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()1 BACKGROUND

This study aimed to analyse and compare how CQoL is incorporated into recent orphan
= Patients with rare diseases frequently require the support of one or more caregivers, often family drug HTA submissions across Europe.

members.’

= These informal caregivers provide a crucial role in supporting patients, yet they often suffer substantial
financial, physical, and psychological detriment as a consequence.?

()3 METHODS

= CQol is increasingly being recognised by European Health Technology Assessment (HTA) committees
as a relevant f_actor .in decision mgking. _Sev_eral HTA agencies have published guidance on the inclusion = A targeted literature review of orphan drug HTA submissions in England, Germany, Norway, Republic
of CQoL data in their methodological guidelines (see Table 1). of Ireland, Scotland and Spain between January 2024 and May 2025 was conducted. Publicly available

HTA documents, including technology appraisal guidance, committee papers, and assessment reports,
were identified and reviewed.

Analysis identified CQoL measurement tools, frequency of inclusion, evidence requirements,
methodological approaches, barriers to integration and the impact of CQoL on decisions.

= These guidelines generally refer to the indirect impact that diseases may have on caregivers and family
members and recommend the inclusion of CQoL data where relevant. .

v

()4 RESULTS Sl

Analysis of CQoL incorporation into recent European orphan drug HTA submissions revealed varying approaches and acceptance rates. In each country (except Scotland) the majority (50-100%) of orphan drug HTA submissions were for paediatric or
adolescent indications (Table 2). The distribution of CQoL inclusion, measurement tools, patient populations, and economic model integration are summarised in Table 2, and the therapeutic areas represented in the review are shown in Figure 1.

Figure 1. Therapeutic Areas Indicated in Orphan Drug HTA Submissions that Included CQoL, (n=63) January 2024 - May Table 1. Current Status of Inclusion of Caregiver QoL in HTA Guidance in Europe
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Country-Specific Findings ( )
; ; _ Separate sensitivity analyses including appropriate data on utilities/QALY's for carers can be

= England demonstrated a high CQoL incorporation rate of orphan = Scotland demonstrated the highest incorporation P Scotland® 10 2019 provided as additional evidence separate from the primary QALY analysis. Clinical data on the
drug HTA submissions, and the majority were for paediatric + rate of CQoL in orphan drug HTA submissions, > <« (SMC) (2025 \/ \/ impact of the intervention on CQoL (using QoL tools) and impact on cost-effectiveness (including
indications (Table 2). however, only one (7%) included CQoL in the . 4 update) carer disutilities) can be included in submissions for ultra-orphan drugs. |

_ _ _ _ _ _ economic analysis (Table 2) CQoL can also be discussed in partnership with patient groups and in PACE meetings.

. !—Iealth-related quality of. Ilftla (HRQolL) gStlmateS were derived using validated y - Guideline acknowledges CQoL conceptually but does not mandate its inclusion, positioning it within
instruments (7/16 submissions) and disease specific HRQoIT tools (1/16). In = Al CQolL input used proxy data and reported using a generic ‘ February ‘/ ‘/ the optional social perspective rather than the base case healthcare payer perspective. It is stated
the remaining 9 submissions, CQoL was mentioned qualitatively with no QoL measurement tool. A 2025 that CQoL should be appropriately measured and valued. The guideline calls for CQoL inclusion in
quantitative data provided (Table 2). - In contrast to other countries, 70% (7/10) orphan drug HTA - ethical and equity discussions given the broader implications of health technologies.

= CQolL was incorporated into economic models using carer disutilities (5/16) submissions were for drugs with an indication for adult
or carer utility benefit (4/16), with limited rationale provided for the selection patients (Table 2).
of the approach. = In all cases, CQoL was discussed at a Patient and Clinician

* Due to the lack of available primary data, proxy values for caregiver Engagement (PACE) meeting, with key themes raised Table 2. Incorporation of Caregiver Quality of Life in Orphan Drug HTA in Europe
(dis)utilities were used in four orphan drug HTA submissions. regarding impacts on CQolL including the impact of patient

= The main criticisms regarding use of CQoL were a lack of CQoL derived from side effects, medical emergencies, treatments, worry - Proportion of Patient population HRQoL measurement Proportion of drugs Economic model

ivotal trials, use of proxy data and vignette studies from outside the scoped (IO e MBI e i oSl G LN HTASs that e LDt tools used ded Integration
P ’ proxy J P in children, financial implications due to loss of earnings and included CQoL mentioned CQoL 00IS LSE recommende of CQoL

population to generate HRQoL and utilities for carers, and assumptions

travel away from home.

regarding (dis)utilities, particularly regarding the number of carers (Figure 2). = EQ-5D
- . . Adult: 38% (6/16) | GRelRED
= In Germany, the majority of orphan drug HTA submission mentioning = The Spanish Agency of Medicines and Medical ‘ = CarerQolL-7D
CