.org/HTARoadMaps/Sweden.asp. Accessed 31 Oct 2017.
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of certain technologies and aim to reevaluate the benefits of certain clinical practices. Overall, SBU
can have a considerable impact on healthcare and its reports are disseminated worldwide.

One example of the SBU’s impact can be illustrated with research that showed that neuroleptics do
not have a greater effect than placebo in patients with dementia and that instead, they may produce
serious side effects. As a result, the prescription of neuroleptics in higher doses decreased almost
immediately after the SBU report was published. This helped to improve the quality of care for
elderly patients.>?

The Dental and Pharmaceutical Benefits Agency (TLV) determines whether a pharmaceutical
product, medical device or dental care procedure will be subsidized by the state. It determines retail
margins for pharmacies in Sweden, regulates the substitution of medicines at pharmacies and
supervises certain areas of the pharmaceutical market. TLV has 2 decision-making boards that
decide on pricing and reimbursement in the Swedish healthcare system, the Board for
Pharmaceutical Benefits and the Board for Dental Benefits. The SBU is an independent national
authority whereas the TLV is a central government agency.*? (Figure 3)

4.1.1 Interactions between PAGs and HTAs
Patient Perspectives in SBU

There are many ways in which patients and patient organisations have contributed to SBU
assessments. More specifically, patients can act as project members of reference groups and
working groups, as consultants and reviewers, and through collaborations with government agency
representatives.>?

Reference groups are made up of representatives from patient organisations and their families. In
some instances, reference groups include other stakeholders as well. When an HTA project is
initiated, a reference group is formed and all members meet regularly during all phases of the
project. During these meetings, SBU representatives record the views of reference group members
who are asked to evaluate the relevance and comprehensiveness of HTA project protocols. In
follow-up meetings, patients are asked to share their experiences about the disease, review results
and conclusions, and determine how they will be disseminated. Reference group processes are
also evaluated. Patient representatives can also help develop report findings (e.g., literature
reviews, qualitative research studies) and participate in media events. Patient perspectives are also
valued on projects involving health professionals and specialists by describing their personal
disease experience and interpreting the relevance and appropriateness of measurement scales.®?

52\Werko S, and Andersson C. (2017). Chapter 28 — Sweden. In Facey KM, Hansen HP, Single AN. (Eds.), Patient Involvement in
Health Technology Assessment (pp. 333-346). Singapore, Singapore: Springer Nature.
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On some projects, patient representatives are asked to participate as consultants only. In these
instances, patients are asked to provide comments on protocols and draft findings, without
necessarily contributing to the dissemination activities throughout the lifecycle of a project.>?

In the year 2012, discussions that took place during a conference led to a need for greater patient
involvement. As a result, a patient representative has now been appointed to the SBU board of
directors.

Moreover, SBU provides opportunities for patients to submit patient-driven evidence in the form of
qualitative reports. These reports focus on how people perceive and experience a condition, their
health, their quality of life and/or their care or support. Reports are evaluated for the quality of the
evidence and methods based on SBU guidelines provided in the SBU Handbook on the Assessment
of Methods in Healthcare (SBU 2014; Chap. 8). Included in this evaluation is scrutiny of how the
patient/client or their relatives perceive various aspects of care, such as experiences of undergoing
treatment or diagnosis, experiences of receiving different interventions, or of living with different
conditions. Therefore, the focus here is on qualitative research, with special reference to
perceptions of patient/clients.53

Patient Perspectives in TLV

Since its creation in the year 2002, TLV has undertaken initiatives to support patient participation.
Both the Board for Pharmaceutical Benefits and the Board for Dental Benefits have government-
appointed representatives from patient and consumer organisations. Patient and consumer
organisation representatives are also asked to contribute to the TLV advisory council. In all cases,
patient and consumer representatives are appointed by the government. Finally, patients and
consumers can be members of a reference group that the TLV has designated for consultation on
multi-year long-term development projects.>

Patients and consumers can also take part in informal discussions that occur several times a year
through a dialogue forum. Each forum follows a pre-established program that addresses ongoing
strategic development projects at TLV and current trends and challenges in healthcare. Patient
organisations that participate in the forum must meet certain criteria such as being a formally
established organisation, being of a certain size, being active in several areas of society, being
democratically structured, and being politically and religiously independent.®? It is important to note,
however, that the TLV website does not include descriptions nor does it include examples of the
role(s) that patients play in TLV discussions.>*

4.1.2 Influence of PAGs on HTA Decisions

The TLV makes important decisions about the cost-effectiveness and budget impact of medicines.
For this reason, consultations with patient representatives help ascertain that the patient voice is
taken into consideration throughout the decision-making process. Nevertheless, dialogue with

53 SBU. Evaluation and synthesis of studies using qualitative methods of analysis. Stockholm: Swedish
Agency for Health Technology Assessment and Assessment of Social Services (SBU); 2016.
54 TLV. https://tlv.se/In-English/in-english/. Accessed October 31, 2017.
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patients about ongoing reimbursement decisions has been limited by companies’ right for
information to remain confidential, before a TLV decision is reached. *° More recently, increasing
interest in gaining patient perspectives to provide added value that supports products during
submissions, has pushed some companies to waive their rights to confidentiality, allowing TLV to
share information with patient representatives. Furthermore, when TLV initiates reviews of
medicines that are already in the reimbursement system, patients can be consulted to provide their
perspectives about their experiences with treatment and have an impact on TLV decisions. Patients
can also share their views on hospital medicines and medical devices, and have an impact on TLV
decisions. *°

Despite opportunities for TLV to consult with patients, only SBU allows patient-based evidence to
be part of an HTA. Farley reports that the increased involvement of patients is needed to improve
the quality of HTAs and the quality of guidelines. One way to improve patient engagement would be
to provide compensation to patients since currently, only clinical experts are being compensated for
their involvement in TLV HTAs.>?

4.1.3 Perceptions of PAG/HTA Interactions

Werko and Andersson® describe that TLV believes that patient participation during HTA of
medicines and consumables, as well as hospital medicines and medical devices, will help mutual
information sharing and increase the quality of decisions or recommendations. TLV aims to obtain
information from patients about, for example, the need for several medicines of a certain type or
why a certain product or formulation is preferred by a specific patient group. Such information can
be considered in the HTA and the final decision or recommendation.

However, SBU has paid relatively little attention to issues that are of great concern to the general
public, namely waiting times, and to issues of access to care.®® More specifically, certain projects
take up to 2-3 years to complete and SBU does not remunerate people for working on its projects.
In addition, processes are viewed as inefficient since several HTAs on new and old technologies
are assessed at the same time and all aspects are considered (prevention, diagnosis, and
treatment) during the assessment process. Some have also criticized that SBU is not as impactful
as it used to be and that research findings are slow to influence the adoption of new policies.

4.1.4 Particularities of Neurological Disorders

Werko and Anderson®® describes several SBU and TLV initiatives that appear to be specific to
neurological disorders. Examples are given of patients contributing to reference groups and projects
on attention deficit hyperactivity disorder, autism spectrum disorders, assessments in psychiatry
that occurred between the years 2009 and 2013, the investigation of methods to prevent mental
health problems in children, psychosis and schizophrenia, and the prevention of self-injurious
behaviors. This initiative was named the PRIO project. The National Board of Health and Welfare
(NBHW) developed and tested a model for patient and relative engagement in mental health which
has been pilot tested in the year 2015. More recently, the Government Healthcare Agencies
Collaboration has been focusing on mental health in elderly patients. Currently, an ongoing project
focuses on an evaluation of the sensitivity and specificity of the Patient Health Questionnaire-9 used
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for depression screening in adults. This and other projects are posted on the SBU website
(http://www.sbu.se/en/ongoing-projects/).

Based on Werko and Andersson’s® descriptions, patient representatives and consumers have
genuine opportunities to provide patient insight on disease experiences, to formulate questions and
evaluate protocols, to assess outcomes, and to participate in the preparation of reports and other
means of disseminating results. They report that these HTA/patient representative interactions are
leading to changes in the implementation of services (e.g., mental health services for the elderly)
and have an impact on decisions. However, it is not clear to what extent interactions with patients
and other stakeholders are informed by the specificities of neurological disorders. Criticism
regarding the lengthy SBU review process and the current tendency to perform broad and multi-
facetted assessments of health concerns® does not favor a specialized approach to any disease
area, including neurological disorders.

4.2 United Kingdom

The United Kingdom of Great Britain and Northern Ireland (UK) is comprised of 4 countries:
England, Scotland, Wales, and Northern Ireland.

NICE is the HTA and advisory body in the healthcare system of UK. Key activities of NICE include
the provision of pharmacoeconomic guidance, the set of quality standards and management of a
national medicinal products database. NICE carries out cost-effectiveness evaluations for new
pharmaceuticals and medical devices that are submitted for inclusion in the national formulary. For
the execution of assessments, NICE collaborates with the National Institute for Health Research
(NIHR).

NICE has a policy defining its approach for involving patients and carers in its decision-making.>®
NICE’s Public Involvement Programme®® provides support, resources, and training to the patients
and patient organisations who take part in NICE’s procedures.

The following sections present NICE’s approach to patient engagement in the development of HTA
guidance. This includes participation in the scoping process, submission of evidence from the
patient organisations, attendance of committee meetings by individuals as patient experts, public
consultation and a process of appeal. Each decision-making committee within NICE includes at
least 2 lay members (roles described below). Additionally, the resources provided by NICE to
support patient engagement including public involvement staff, training, templates, and written
support resources are also presented in this section.

% NICE. Patient and public involvement policy. 2013. http://www.nice.org.uk/about/nice-communities/
public-involvement/patient-and-public-involvement-policy. Accessed 10 Oct 2017.

%6 NICE. Public involvement programme. 2017. http://www.nice.org.uk/about/nice-communities/
public-involvement/public-involvement-programme. Accessed 10 Oct 2017.
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4.2.1 Interactions between PAGs and HTAs

NICE provides support and advises on patient and public involvement across all its work
programmes, through a dedicated team, the Public Involvement Programme (PIP). The PIP consists
of 4 members working on HTAs. The PIP’s responsibilities include identification, training, and
support of the lay people and organisations involved in each part of guidance. Their work is
supported by NICE’s public involvement policy®” and its core principles as defined in its Charter.>®

The PIP provides written materials to support patient organisations and individuals to participate. >°
In addition, the team assesses NICE’s engagement approaches aiming to improve their quality.

Independent advisory committees develop all NICE HTA guidance. Patient involvement in these
procedures aims to include people’s unique perspectives on living with and being treated for their
condition or disability. The committees provide recommendations across a wide range of clinical
topics, and 2 members of each committee are lay people. Lay people are not patients, but they
contribute in patient involvement processes by bringing a broad patient perspective to the
committee’s decision-making. All stages of NICE HTAs process have opportunities for participation:

e Scoping process

e Evidence collection

e Committee consideration
e Consultation

e Appeal or resolution

e Publication

e Review

Figure 3 The NICE technology appraisal process—stages of patient involvement

57 NICE. Patient and public involvement policy. 2013. http://www.nice.org.uk/about/nice-communities/
public-involvement/patient-and-public-involvement-policy. Accessed 10 Oct 2017.

58 NICE. NICE charter. 2013. https://www.nice.org.uk/Media/Default/About/Who-we-are/NICE_
Charter.pdf. Accessed 10 Oct 2017.

%9 NICE. Help develop NICE guidance. 2017. https://www.nice.org.uk/about/nice-communities/
public-involvement/develop-nice-guidance. Accessed 10 Oct 2017.
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presents the NICE process for medicines’ HTAs and the opportunities for patient participation at
each stage. NICE makes a distinction between lay members, patient experts, and patient
organisations and their role in HTA processes.
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* Patient organizations participate in consultation

Scoping

* Evidence submitted by patient organizations

Evidence * Evidence submitted by patient experts
submission

* Lay members present summary of patient issues
15t committee — |+ Lay members take part in decision making
meeting (evidence * Patient experts answer questions and participate
discussion) in discussion
* Meeting held in public

* Patient organizations can comment
Consultation * Patient experts can comment
*  The public can comment (so any patient,
unregistered patient organization or member of
the public)

2nd committee + Lay members take part in decision making
[IEEHUE * Experts exceptionally invited back
(consultation responses) +  Meeting held in public

* Patient organizations can
1 - comment on factual accuracies
2 - appeal on specific grounds
* Ifthere is an appeal meeting, patient organization
appellants are invited to attend
* Appeal meetings are held in public

~— | * Plain language version for patients and carers
Publication including contact details of patient groups for
support
+ Patient organizations included in consultation on
whether guidance should be reviewed

Figure 3 The NICE technology appraisal process—stages of patient involvement®

Final
Recommendations

% Thomas et al. 2017. Chapter 23. England, Pages 275-288 of the book: Patient Involvement in Health Technology Assessment by
Facey et al. (2017)
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Identification of Patient Organisations

The PIP contacts organisations that have not been involved in a NICE appraisal before and explains
the role of NICE, how the patient organisation can participate and offers support as needed. The
PIP team identifies relevant patient organisations through the Internet, the Charity Commission
(which provides registry of non-profit organisations with charitable purposes), and internal
databases. For the organisations who wish to participate, the PIP team provides support materials
at the relevant stages of the process, an introductory meeting and training session

Scoping process

The topic under consideration is scoped using the PICO framework.M°¢ 1) Patient organisations are
invited to comment on a draft scope document and to follow a workshop. They are asked to provide
insights on the following key aspects:

e Outcomes of importance to patients
e Quality of life issues which may not be captured by conventional measures
e Tolerability and acceptability of the new medicine compared to treatment currently available

Upon finalization of the scope, the Department of Health decides on the reference of the topic to
NICE for appraisal.

Input from Patient Organisations

Patient organisations identified during scoping are invited to submit input for consideration by the
committee as part of its decision-making. Each organisation may produce an individual submission,
or they may collaborate on a joint submission.

A template structure®® supports patient organisations in submitting key information. The evidence
submissions from all stakeholders are published as part of the evidence at the consultation stage
of the process (see below).

Input from Individual Patients

Organisations are asked to nominate people to attend the committee meeting to give testimony and
to answer questions from a patient or clinical perspective.®> These ‘experts’ are also invited to
provide a personal written statement (using a template) but do not take part in the committee’s

1 NICE. Single technology appraisal patient organisation submission template. 2015.
https://lwww.nice.org.uk/Media/Default/About/NICE-Communities/Public-involvement/Developing-NICE-guidance/Patient-Organisation-
STA-Template.docm. Accessed 10 Oct 2017.

2 NICE. Nominating patient experts. 2015. https://www.nice.org.uk/Media/Default/About/NICE-Communities/Public-
involvement/Developing-NICE-guidance/Nominating-Patient-Experts.pdf. Accessed 10 Oct 2017.

Note 1 — PICO framework: Population (who should be treated), Intervention (technical specification of health technologies under study,
how they will be given), Comparator (health technologies currently used in the health service), Outcome (what outcomes/impacts are
important).
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decision-making processes. These statements are published together with the other submitted
evidence.

Experts attend the committee meeting as individuals rather than as representatives of any
organisation. The committee chair selects 2 patient experts from the nominations received. Ideally
1 of the experts will be someone with the condition relevant to the treatment being appraised,
preferably someone using the new treatment. They provide an in-depth perspective on their
individual experience. The other expert usually works or volunteers for a patient organisation and is
able to offer the perspectives of a broad range of patients with the condition and their carers.

The patient experts give the committee a unigue insight into what it is like to live with a condition
and its impact on their life, their family and their ability to work. In addition, they provide insight to
the benefits, risks, tolerability, side effects and ease of use of the medicine. The outcomes patients
consider to be important may also differ from the clinical outcomes measured in the clinical trials
and those incorporated into the cost-effectiveness evidence.

Patient experts are offered a payment for their attendance, as well as reimbursement of their
expenses.

The NICE’s PIP has written a guide for patient experts,®® which explains what happens before,
during and after a committee meeting, and outlines the experts’ role. Patient experts can speak to
someone from the PIP to ask any questions they may have and clarify what will happen at the
meeting. A member of the PIP meets the patient experts before the meeting starts, and provides
support as needed. The committee chair and the lay members play a key role in ensuring the patient
experts feel relaxed and confident about participating in the meeting. To support this, 1 of the lay
members will usually sit next to the patient experts during the meeting.

4.2.2 Influence of PAGs on HTA Decisions
Committee Considerations

There are 2 NICE committee meetings taking place sequentially: the public and the confidential
meeting. The patient experts, clinical experts and the pharmaceutical company’s representatives
are invited to attend the public meeting. This meeting is also open to public members. ¢ During this
meeting, the clinical, cost-effectiveness and patient issues are discussed in detail. Following the
public meeting, only the committee members and NICE staff remain in the meeting, confidential
information (academic or commercial) is discussed, and the initial recommendations are drafted.

The Role of the Committee’s Lay Members

Two lay members participate in each committee and have equal status to the other members. The
lay members bring a broad patient perspective to the decision-making of the committee. Their role

5 NICE. Nominating patient experts. 2015. https://www.nice.org.uk/Media/Default/About/NICE-Communities/Public-
involvement/Developing-NICE-guidance/Nominating-Patient-Experts.pdf. Accessed 10 Oct 2017.

8 NICE. Meetings in public landing page. 2016. https://www.nice.org.uk/Get-Involved/Meetings-in-

public. Accessed 10 Oct Mar 2017.
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is to ensure that patient’s issues are heard and reflected in the committee’s decision-making. One
lay member is responsible for summarizing and presenting the relevant patient evidence. Likewise,
the other committee members are responsible for the clinical and economic evidence.

Assessment of the Evidence

The committee discusses all the available evidence related to the medicine under consideration,
including formal published research (both qualitative and quantitative), economic modelling, expert
submissions and commentary, and individual testimony and experience. The committee requests
from the clinical experts, the patient experts and the pharmaceutical company to provide their
insights and clarifications on any issues of uncertainty. The experts can participate in the
discussions and answer the committee’s questions, without being asked to give a presentation. The
committee always asks the patient experts if they have anything further to share before the end of
the meeting, to ensure that issues of importance to them are not overlooked.

Consulting on Draft Recommendations

The committee’s provisional recommendations are sent in confidence to stakeholders and patient
experts, who have 4 weeks to comment. After a week, the draft recommendations are published on
the NICE website for a 3-week public consultation period to seek views on whether the evidence
considered have been properly interpreted. The patient organisations or patients who were not
invited to the NICE committee meeting, have the opportunity to comment on the recommendations
during this consultation period.

Patient organisations are encouraged to comment on the draft recommendations whether they
agree or disagree with the content. They can comment on the extent to which the recommendations
have taken into account the evidence related to patient’'s perspectives. In the case of lack of
evidence, patient organisations can conduct research during the consultation period to inform their
response.

Considering the Consultation Responses

The committee meets after the consultation period to discuss the submitted comments. Patients
and clinical experts are invited to this meeting, only if significant new evidence has been submitted
or in case the committee has questions for the experts.

Final Recommendations

Following the second meeting, stakeholder and experts are sent the final recommendations in
confidence. Additionally, the committee shares information on:

e How the committee considered information provided by patient organisations and the
patient experts

e Any comments received during the consultation period

e NICE’s responses to these comments

The final recommendations are published on the NICE website 1 week later.
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Appeal

In the case of factual inaccuracies in the final recommendations, the stakeholder organisations can
provide comments and lodge a formal legal appeal® on 1 or both of the following grounds:

e That whilst developing the recommendations, NICE has failed to act fairly or that NICE has
exceeded its powers
e The recommendations are unreasonable in the light of the evidence submitted

The appeals are heard in public in front of a panel®® consisting of 5 members including a lay person.
The appeal panel cannot modify the recommendations. However, if any of the appeal grounds are
upheld, then the appraisal will return to the relevant phase of the development process.®’

Publication

If no appeal is received, or if the grounds for appeal are not valid, the recommendations are
published on the NICE website as formal guidance to the NHS. The evidence and submissions
obtained throughout the process are published alongside the guidance (HTA report).

Each appraisal is also published in a plain language version. This version includes information on:

¢ What the guidance means for the patients

e An explanation of why NICE made the recommendation

e Alink to a website called NHS Choices®® providing more information about the condition

e Contact information for relevant patient organisations to provide more information and
support

Review

In a period between 2 to 4 years after the guidance has been published, relevant clinical and cost-
effectiveness evidence is reviewed.®® NICE consults with stakeholders and patient organisations on
whether there are new evidence and the recommendations need to be updated.

4.2.3 Perceptions of PAG/HTA Interactions

In the year the year 2012, NICE conducted a formal evaluation of the patient expert’s experiences
participating in NICE’s technology appraisals process. The evaluation seek to explore the impact

% NICE. Technology appraisal and highly specialised technologies appeals. 2016. https://www.nice.
org.uk/about/what-we-do/our-programmes/nice-guidance/nice-technology-appraisal-guidance/
technology-appraisal-and-highly-specialised-technologies-appeals. Accessed 10 Oct 2017.

% NICE. The appeal panel. 2014. https://www.nice.org.uk/article/pmg18/chapter/2-The-Appeal-Panel.
Accessed 11 Oct 2017.

57 NICE. After the appeal. 2014. https://www.nice.org.uk/article/pmg18/chapter/11-After-the-appeal.
Accessed 11 Oct 2017.

% NHS Choices. Homepage. 2016. http://www.nhs.uk. Accessed 11 Oct 2017.

% NICE. Reviews. 2014. http://www.nice.org.uk/article/pmg19/chapter/6-Reviews. Accessed 11 Oct 2017.
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patient experts believed they had made to NICE’s decision-making.”® This exercise resulted in
useful practical suggestions for improvement of the approach followed by NICE. The suggestions
include: chairs to formally introduce themselves to the experts; introduce the role of the experts for
the benefit of the public gallery; and clarify the difference between the lay members and the patient
experts. These suggestions have then been incorporated as part of the action plan.” Furthermore,
patient experts are currently routinely asked to record their experiences of working with NICE to
support continuous quality improvement. This is part of a wider plan to systematically gather data
on experience and impact from all lay people working with NICE.”? As part of this approach, all lay
members leaving any of the HTA committees fill an exit questionnaire which provides input for three-
monthly reports with recommendations for improvements.

4.2.4 Particularities of Neurological Disorders

In the case of the Alzheimer’s Society (AS) - the leading patient organisation for people living with
dementia and their carers in England and Wales - their journey to engage in health policy making,
as described by Moreira, is used here to illustrate the processes by which patients are involved in
public issues around health technologies and the interactions between PAGs and HTA.”

Moreira identified 3 phases in the history of the AS’s engagement with HTA:"®

¢ In the first period, the AS established its identity around ‘caring knowledge’ by drawing on
its volunteer membership, links with clinical specialists and support from the State

e In a transition stage, the AS re-considered its identity as a combination of experiential,
clinical and scientific knowledge to redraw its relationship with volunteers and to expand its
field of activism into HTA

¢ In the most recent phase, the AS deepened and expanded its network of associations to
secure its role in the production of evidence that is used in health policy making

Between the years 2005 and 2007, the AS was involved in a major public controversy over access
to dementia drugs on the National Health Service (NHS).”® The controversy began when NICE
suggested in the year 2005, that dementia drugs be taken off NHS prescription packages, based
on their cost-effectiveness value. The AS raised concerns of the uncertainty of quality-of-life
measurements in dementia, that underpinned that evaluation and criticized NICE’s focus on positive
changes in cognitive scores as outcome measures.

O NICE. Technology appraisals patient expert survey 2012 report. 2014. http://www.nice.org.uk/
media/default/About/NICE-Communities/Public-involvement/Public-involvement-programme/
Patient-expert-TA-report-final-1.pdf. Accessed 12 Oct 2017.

"L NICE. Public involvement survey action plan. 2015. http://www.nice.org.uk/Media/Default/
About/NICE-Communities/Public-involvement/Public-involvement-programme/Public-involvement-
plan-survey-action-plan-4.pdf. Accessed 12 Oct 2017.

2 NICE. Public involvement programme annual report 2014, ‘feedback from exit survey’ p. 20.
2015. http://www.nice.org.uk/media/default/About/NICE-Communities/Public-involvement/
Public-involvement-programme/PIP-annual-report-apr-2015.pdf. Accessed 12 Oct 2017.

3 Moreira T. Understanding the role of patient organisations in health technology assessment. Health Expect. 2015 Dec;18(6):3349-
57. doi: 10.1111/hex.12325. Epub 2014 Dec 14.
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The AS designed and conducted its own ‘research in the wild’’* in the form of a survey of their
members, based on which they argued that it was the maintenance of abilities and quality of life
rather than cognitive improvement that patients and carers valued.

In parallel with their engagement with NICE, the AS mobilized to form a public campaign on the
issue — The Action of Alzheimer’s Drugs Alliance — which comprised a set of variant institutions
including Royal Colleges, universities, academic institutions, and clinical centers.

In October 2005, Members of Parliament (MPs) from all parties passed an early motion in the House
of Commons in which they ‘agree[d] with the Action on Alzheimer’s Drugs Alliance that effective
drug treatments for Alzheimer’s disease should be available on the NHS and that NICE has failed
to consider the important concerns [. . .] about its draft guidance’.

In view of this, NICE ordered a recalculation of the available data and on January 2006, published
a new recommendation that cholinesterase inhibitors should be available for patients with moderate
dementia only. Nevertheless, they had still not considered the issue of quality-of-life measurement,
which motivated the AS to join clinicians, researchers, and manufacturers in appealing the decision.
The appeals were rejected, and clinicians withdrew from the coalition of challengers, leaving the AS
to join the judicial review put forward by manufacturers. It was publicly suggested that, by
challenging NICE’s methodology through the courts, the AS undermined the regulator’'s public
legitimacy in favour of commercial agendas.

In response to these losses and charges, the AS aimed to redefine its public identity by setting the
agenda on the national dementia strategy. This took the form of developing a series of expert reports
on the current and future state of dementia care, through the ‘Putting Care Right’ campaign (Years
2007-12). The start of the campaign was marked by the publication of the Dementia UK 2007
Report, where the AS sponsored experts from the London School of Economics (LSE) and the
University of Kent to perform an assessment of the prevalence and economic cost of several types
of dementia, and of levels of care provision across the country. This exercise not only included AS
in the scientific effort to produce accurate estimates of the prevalence of dementia, but also, and
importantly, endorsed the organisation’s capacity to speak for a group with specific needs in health
care.

Well-connected with institutions of political representation (i.e., Committees of the House of
Commons and Lords), the AS combined this political capital with the scientific authority of the report
to be included in the negotiations that led to the establishment of the National Dementia Strategy in
2009.® Combining formal participation in these forums with public activism, the AS initiated an
assessment and critique of the state of dementia care in the UK through a series of campaign and
lobbying actions, focusing on care homes (in the year 2008), hospitals (in the year 2009) and
community settings (in the year 2011).

All campaigns were supported by reports using in-house quantitative research and a collection of
subjective experiences from patients and carers. The use of systematic reviewing and research

4 Callon M, Rabeharisoa V. Research, “in the wild” and the shaping of new social identities. Technology in Society, 2003; 25: 193-204.
s Department of Health. Living Well With Dementia: A National Dementia Strategy. London: DOH, 2009.
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methodologies aimed to support the AS to speak for ‘systemic issues’ in the organisation of
dementia care, such as the lack of specialized dementia care training and time-based tasking in
care homes. Equally important was AS’ use of patients’ experiences of the issues. This exemplifies
how the quantification of factors leading to institutional failure gains relevance and depth when
paired with examples of personal experience.

The AS attributed the weakness of their arguments against NICE to the lack of methodological
sophistication with which they had depicted the views of their members. Therefore, from the year
2008 and onwards, the AS linked with social scientists and other charities to produce, first a report
on the diagnosis and management of dementia from the perspective of patients and then, 2 pieces
of research about the issue of measurement of quality of life in dementia. The first was a literature
review conducted by experts at the University of Kent, which identified an undue focus on health-
related quality of life indicators in dementia research, particularly on cognition, and advocated the
development of hybrid quality of life indicators that combine ‘objective’ with ‘subjective’ domains of
well-being.”®

Such expert endorsement of the position of the AS, in relation to the use of quality-of-life
measurement in HTA was complemented by mixed methods research used to gather the views of
rarely heard groups in quality of life in dementia research. ”” The AS suggested that the research
showed that ‘people with dementia, even those with more severe dementia, do not automatically
find their lives dominated by the condition itself and the impact that it has on their mental
functioning’.’” This challenged the assumptions of standardized quality-of-life measurement and
academic quality of life research in dementia.”® The AS’ strategy was to publicly disclose key
uncertainties in research on quality of life in dementia ”® and to the pursuit of a transformation of this
field of research by aligning itself with a network of research and policy actors. This not only
strengthened the AS’ place on the collective negotiation about research policy in dementia in the
UK from the year 2010 and onwards (through its membership of the Ministerial Advisory Board
Group on Dementia Research), but also enabled it to influence the attention given to ‘hybrid’ quality-
of-life indicators within that forum and in the programme of dementia research sponsored by the
NIHR.

The AS’ case suggests that it is possible for patient organisations to have an impact on the HTAs
by challenging outcomes commonly used in clinical trials that are not meaningful for patients. The
AS publicly exposed core uncertainties in the measurement of quality of life in dementia and actively
shaped the HTA research agenda on this issue. By explicitly investigating, together with experts,
through a variety of methodologies, the role of ‘experience’ in quality of life measurement, the AS
transformed it into a matter of collective enquiry. In other words, experiential knowledge became a
part of the question to be investigated, rather than simply the answer to the issue of patient
involvement in HTA.

8 Warner J, Milne A, Peet J. My Name is not Dementia: Literature Review: Alzheimer’s Society. Alzheimer’s Society, Location: London,
2010.

" Williamson T. My Name is Not Dementia: People With Dementia Discuss Quality of Life. Alzheimer's Society, Location: Alzheimer's
Society, 2010.

8 Bond J. Quality of Life and Older People. London: McGraw-Hill International, 2004.
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Another initiative of patient involvement in dementia research, maybe linked to the AS case, and
related policy making was recently published by NHS."”®

People living with dementia can currently only be offered management to improve their symptoms
as no disease-modifying treatments are available, that would stop or delay the progression of the
underlying disease pathology.”® The first G8 Dementia Summit®® in the year 2013 committed to find
a disease-modifying treatment by the year 2025.7° If a treatment was found to slow disease
progression of mild to moderate dementia, then this would reduce the number of people living with
severe dementia in the future.

However, across both published and ongoing disease-modification trials there is large variation in
the outcomes used as endpoints, making it difficult to compare and contrast results.” To improve
future disease modification trials there is a need for harmonisation among the outcomes measured,
as well as for outcomes to be appropriate, sensitive to change and clinically meaningful 818283 An
example is the case of AS seen previously, who argued that it was the maintenance of abilities and
quality of life rather than cognitive improvement that patients and carers valued. An agreed-upon
core set of the best-available outcomes would enhance interpretation of data across trials. There is,
therefore, a need for consensus from NIHR dementia researchers in the UK on a core set of
outcome measures to be used across future disease modification trials in mild to moderate
dementia. This will ensure that new trials can be combined in systematic reviews and contrasted as
to their effectiveness.

To that end, NHS sought the voice of people living with dementia to consult them about overlapping
core outcome sets that had been, or were currently being, developed and the outcomes found in
systematic review of the literature. Specifically, they conducted 3 focus groups in Cambridge,
London, and Sheffield, in partnership with the AS’ volunteer research network; consulting with
people living with dementia and family carers about the acceptability of outcomes, which they felt
were core and any difficulties in completing outcomes.

They conducted an e-mail consultation with focus group participants afterwards on a report of the
main recommendations from across the 3 groups, to allow participants to comment on domains they
had not discussed and to make sure the recommendations to be presented at the conference
represented what had been said across the groups.

After the consultation, a conference was held, where the synthesis of acquired information was
debated by a wider body of NIHR dementia researchers to reach consensus on a core set of
outcomes. Twenty-seven people attended the conference from a wide range of specialties within
dementia research. The conference began with an overview of the project, the systematic review

" Webster L, Groskreutz D, Grinbergs-Saull A, Howard R, O’'Brien JT, Mountain G, et al. Development of a core outcome set for
disease modification trials in mild to moderate dementia: a systematic review, patient and public consultation and consensus
recommendations. Health Technol Assess 2017;21(26).

80 G8 dementia summit: Global action against dementia - 11 December 2013. Available from:
https://www.gov.uk/government/publications/g8-dementia-summit-global-action-against-dementia/g8-dementia-summit-global-action-
against-dementia-11-december-2013. Accessed 31 Oct 2017

81 Zoda TE. New standards in Alzheimer’s disease trial design. Therapeutics J Clin Studies 2014;6:44-5.

82 Rubinstein E, Duggan C, Van Landingham B, Thompson D, Warburton W. A Call to Action: The Global Response to Dementia
Through Policy Innovation. Doha: World Innovation Summit for Health; 2015.

83 Long R. Challenges to Finding Treatments for Dementia. London: Department of Health; 2015.
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results and recommendations from the focus group consultations. Experts within each of the
domains were asked to synthesize the results of the systematic review and validation data, to
present recommendations for that domain at the conference. The conference attendees discussed
their opinions after each presentation. After this was finished the whole group agreed on overall
recommendations.

It was decided that only cognition and biological markers are core measures of disease modification.
Cognition should be measured by the Mini Mental State Examination (MMSE) or the Alzheimer’s
Disease Assessment Scale — Cognitive subscale (ADAS-Cog), and brain changes through
structural magnetic resonance imaging (MRI) in a subset of participants. All other domains are
important, but not core measures of the disease. They recommend using the Neuropsychiatric
Inventory (NPI) for neuropsychiatric symptoms: the Disability Assessment for Dementia for Activities
of Daily Living (ADLs), the Dementia Quality of Life Measure (DEMQOL) for quality of life and the
Clinical Dementia Rating (CDR) scale to measure dementia globally.

A second e-mail consultation was conducted after the consensus conference, with the wider AS
research network, who had not attended the focus groups, to gain further feedback on a report of
the main recommendations made at the conference.

4.3 France

The Haute Autorité de Santé 8 (or HAS, translated as the “High Authority on Healthcare”) is the
main governing body that regulates the healthcare system in France. Its general mission is to
improve the quality and the efficiency of the healthcare system. In the year 2005, new legislation
(articles 161-37, based on social security laws) increased the HAS’ mission. It can be summarized
into 2 groups of activities:

1) Evaluation and recommendations
2) Accreditation and certification

For the first activity, HAS evaluates products and devices and makes recommendations about
reimbursement. It also conducts evaluations of healthcare practices to ensure that healthcare
professionals are held to standards of quality and efficiency. For the second activity, HAS is
responsible for the accreditation and certification of healthcare institutions and medical
professionals.

HAS is also responsible for providing healthcare professionals with the tools, guides, and methods
needed to facilitate the development and implementation of healthcare projects.

HAS is composed of a college involving 8 representatives, 6 commissions, 400 agents, and 2,800
external experts. These experts include physicians and other healthcare professionals, consumer
representatives, and patient and consumer organisations. The HAS' evaluation and

8 Haute Autorite de Sante. Missions de la HAS. https://www.has-sante.fr/portail/jcms/c_1002212/en/missions-de-la-has Accessed
October 16%, 2017.
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recommendations can be solicited by private industry, professional and scientific groups, patient
and consumer groups, HAS’ own research, and the public. Individual patients cannot contribute to
the evaluation process.®

Decisions on reimbursement of medications and devices are done in 2 phases. First, HAS evaluates
whether a medication or a device is able to meet safety standards. For medications, these standards
are established at the European level by the European Medicines Agency (EMA) and at the national
level by the AMM (“Authorisation de Mise sur Marché”). The safety of devices is evaluated by
designated professional experts. Once the medication or device has been determined safe to put
on the market, HAS uses scientific criteria to evaluate its efficacy and its efficiency, which results in
a report that includes cost-effectiveness data and recommendations from HAS. This report is then
reviewed in court (i.e., “pouvoirs publics”) and a final decision is made regarding the percentage of

reimbursement that will be covered by France’s social security system.
4.3.1 Interactions between PAGs and HTAs

From September to October 2015,8¢ a HAS commission reviewed examples of patient engagement
in other countries (NICE in the UK, Scottish Medicines Consortium [SMC] in Scotland, and Canadian
Agency for Drugs and Technologies in Health [CADTH] in Canada). They also reviewed documents
from the Ontario Health Technology Advisory Committee Public Engagement Subcommittee
(OHTAC) in Canada, and documents developed by HTAI. Procedures and outcomes were reviewed
to gain a better understanding of how patient organisations have been asked to take part in the
evaluation and decision-making process of new and existing products. They focused on
guestionnaires which are being used to gain a better understanding of patient perspectives and
patient satisfaction with treatment.

From November 2015 to January 2016, HAS proceeded to the development of its own patient
engagement project. Its purpose was to include patient and consumer perspectives in the evaluation
process, while clarifying the relative contribution of experts versus patient and consumer
representatives who hold diverse organisational, economical, and professional interests. A
distinction is made between HAS’ data-driven assessment compared to the testimonies provided
by patient and consumer associations.

HAS projects can be accomplished over the course of several months, making it easier for patient
organisations to prepare documents to be submitted for evaluation. HAS offers tools, guides, and
methods to help patients prepare projects.?’ In the context of the year 2015/2016 initiative, HAS
projects only lasted for 3 months, that is, a decision was to be made after 3 months following a
request. To meet this deadline, patient organisations were instructed to submit evidence at the very
beginning after the request was made.

8 Menon D, Stafinski T. Role of patient and public participation in health technology assessment and coverage decisions. Expert Rev.
Pharmacoeconomics Outcomes Res.2011;11(1):75-89.

86 Haute Autorite de Sante. Contribution des associations de patients et d’usagers aux evaluations de medicaments et dispositifs
medicaux. https://www.has-sante.fr/portail/upload/docs/application/pdf/2016-11/contribution_asso_patients _methode v3.pdf Accessed
October 31, 2017.

87 HAS. https://www.has-sante.fr/portail/jcms/fc_1249605/fr/outils-guides-methodes Accessed October 31, 2017.

Copyright © 2017 Pharmerit International page 38 of 60


https://www.has-sante.fr/portail/upload/docs/application/pdf/2016-11/contribution_asso_patients_methode_v3.pdf
https://www.has-sante.fr/portail/jcms/fc_1249605/fr/outils-guides-methodes%20Accessed%20October%2031

Within the context of this initiative, in January 2016, HAS developed a questionnaire, a set of
procedures, and follow-up measures which were intended to improve the patient engagement
system and favor patient participation.

A working group was then formed and meetings were held in January and April 2016. Participating
in the group were patients and consumers, and members of different HAS services.

The working group focused on the development of a questionnaire aimed at gathering patient
perspectives based on the translated versions of the questionnaire developed by HTAI.88 Two
versions were used: 1 for medications and 1 for interventions that exclude medications. The HAS
also used the examples, provided by NICE, to define the guidelines leading to the evaluation of
healthcare technologies.

In addition, the working group defined guidelines and procedures dictating the period during which
patients and consumers contributing to the planning of commissions, the routine support given to
associations, and the role of patients and consumer representatives of groups taking part in the
commissions. The results of this project were presented to the CISS (“Collectif Interassociatif Sur
la Sante”). This initiative led to the posting on the HAS website, of a schedule of evaluations, to give
patient and consumer organisations the opportunity to contribute to these evaluations. The HAS
website also lists the name of the product being reviewed and information about the targeted
indications. The postings refer to products that have been evaluated in the past.

Moreover, representatives of private industry organisations (LEEM and SNITEM) discussed with
HAS the need to protect commercial knowledge. Specific judicial analysis about these concerns
was conducted and then discussed with an ethics committee. The results of these discussions were
then presented to the evaluation commissions.

On 12 October, 2016, the HAS college validated the new patient engagement system and a plan
was developed to monitor and evaluate its implementation with the help of the patient engagement
working group.

In September 2017, a summary of preliminary outcomes of the HAS’ new patient engagement
procedure was published on their website. In this report, a summary of the contribution of patients
and consumer associations was provided. Contributions included the following steps:

1) HAS receives a request for reimbursement from private industry

88 Health Technology Assessment international, Patient and Citizen Involvement Group. Patient group submission template for HTA of
medicines : HTAI; 2015.
www.htai.org/interest-groups/patient-and-citizen-involvement/resources/for-hta-agencies-and-policy-makers.html

8 Health Technology Assessment international, Patient and citizen involvement group. Patient group submission template for HTA of
health interventions (not medicines) : HTAI; 2015.

www. htai.org/interest-groups/patient-and-citizen-involvement/resources/for-hta-agencies-and-policy-makers.html

% Contribution des associations de patients et d’'usagers aux evaluations de medicaments et de dispositifs medicaux par la HAS: Bilan
de I'experimentation. https://www.has-sante.fr/portail/upload/docs/application/pdf/2017-09/bilan_experimentation _contributions.pdf
Accessed October 31, 2017.
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2) With the agreement of private industry, HAS publishes information about the request (name
of product, indication (AMM for medications or CE for devices), goal of the evaluation, and
date limit for contribution)

3) Patient and consumer groups provide their perspectives with the help of questionnaires,
proposed by HAS, and a guide made at their disposition to support their contribution

4) Patient/consumer contributions are transmitted to the project leader

5) A meeting is held by the commission

6) Recommendations are developed and discussed during a hearing

7) The recommendations are posted online

8) Further discussions take place between the DEMESP®! (Direction de I'Evaluation médico-
économique et de santé publique) project leader and patient/consumer association
representatives

9) A final questionnaire is completed by the association and is transmitted to the HAS (taking
into account contributions from the past 6 months)

The DEMESP project leader and the relevant evaluation services are responsible for overseeing
the implementation of Steps 1 through 9, based on an internal HAS guidelines, that details
expectations at each step of the process.

4.3.2 Influence of PAGs on HTA Decisions

The report published on September 2017% described that during their pilot initiative, 75 medications
were posted online to cater to patient and consumer engagement.

As a result, HAS received a total of 25 contributions and focused on 22 medications. These included
3 medications for neurological conditions: pain (PALEXIA® or tapentadol), multiple sclerosis
(LEMTRADA® or alemtuzumab), and attention deficit hyperactivity disorder (INTUNIV® or
guanfacine). The following patient and consumer associations participated in the evaluation
process:

1) Pain:
e Association francophone pour vaincre les douleurs (AFVD)
e Association frangaise de lutte anti-rhumatismale (AFLAR)
2) Multiple Sclerosis:
e Ligue francgaise contre la sclérose en plaques (LFSP)
3) Attention Deficit Hyperactivity Disorders:
e HyperSupers TDAH France

Each patient/consumer association was given a month, by HAS, to provide their contribution. This
interval appeared sufficient for HAS to produce their recommendations after 3 months. Some
associations were not able to respect this time limit and were, therefore, not able to contribute in
time for HAS to take their perspectives into consideration. As a result, some associations

91 Stamenkovic S, Solesse A, Zanetti L, et al. Guide de la Haute autorité de santé (HAS): les études post-inscription sur les
technologies de santé (médicaments, dispositifs médicaux et actes): principes et méthods. Thérapie:2012;67(5):409-421.
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complained about the brief time period and some of them were subsequently given more time to
contribute before the next commission meeting.

Examples of patient and consumer contributions (across several conditions) that were considered
during the development of HAS recommendations are as follows:

1) Burden for patients with respiratory problems who are required to go to the hospital to get
their medication, when they in fact are receiving injections at home. This led to a change in
access to the medication

2) Patient descriptions of their treatment journey during the fourth line of cancer therapy were
viewed as informative and aligned with the advice of experts

3) The perspective of patients with muscular dystrophy emphasized the value of evaluation
criteria that pertain to certain treatment outcomes such as being able to walk, and the speed
with which the ability to walk is lost. Other valued outcomes include the number of months
and years a child and his/her family can remain autonomous and how this helps to delay
other major complications and intrusive interventions

4) In psychiatry, patient and consumers stated their wish to have other products accessible
when patients do not react well to existing treatments. Information was provided regarding
countries that offer different treatment alternatives as well as provide more complete case
management of children in terms of educational institutions

5) Some associations brought up the need to have access to home treatment as would be the
case for patients who required dialysis for renal insufficiency

6) There was also an interest in associations receiving better training to administer intravenous
medications at home in order to authorize greater access to medications at home, such as
in the case of dialysis treatment

7) Furthermore, some patient and consumer contributions alerted HAS to the misuse of certain
medications

It is important to mention that prior to the HAS initiative described above, it is unclear to what extent
patients could contribute to HTA decisions.

4.3.3 Perceptions of PAG/HTA Interactions

In their summary of the preliminary results of this patient engagement initiative, HAS described that
this first effort was successful. They reported that patient engagement is democratic and the
participation of patients and consumers is now made possible for those who contribute to
evaluations. Overall, associations have shown their interest and have provided useful contributions.
Based on preliminary findings, HAS plans to make some adjustments to its patient engagement
process:

1) Improve the information that is made accessible to patients and consumers
2) Improve time delays and periods of contribution

3) Improve the mechanisms that take into account patient contributions

4) Improve publication of contributions

Copyright © 2017 Pharmerit International page 41 of 60



For now, HAS will continue to monitor the implementation of the current patient engagement
processes and review patient and consumer contributions that have been submitted within the past
year. Collaborations between HAS and the French Healthcare Associations will be set in place to
support the involvement of patient and consumer associations and foster more systematic patient
engagement practices.

From the perspective of patient associations, in the case of multiple sclerosis, there are at least 4
influential associations that have promoted the patient’s voice in HTAs in France:

- The French Association of Multiple Sclerosis (AFSEP)

- The Foundation to Support Research on Multiple Sclerosis (ARSEP)
- The French League Against Multiple Sclerosis

- The Union for the Fight Against Multiple Sclerosis

The French League Against Multiple Sclerosis contributed to the evaluation of LEMTRADA® (or
alemtuzumab) during the HAS’ patient engagement initiative (see above). However, no additional
information to describe how this particular organisation contributed during the evaluation process
was included in the September 2017 report, nor is it clear to what extent the HAS commission
members were cognizant of the specificities of multiple sclerosis during the evaluation and final
recommendations made by the HAS.

Furthermore, on their website, the HyperSupers TDAH France, the patient association that
participated in the HAS patient engagement initiative by providing contributions regarding the use
of INTUNIV® (or guanfacine) to treat attention deficit disorder (see above), posted a summary
report® a summary of recommendations,®® and a summary of TDAH arguments.®

On their website, the TDAH® states that it is their hope that these HAS recommendations will
facilitate the treatment of patients by making them easier to read, and more efficient. They also hope
that the general practitioner will be able to contribute to the patient journey, along with families, by
supporting the coordination of treatments, and by ensuring that families are provided with concrete
answers that will help them better understand their children and be themselves active contributors
to the management of their health. The TDAH considers the publication of these HAS
recommendations to be an important moment in the history of the association.

92 HAS. Synthese de la recommendation de bonne pratique: Conducte a tenir en medicine de premier recours devant un enfant ou un
adolescent susceptible d’avoir un trouble deficit de I'attention avec ou sans hyperactivite. December 2014. http://www.tdah-
france.fr/IMG/pdf/tdah_synthese.pdf?822/82e016cf92678fblac6bd93d950a2fe364032886

Accessed October 31, 2017

9% HAS. Synthese de la recommendation de bonne pratique: Conducte a tenir en medicine de premier recours devant un enfant ou un
adolescent susceptible d’avoir un trouble deficit de I'attention avec ou sans hyperactivite. Methode Recommandations pour la pratique
Clinigue. Decembre 2014. http://www.tdah-
france.fr/IMG/pdf/tdah_recommandations.pdf?821/7dde4c7acd6083857b65505c273b44bdc43baf59 Accessed October 31 2017.

9 Conducte a tenir en medicine de premier recours devant un enfant ou un adolescent susceptible d’avoir un trouble deficit de
I'attention avec ou sans hyperactivite. Methode Recommandations pour la pratique Clinique. Decembre 2014. http://www.tdah-
france.fr/IMG/pdf/tdah argumentaire.pdf?820/0f3716b6b2cc33d34466a34fce60d449d7151f0d

Accessed October 31 2017.

9 TDAH. http://www.tdah-france.fr/Recommandation-HAS-TDAH.html?lang=fr Accessed October 31 2017.
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4.3.4 Particularities of Neurological Disorders

As described above this past year, the contributions of patient and consumer organisations under
HAS'’ new patient engagement initiative has focused on products to treat 3 neurological conditions:
pain, multiple sclerosis, and attention deficit hyperactivity disorder. The evaluation and decision-
making process described above was applied to all conditions regardless of the particulars of these
conditions.

4.4 Germany

The HTA evaluation and decision-making process in Germany involves 2 institutions: the Federal
Joint Committee (Gemeinsamer Bundesausschuss, G-BA) and the Institute for Quality and
Efficiency in Healthcare (Institut fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen, IQWIG).
IQWIG drafts HTA reports, which are commissioned by the G-BA. The G-BA is responsible for the
assessment, the appraisal, and the decision-making that takes place regarding various
technologies. This includes medical diagnostics, therapeutic methods, and therapeutics.®®

4.4.1 Interactions between PAGs and HTAs

Since the year 2004, patients or their caregivers, patient group representatives, advocacy groups
and consumer organisations have contributed to the G-BA and the IQWIG. Patient representatives
(“knowledgeable persons”) are appointed by a select group of relevant organisations to join G-BA
bodies. There are 250 patient representatives who are currently participating in G-BA committees.%

The following patient organisations have been selected to appoint a representative:

e The German Disability Council (Deutscher Behindertenrat 2016)

¢ the National Association of Patient Advisory Centres (Bundesarbeitsgemeinschaft der
Patientlnnenstellen 2016)

¢ the German Association of Self-Help Groups (Deutsche Arbeitsgemeinschaft
Selbsthilfegruppen 2016)

e the Federation of German Consumer Organisations (Verbraucherzentrale Bundesverband
2016).

This select group of relevant patient organisations and their affiliates provide great diversity in terms
of disease and disabilities, and the types of representatives who are called to join the G-BA; they
range from chronically ill patients, to persons with disabilities, informal caregivers, and advisors-to-
patients. Patient representatives are selected based on their competence, that is, their experience
with a particular indication. The health insurance funds determine the number of appointed persons
in the committees, subcommittees and working groups. This number can range between 1 to 12.

% Haefner S, and Danner M. (2017). Chapter 25 — Germany. In Facey KM, Hansen HP, Single AN. (Eds.), Patient Involvement in
Health Technology Assessment (pp. 299-312). Singapore, Singapore: Springer Nature.
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Figure 5. Patient contributions to the G-BA and the IQWiG%

Appraisal and decision making Assessment
G-BA > IQWIG
Patient involvement Patient involvement
. Participation in committees . Invited discussion
Participation in discussion, C Input via questionnaires
entitled to submit petitions, not C Submission of comments on
allowed to vote IQWIG products

Relevant patient organisations have been granted a consultative role by the G-BA. This can be
exercised by submitting written statements throughout the HTA process, providing advice on how
to formulate questions and helping to conduct assessments. They can attend G-BA decision-making
meetings, participate in the hearings of other self-governing committees, and take part in
assessment meetings of the IQWIG. Relevant patient organisations also have the right to submit a
request to initiate a decision-making process in the G-BA. The appropriate HTA will then be required
to describe the benefits in question, the target population, the medical necessity and cost-
effectiveness of the method to be discussed, and the level of urgency of the request. The G-BA’s
role is also to help the relevant organisation formulate the request which will lead to a formal
proposal.

In sum, the steps involved in fulfilling a request for an HTA decision are as follows:

1) The G-BA asks IQWIiG to develop a report (patients participate in the development of
reports)

2) The G-BA forms subcommittees and working groups to draft proposals

3) A public session is held by the decision-making body

Relevant organisations and patient representatives are involved in each step. The GBA makes open
requests for evidence on its website and stakeholders, including patient organisations, are allowed
1 month to submit written statements.*

Throughout their involvement in the assessment and decision-making process, the G-BA provides
financial and organisational support to patient organisations and their representatives. More
specifically, travel expenses are reimbursed, and the G-BA provides compensations for the loss of
earnings ensued by participants. In addition, the G-BA provides organisational and content support
(e.g., training on methods, legal advice, assistance in the preparation of consultative documents,
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organizing meetings, and access to G-BA offices). In addition, by-laws exist to protect patient
participation and procedural rights.

As for the IQWIG, there also is a clear focus on compiling comprehensible information for patients
and a new internet platform has recently been issued, addressing patients” needs with respect to a
wide variety of diseases and treatment options (http://www.gesundheitsinformation.de/index.html).
This also correlates with the Institute's frequently expressed claim to assess “patient relevant
outcomes”.

4.4.2 Influence of PAGs on HTA Decisions

The G-BA’s interest in patient engagement is based on what it can bring to the evaluation and
decision-making process and what it can do for patients’ associations in return. In particular, the G-
BA views patient experiences and perspectives “relevant”, as indicated by the designation “relevant
organisations.” Moreover, the G-BA is interested in giving patients the same rights as other
stakeholders, although they are not necessarily considered equal partners by other parties, and
have a consultative right without having the right to vote.®% Furthermore, through patient
engagement in G-BA evaluations and decisions, there is an opportunity to gain more knowledge
that may help limit the underuse, the overuse and the misuse of health services, and to promote
higher quality and efficiency of services. In addition, involving patients who participate in discussions
and the decision-making process helps to legitimize the final decisions made by the G-BA and
provides greater transparency regarding the achievement of these decisions. Finally, granting
patient representatives the possibility to initiate HTAS, to influence decisions, and to cooperate with
other G-BA members, builds the capacities of patient organisations to improve their engagement
over time.%

However, to date, according to Haefner and Danner,*® no efforts have been made to monitor patient
engagement and a realistic assessment of the quality and integrity of the patient engagement
system. The G-BA remains influenced by the politics of the country. Furthermore, the actual
implementation of an HTA can sometimes follow months and years after a request has been
submitted by patient representatives. Finally, not all discussions are being recorded with meeting
minutes, particularly when patients are being consulted. Non-public meetings also remain
confidential.

4.4.3 Perceptions of PAG/HTA Interactions

In November of 2015, the Federal Constitutional Court stated that the constitutional legitimacy of
the G-BA as a self-governing committee might be missing. This criticism comes as a result of the
fact that patient organisations have not been receiving state funds to participate in HTA committees.
In effect, the G-BA is a powerful entity which has profound influence on decisions related to
healthcare. Care is taken to be transparent about G-BA decisions by publishing the results on their
homepage. However, G-BA decisions are being scrutinized for evidence that patients have indeed
been consulted and even considered during the decision-making process.®® The G-BA website
(https://patientenvertretung.g-ba.de/en/) provides links to each of the of the G-BA appointed
advocacy groups. For instance, as described on its webpage, the Federation of German Consumer
Organisations (vzbv) represents 41 German consumer associations.
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Patient engagement appears to be steered by 4 large nationwide advocacy groups, whose role is
to contribute to HTA discussions on behalf of a multitude of smaller patient advocacy groups. Further
research is needed to gain a better understanding of how these smaller advocacy groups are being
represented. It is unclear how the interests of smaller organisations are being communicated to the
G-BA appointed groups and what impact they may have on discussions that take place at meetings.
As several groups focus on specific diseases of interest to their members, further inquiry is needed
to gain a better understanding of how they can present testimonies, and research findings to the
larger groups, and how this information is being used to influence HTA decisions.

4.4.4 Particularities of Neurological Disorders

No information has been found in the literature to describe how the particulars of neurological
disorders are being taken into account in interactions between smaller advocacy groups and G-BA
appointed advocacy groups, and interactions at meetings between G-BA appointed groups and G-
BA government officials.

45 Poland

The Health Technology Assessment Agency in Poland (AOTMIT) was established as an advisory
body to the Ministry of Health (MoH).®” The President of AOTMIT leads and oversees all AOTMIT
activities. The other most important bodies within AOTMIT are (both appointed by Minister of
Health):

e The Transparency Council of AOTMIT (TC): an advisory, independent body with 20 highly
qualified members

e The Council for Tariffs Affairs of AOTMIT (CTA): an advisory, independent body with 10
highly qualified members

The role of AOTMIT in the decision-making process is connected with assessment and appraisal,
which is consistent with international standards regarding HTA.®” Assessment is provided by the
analytic team, using Polish HTA guidelines (April 2009 — in English) and is related to revision of
industry submission. Appraisal is prepared by the TC and President of AOTMIT. That is, assessment
with added context-specific judgments such as: impact of alternative options, social consequences,
organisational implications, relative priorities, and wider social and ethical aspects.

AOTMIT’s opinion is said to be crucial for the ministry of health (MoH), but the decisions in practice
are not always consistent (reimbursement granted by MoH with or without negative opinion of
AOTMIT, reimbursement not granted by MoH when the opinion was positive).”® AOTMIT assesses
both drug technologies (90%) and non-drug technologies (10%).

Health technology reports, prepared by manufacturers or consulting firms, according to guidelines,
are submitted to AOTMIT and then assessed by this organisation.®® Reports can also be prepared

97 AOTMIT. Transparency Council of AOTMIT. Available from: http://wwwold.aotm.gov.pl/index.php?id=397. Accessed 24 Oct 2017.
% |SPOR Global Health Care Systems Road Map. Poland- Pharmaceutical. Available from:
https://www.ispor.org/HTARoadMaps/Poland.asp. Accessed 24 Oct 2017.
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by independent institutions upon request of AOTMIT. According to the Directive 89/105/EEG, the
pricing and reimbursement process should not take longer than 180 days. However, past
experiences clearly indicate that it takes longer to make a reimbursement decision.*®

45.1 Interactions between PAGs and HTAs

In the year 2015, HTAI published a document with good practice examples of patient and public
involvement in HTA, shared by HTA agencies in different countries.®® The AOTMIT provided insights
of the current approaches of patient engagement in Poland. The approaches are described in the
following paragraphs.

The AOTMIiT’s purpose of patient involvement in HTA process is to provide the patient’s perspective
at the analytical assessment and appraisal level.®® Individual patients can communicate their
opinions to AOTMIT through patients’ organisations. The patients’ organisations represent the views
of patients and/or carers by:

e Completing a form/questionnaire provided by AOTMIT, following AOTMiT’s invitation
e Providing orally their opinion to Transparency Council, after having applied for hearing

In addition, public consultations in the process of assessment of reimbursement submissions are in
place, when applicant HTA analysis as well as agency’s verification analysis are published on
Agency’s website for 7 days. Every citizen may pass her/his opinion, if she/he submits a declaration
of conflict of interest, by completing the relevant template provided on the website.

Under the process of analytical assessment, patients’ organisations that are relevant to the subject
of assessment, are sought and asked for their opinions.

On 25 October 2017, AOTMIT announced on their website the first training for supporting patient
organisations to engage in the HTA process.'® The training will be conducted by AOTMIT staff on
5 December 2017 and representatives of patient organisations are invited to attend.

The training will provide information on the refund process in Poland and the role of the AOTMIT.
The training is a response to patients’ organisations’ expectations for raising awareness / knowledge
about the AOTMIT decision-making process and the health system.

The objective of the training is to familiarize participants with how reimbursement decisions are
made in the country and the specifics of elated activities in accordance with HTA principles.

% HTAI Working document 2015. Good Practice Examples of Patient and Public Involvement in Health Technology Assessment.
Available from:

https://www.htai.org/fileadmin/HTAI_Files/ISG/Patientinvolvement/Effectivelnvolvement/Good Practice_Examples Feb 2015.pdf.
Accessed 23 Oct 2017.

100 AOTMIT. Training for support patient organisations. (October 25, 2017). Available from: http://www.aotm.gov.pl/www/szkolenie-dla-
organizacji-wspierajacych-pacjentow/. Accessed 25 Oct 2017
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It is anticipated that after the training, the participants will know the basics of the agency's
functioning, are able to place themselves in the process of reimbursement, know how to make
decisions within the process and can find basic information about the ongoing reimbursement
process.

45.2 Influence of PAGs on HTA Decisions

AOTMIT encourages the submission of any comments, suggestions and opinions regarding the
performance/ benefits of the product in question, by completing the relevant form provided in
AOTMIT’s website.20?

AOTMIT highlights that they value the voice of the day-to-day patient care environment, the expert
setting of standards and new trends, the patient organisations representing the beneficiaries of
healthcare (i.e., patients), and many other healthcare market stakeholders. 1°* They emphasize that
patients’ attention and experience in the most diverse areas of the health sector allow them to
consider specific benefits in the process of assessment, making the process more transparent,
objective and reliable, while providing a basis for valuation meeting all stakeholders' expectations.

However, there is no mechanism in place for measuring the impact of patient involvement on the
decisions. Identification of the main impact of involvement in HTA is difficult, given that there is no
standardized methodology for patient involvement in the HTA assessments. Consequently, no
feedback is provided to patient organisations on how their input is used and its value to HTA.

4.5.3 Perceptions of PAG/HTA Interactions

No information was found in the literature for perceptions of PAG/HTA Interactions in Poland.
4.5.4 Particularities of Neurological Disorders

Among the health policy programs of local government units listed in the AOTMIT website, the
project "Activation of patients with neurological diseases of Stoteczne Centrum Opiekunczo-

Leczniczego Sp. z 00" has been initiated by the Warsaw municipality.1?

No further information was found in the literature specific to Neurological disorders in Poland.

101 AOTMIT. News October 4, 2017. Communication- The possibility of submitting comments, suggestions, conclusions and opinions
related to the implementation of benefits subject to tariffs based on schedule of tariffs or orders of the Ministry of Health. (In Polish)
Available from: http://www.aotm.gov.pl/www/komunikat-przekazanie-uwag-sugestii/. Accessed 25 Oct 2017.

102 AOTMIT. 42/2017 Transparency Council Meeting — Agenda for 30 Oct 2017. (published on October 18, 2017). Available from:
http://www.aotm.gov.pl/www/422017-posiedzenie-rady-przejrzystosci/. Accessed 25 Oct 2017.
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4.6 Spain

A national HTA agency (Instituto de Salud Carlos ISCIIl) and several HTA organisations in the
autonomous regions (Comunidades Autonomas) coexist and cooperate in the country.131%4 The
ISCIIl was created under the Health Act of 1986 as an autonomous public institution attached to the
Spanish Ministry of Health, which proposes and develops guidelines related to health care. The
main objective of the ISCIIl is the collaboration and support of research and technological
development through its many centers and regional agencies, in health care. The ISCIII provides
HTA reports to the Inter-territorial Council (Consejo Interterritorial del Servicio Nacional de Salud de
Espana, CISNS), the ultimate decision-maker for reimbursement of health techonolgies.

The autonomous regions also can establish HTA organisations (agencies or services). The
functions and processes of these HTA organisations are regulated at the level of the autonomous
community, and there is no national standard.'®® Typical functions of these organisations include
HTA, improving rational use of health technologies, and supporting the decision-making process at
various levels of the national health system. Currently, there are 7 regional HTA agencies/services
in Spain.1% They are presented in Error! Reference source not found..

Figure 6 The Spanish HTA Network AUnETS?%4

103 |SPOR Global Health Care Systems Road Map. Spain- Pharmaceutical. Available from:
https://www.ispor.org/HTARoadMaps/Spain.asp. Accessed 24 Oct 2017.

104 Public Health Conference 10th anniversary of the Spanish Network of Health Technology Assessment (HTA) Agencies: Insights for
collaborative networking Towards Patient and public engagement in HTA. (Pedro Serrano Aguilar y Ana Toledo Chavarri Servicio de
Evaluacion y Planificacién del Servicio Canario de Salud). Zaragoza, 27-28 April 2017. Available from:
https://www.slideshare.net/ics_aragon/jornadas-patientinhta-ana-toledo. Accessed 23 Oct 2017

105 HTAI. HTA producers and networks per country. Available from: http:/vortal.htai.org/?g=europe&page=1. Accessed 23 October
2017
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Andalucia: Andalusian Health Technologies Assessment Agency (Agencia de Evaluacion de Tecnologias Sanitarias de
Andalucia, AETSA); Aragon: Aragén Health Sciences Institute (Instituto Aragonés de Ciencias de la Salud, IACS);
Basque: Health Technologies Assessment Service (Osasun Teknologien Ebaluazioko Zerbitzua, Pais Vasco, Osteba);
Cataluia: Health Quality and Assessment Agency of Catalonia (Agéncia de Qualitat i Avaluacié Sanitaries de
Catalunya, AQUAS); Galicia: Galician Health Technology Assessment Agency (Axencia de Avaliacion de Tecnoloxias
Sanitarias de Galicia, AVALIA-T); Madrid: Madrid’s Technologies Assessment Unit within the Agency Lain Entralgo
(Unidad de Evaluacién de Tecnologias Sanitarias, UETS); Canary: Canarian Health Assessment Service (Servicio de
Evaluacién del Servicio Canario de Salud, SESCS)

Additionally, other autonomous communities also have units for planning and advice on decision-
making that could include some sort of HTA evaluation. Each regional HTA agency or service is
responsible for producing information on the efficacy, effectiveness, safety and cost-effectiveness
of new health technologies.®

To coordinate the services of the national and regional HTA agencies, a platform of HTA agencies,
the AUNETS (Agencias y Unidades de Evaluacion de Tecnologias Sanitarias) was established. The
AUNETS is under auspices of the CISNS. Main objectives of the AUNETS are:

o Efficient sharing of existing resources in producing a variety of outputs and services

e Acting effectively as a valid point of contact for national and European health institutions

e Fostering common projects and joint lines of work among members

The HTA process for decision-making related to the national catalogue of services in Spain is
presented in Error! Reference source not found..
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Figure 7 HTA process for decision making related to the national catalogue of services in Spain 03
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Steps la and b: The central and regional governments request HTA evaluations to the national and regional agencies.
Step 2: The ISCIII and regional agencies collaborate to produce the required HTA information.

Step 3: The ISCIII produces the HTA report and submit it to the Interterritorial Council.

Step 4: The Interterritorial council decides about the inclusion or exclusion of technologies in the national catalogue.
Step 5: The decision of the Interterritorial council is implemented by the central and regional governments.

4.6.1 Interactions between PAGs and HTAs

On the world day of patients in October 2017, the Spanish Patient Forum (Foro Espanyol de
pacientes, FEP) highlighted the importance of the patient in the National Health System. The
president of FEP emphasized that patients are not yet at the centre of the system, but as any other
stakeholder, patients deserve to have a say in the health strategies.1®

Even though the importance of this issue has been acknowledged in Spain for years, patients have
not been involved in any HTA process. However, a methodological manual for the involvement of

106 Foro Espariol de pacientes (FEP) Report 2017. Available from: http:/forodepacientes.org/wp-content/uploads/2017/10/FEP-
D%C3%8DA-DEL-PACIENTE.pdf. Accessed 23 Oct 2017.
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patients in HTA activities is under development and planned to be released at the end of the year
2017- beginning of 2018, by AUnETS.107

Currently AUNETS address the information and participation of patients in their assessment
products differently using various strategies. Spanish AUNETS have used strategies to include
patients in the development of clinical practice guidelines (CPGs), shared decision-making tools
(SDMTSs), and other assessment products. It is important to highlight that currently patients are not
properly engaged in the development or evaluation of any HTA report. 18

A review of scientific evidence conducted by researchers of Agencies of Health Quality and
Assessment of Catalonia (AQUAS) in the year 2014, showed that most of the 25 revised CPGs
combine more than 1 strategy of including the patient perspective in their development and
evaluation process. The most commonly used strategy was the review of the guide’s draft, either
the full document or only the information for patients.%® On the other hand, in the development and
assessment of 10 SDMTs, the patients’ perspective was included through a qualitative research
study using focus groups and/or structured or semi-structured interviews. Finally, 4 studies were
described on screening programs, 3 on developing systems for prioritising patients on the waiting
list, 2 that assessed user satisfaction and 1 that defined health indicators. Different qualitative
research techniques were used in all the studies, with patients/ caregivers and/or the general
population as a strategy for the inclusion of users, focus groups being the most often used
technique.

In the year 2015, HTAI published a document with good practice examples of patient and public
involvement in HTA shared by HTA agencies in different countries.®® The AQuAs and Basque
Country (Osteba) provided insights of the current approaches of patient engagement in Spain. The
approaches are described in the following paragraphs.

AQUAS'’s patient involvement approach®®

AQUAS is a public entity of the Catalan Health Ministry with more than 20 years of history. AQuUAS’s
role is to generate scientific and relevant knowledge for all the agents of the Catalan Health System
to inform decision-making processes to contribute to the improvement of its quality, safety and
sustainability. The AQUAS strategic lines are observation, assessment and innovation, using
information and communication technologies as tools.

AQUAS's purpose for patient involvement is to complete and enrich the professionals’ perspective
in the development of their products and services. Especially in CPG development, AQUAS takes
patients’ expectations and relevant suggestions into account, to increase the usefulness and
accuracy of the final guideline. AQUAS is already incorporating the perception, opinion and
preferences of patients and carers (family and non-family) into the CPG it elaborates. The Spanish
handbook about patients/ carers in the development of CPG, can be found here.

107 AUNTES. List of Health Technology Assessment Reports. Reports in preparation. 2016 Work Plan. Available from:
http://www.redets.msssi.gob.es/informesEvaluacion/elaboracion/home.htm. Accessed 23 Oct 2017.

198 Maria Graciela Rodriguez Garavano & Mireia Espallargues (2014). Incorporacién de pacientes, cuidadores y poblacion en general
en la evaluacién de tecnologias sanitarias (ETS): experiencias de agencias y unidades de ETS en Espafia.
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In the development of CPGs, AQUAS uses different strategies to involve patients that are not
mutually exclusive:

e Research focused on patient/carers’ perspectives to be incorporated into the CPG. When
there is little or no published literature, an original qualitative study based on the most
appropriate technigues in each case (in-depth interviews, focus groups, etc.) should be
carried out rigorously. Based on the results from such studies, patients’ and carers’ major
concerns can be ascertained and further addressed in the CPG.

e Incorporating patients/carers as members of the drafting team developing the guideline. This
is the most complex option entailing prior preparation and a certain knowledge level as well
as communication skills both on the part of the professionals and the patients/carers
involved throughout the entire process of CPG development.

e Participating in the initial review of the CPG first draft and/or external revision. The objective
here is to ensure that patient/carer criteria and experiences are included in the CPG (e.g. in
the clinical questions and measurements of relevant outcomes). This information might be
very helpful for the preparation of the Annex “Information for patients” of the CPG. Moreover,
and independently from the drafting team, patients/carers can participate in the external
revision process of the CPG, both individually or through organised groups of people sharing
a similar or the same health problem as the one covered in the CPG.

AQUAS collaborates with the Patient Advisory Council (Consell Consultiu del Pacient), which
represents all Catalan patients' associations. While developing a CPG, patient and carers (family
and non-family members) associations can be used as the initial point of contact to properly select
the most adequate participant profiles.

When patients are members of the developing group working on a CPG, they can provide input
using the same processes or tools as the health professionals of the team (e.g., e-mails, drop box,
and verbal presentations). If patients are external reviewers, they fill out specific templates for
communicating their insights/ input.

There is no differential treatment for patients/ carers than other stakeholders who are members of
the developing group, when it comes to support of participation. AQUAS receives everyone’s input
and explains how it was used and its value to the project.

Osteba’s patient involvement approach®®

Osteba is a public entity of the Health Department of the Basque Government and its role is to
inform decision making process for the Basque health system (public system) and the Spanish
health system. Osteba assesses all types of health technologies and its purpose for patient
involvement is to include the perspective of all stakeholders in those assessments.
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Patients/ carers can be involved in submissions, participate in committees or freely submit
information when a new project starts. Patients can also be involved in CPG development. There is
a preference by the agency to involve individual patients and/or caregivers than patients’
associations. The patients/ carers can provide their input by completing an information template.
Osteba provides explanations of the HTA process and its implications at individual, country, national
and international level, to enable patients/ carers to participate. Osteba provides them the report for
consideration and review before it is published like the process followed for the other stakeholders.

4.6.2 Influence of PAGs on HTA Decisions

Neither AQuAs nor Osteba have a mechanism in place for measuring the impact of patient
involvement on the decisions.®® They only try to assure that patients participate in all the project
steps and agree with the final product (e.g., CPG, patient brochure).

The main impact of involvement witnessed by the agencies is the removal of barriers among all
stakeholders (members of AQUAS, health professionals and patients, carers, citizens and
organisations representing the views of patients and/or carers) and the most comprehensive
definition of outcomes and measurements.®® Some patients/ carers facilitators have great interest
in participating in these kind of projects, ability to learn quickly how to develop a guide, and
willingness to work in a group with people from other disciplines.*®

The information regarding patient involvement with the national HTA agency or the regional ones is
limited. Patients seem to be involved through AQuAs or Osteba when it comes to guidelines or
brochures, but there is no information found regarding patient engagement in actual reimbursement
decision-making processes.

4.6.3 Perceptions of PAG/HTA Interactions

Including patients in the assessment process is complex and faces a nhumber of factors that may
prevent (barriers) or promote (facilitators) fully or partially its implementation into professional
practice.1® According to the latest AQUAS’s publication on patient involvement in HTA,%8 national
experiences show that the major barriers include: lack of willingness and commitment on the part
of HTA agencies to include users in the process, lack of time on the part of all parties involved,
participation of users who are not sufficiently representative of the affected population, the difficulty
to accept (or understand) the scientific evidence on the part of users, predominance of healthcare
professionals in the composition of the working groups, and the absence of effective strategies in
the methods used.

Facilitators include: the fact of considering patients in the authorship of the works and allowing them
to participate by contributing with their own experiences. The process is also facilitated by a good
attitude on the part of healthcare professionals towards the involvement of patients by providing
them with quality, accessible, appropriate and scientific evidence-based information.

Challenges for the future include: deciding how to effectively include patients in the HTA process
and the most opportune time to do so, the need to develop specific research studies and techniques
that assess the real impact of HTA on patient’s lives, promoting the use of information technology
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(websites, blogs, forums) in this process, conducting user training on the methodology to be used,
and make the proportion of professionals/ patients more equitable in the working groups. It is also
challenging to decide what skills or competencies the patient should have to be part of the process.
Finally deciding on the most useful information and training of patients, HTA developers and other
stakeholders for patient involvement to be a sucess.'%

Short term patient involvement actions (strategy for remaining of 2017):1%4

1.
2.
3.

gl

Public Declaration.

Establish procedures for patient invitation, selection and participation to AUNETS activities.
Pilot experiences: Most AUNETS HTA agencies will increasingly involve patients in HTA
reports, starting in 2017, to test the procedures and learn from experience. Patients will be
involved in:

e Protocol development (helping to define objectives and scope of the report)

e Reviewing the preliminary version of the HTA report

e Contributing to the patient version of the summaries.

Training materials for patients (IACS, Madrid, Avalia-T and SESCS).

Declaration of interest document adapted for the patient participation.

Promoting synergies with other spaces for patient participation established by the Spanish
Ministry of Health as the Network of Health Schools for Citizenship.

Mid-term patient involvement actions (strategy in the year 2018-2019):1%4

1.

> w

Extend the scope of patient participation: reviewing literature and other resources to
introduce patient related issues in HTA reports

Training for HTA technicians to improve capacity on patient involvement and on the
incorporation of patient contribution to HTA reports

Dissemination activities targeting patients, carers and users and their associations

Active dissemination of the public calls to increase participation of patients’ associations.
Patient involvement evaluation: conduct a qualitative evaluation and create a checklist to
facilitate patient involvement and transparency

Long-term patient involvement actions:%4

W n

No ok

Extend patient participation to all HTA reports

Modify methodologies and procedures in relation to the results of the evaluation

Establish mechanisms to incorporate and document patient contributions and document
them in a transparent manner

Conduct primary studies to introduce patient perspective in HTA when necessary

Ensure representatively and diversity in patient involvement

Consider patient participation in AUNETS structure

Adapt current selection and prioritization tools to allow patient involvement

4.6.4 Particularities of Neurological Disorders

No information has been found in the literature specific to Neurological disorders in Spain.
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5 Discussion

The purpose of this research was to describe patient engagement in HTA decision-making
processes in 6 European countries: Sweden, the UK, France, Germany, Poland and Spain. Our
review of the literature focused on 4 key objectives: 1) describe interactions between
patients/patient groups and HTA bodies, 2) describe their leverage and influence on the decision-
making process, 3) describe how patient engagement is perceived by all parties involved, and 4)
describe evidence that would suggest that the specificities of neurological disorders are being
considered at different stages of the HTA process.

For each country, we first described governmental and non-governmental agencies that play a key
role in gathering evidence and making decisions that impact reimbursement of drugs and medical
devices, and influence the healthcare service delivery system. We described the ways in which
patients and patient advocacy groups can prepare evidence and inform HTA agencies, take part in
discussions and submit comments, and be involved in the dissemination of results. Our review
suggests that more than at any other time in history, interactions with patients are not only
discussed, but HTA bodies in several countries have implemented procedures to transform the HTA
process, acknowledging the importance of listening to the patient’s voice. We found that UK has the
most structured and transparent mechanisms in place for involving patients in the HTA process.
NICE’s dedicated public involvement staff is responsible for providing support, training and
resources to enable the engagement of patients in all stages of an assessment. Patients not only
cooperate with NICE in the development of decisions (e.g., participate in meetings, provide
evidence, comment on draft and final recommendations) but also have the power to lodge a formal
legal appeal for changing them in case of factual inaccuracies.

In countries like Sweden, France and Germany, patient groups usually play a consultative role,
which allows them to attend meetings. However, we found significant variations between countries
and even between country-specific agencies. For example, in Sweden, the SBU provides guidelines
and training that allows patient groups to submit qualitative descriptions of their disease
experiences. In contrast, patients do not have the opportunity to submit patient-driven data to the
TLV and overall, despite positive messages on their website that support patient engagement, the
nature of patient participation in TLV meetings, aside from broad dialogue forums, is unclear. In
Germany, a very structured system is in place to allow 4 G-BA-appointed patient advocacy groups
to participate in meetings and submit written statements. At the request of the G-BA, the IQWIiG
prepares evidentiary reports in consultation with patient group representatives. In France, a new
initiative being pilot tested which provides patient groups with the opportunity to complete
gquestionnaires that HAS developed based on examples found in other countries.

Likewise, in Poland, patients interact with AOTMIT through patient organisations by completing
relevant forms/ questionnaire provided by AOTMIT or providing orally their opinion at the
transparency council meetings. Patients’ organisations that are relevant to the subject of
assessment, are sought and asked for their opinions. Public consultations in the process of
assessment of reimbursement submissions are also in place. Every citizen may pass her/his
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opinion, provided that she/he submits a declaration of conflict of interest, by completing the relevant
template provided by AOTMIT. Lastly, in Spain, even though the importance of patient involvement
in HTA process has been acknowledged for years, patients have not been involved in any HTA
process. They have been involved only in the development of CPGs. However, a methodological
manual for systematically involving patients in HTAs is currently under development and will be
published near the end of the year 2017 - early 2018 by AUNETS.

Our second objective was to describe the influence that patient advocacy groups may have on the
HTA decision-making process. Our results showed that in Sweden, despite the many opportunities
that patient group representatives have to get involved, concerns about information confidentiality
from private sector industry has prevented TLV decisions from involving patients. However,
recognition of the added value that patients can bring to support products has more recently inclined
some companies to be more transparent. In addition, the time that spans between the request to
make a decision and the date when a decision is made can be up to 2 to 3 years. Some have
gquestioned the actual influence that the intense patient engagement in SBU activities has on the
HTA decision-making process in Sweden.

In the UK, NICE takes into account patients’ input in every step of the HTA process. The patients
are asked to review and comment on draft recommendations based on evidence of personal
experience with a certain condition. They are even given the possibility to comment on factual
inaccuracies in the final recommendations and to lodge a formal legal appeal which can lead to
amendment of the recommendation if any of the appeal grounds is upheld. The case of AS in the
UK exemplifies how patient organisations can impact HTAs by challenging outcomes commonly
used in clinical trials that are not meaningful for patients and carers. In France, the new HAS
initiative has been well received and despite criticisms from patient groups regarding the time they
have to submit evidence, a number of consultations with patient groups, albeit without having the
right to vote, have led to concrete changes in medical practices and therapies.

In Germany, however, our review did not allow us to discern any concrete instances where patient
engagement influences G-BA decisions. In fact, the HTA process has been criticized for its lack of
involvement and consideration of patient perspectives. More specifically, despite the existence of
patient engagement materials and training, both the G-BA in Germany and the SBU in Sweden
have been criticized for the lack of funding that is dispensed to patient groups who actively
participate in HTA committees. Thus, in both countries, a major barrier to the patient influence on
HTA decisions is the lack of financial support to patient groups, which ultimately could affect the
quality of their involvement in projects. In Spain and Poland, no mechanism is in place for measuring
the impact of patient involvement on the decisions. Furthermore, no example of having influence on
the HTA decision-making process on the part of patients in these countries, has been identified
through our review.

Our third objective was to gather perceptions from all parties, government and non-government HTA
bodies, and patient advocacy groups regarding the systems that are currently in place to involve
patients. Despite commentaries found in a few sources, it was difficult to truly reflect on the
perceptions regarding the current systems in each country. There were perspectives shared on HTA
websites and by some authors. However, we were not able to gather much information on the
perspectives of patient groups themselves and this may be due to several reasons. One of them
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may be a lack of involvement with HTAs due to limited awareness or training about the systems that
are in place to become involved. Furthermore, patient groups may predominantly want to serve their
members with information about treatments, opportunities to meet other members such as
fundraising events, and do not foresee their involvement beyond these activities. Many questions
about the needs of patient groups and perceptions regarding engagement activities with HTA bodies
could best be answered through direct interviews and focus groups. Clearly, further research is
needed to gain a better understanding of the patient voice by conducting survey research with
patients’ groups and other key decision-makers in each country.

Our fourth objective was to evaluate the extent to which patient engagement specific to neurological
disorders are taken into account during the HTA process. In the UK, NHS invited dementia patients
for consultation about outcomes, which they believed are core for use in disease-maodification trials.
This initiative may be linked to the AS case, through which patients and carers expressed the
outcomes that they value most (i.e., maintenance of abilities and quality of life), contrary to NICE’s
cognition and biologic indicators. In France and Sweden, we have found examples where patient
engagement specific to neurological disorders resulted in consideration of the patient perspectives
that were formally shared with the HTA decision-makers, although this was not always the case.
However, in many cases, it is not clear at all to what extent comprehensive knowledge about the
chronic nature of some neurological disorders and the impact they have on patients’ ability to remain
independent over time is shared with decision-makers. In addition, it is not clear whether HTA
decision-makers are informed about the challenges associated with the design and ongoing
involvement of patients in clinical studies on neurological disorders. Most of all, despite evidence of
patient engagement, detailed accounts of the impact that treatments may have on the activities of
daily living of patients with neurological disorders that are associated with dementia, mental iliness,
or disability, may not have been considered by HTA bodies when making final decisions about
reimbursement for treatment, medical devices, or healthcare practices. In sum, patient perspectives
on their experience with neurological diseases and available treatments are needed to provide
intricate details about the everyday life difficulties that patients and their caregivers face during the
years, and sometimes decades, after diagnosis. Greater transparency about the discussions that
go on at HTA meetings is needed to answer these questions. Interviews with patients and decision-
makers may provide insight regarding the specific dimensions of neurological disorders that could
resonate with HTA decision-makers and influence the decisions that impact the lives of patients and
their carers.
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6 Conclusion

In this research, we aimed to elucidate the systems and practices that are currently in place to
support patient engagement in HTA processes in France, the UK, Spain, Sweden, Germany, and
Poland. Our review suggests that in many countries, patient organisations have several
opportunities to take part in the development of written statements and reports to provide patient
perspectives on treatments, medical devices and healthcare practices. However, the lack of voting
rights, the lack of funding to support advocacy group efforts, confidentiality issues, and the lack of
transparency regarding the content of discussions that take place at HTA meetings make it difficult
for patients to influence HTA decisions in many countries. Further research involving patients and
other stakeholders is needed to gain a better understanding of how patient groups representing
patients with neurological disorders can improve the HTA decision-making process, and find tools
to communicate the important dimensions of neurological disorders which can be impactful and
beneficial to patients.

Copyright © 2017 Pharmerit International page 59 of 60



7 Next steps

To build on the results of this literature review and further document and review how HTA processes
currently take into account the patient perspective in general and specifically in neurological
conditions (e.g., what are the HTA processes in neurological conditions compared to other
conditions), we propose the following 5-step approach:

1. Conduct qualitative interviews with HTA experts/members, patients, caregivers and
PAG representatives, and pharmaceutical industries to understand their perspectives
regarding patient engagement in the HTA process, the impact of patient engagement in the
decisions and future trends. This step involves:

a. Development of interview guides, including early key opinion leader (KOL)/PAG
involvement

b. Recruitment of HTA experts/members of HTA agencies, patients/caregivers/PAG
representatives (we will target PAGs in the specific conditions of interest for this
project; if not possible, we will target PAGs in neurology) and pharmaceutical industry
representatives; contracting; scheduling interviews

c. Conducting and analyzing the interviews

d. Synthesizing and reporting the results

2. Review of HTA submission cases (i.e., HTA reports) in selected countries and
describe the impact of PAG engagement on HTA decisions (based on actual cases in
neurological conditions). Based on the outcomes of the interviews, we will know for each
country the extent to which patients are involved in the HTA process, the global impact they
have on HTA decisions and whether patient involvement is reported in HTA reports. If the
patient engagement related information is included in the HTA reports, a next step could be
to review 1 by 1 these HTA reports in order to have an in-depth overview of the impact
patient involvement has on actual HTA decisions (e.g., Does the presence of a patient
submission relate to the reimbursement decision?; What was the content of the patient
submission?)

3. Face-to-face workshop to present results, promote direct discussion between
patients/caregivers/PAGs and HTA experts and brainstorm about tools that could be
developed to empower local PAGs

4. Develop conclusions about current and future trends and unmet needs, identify what works
and what doesn’t work, determine what tools people would like to have, and make
recommendations for future tools developments
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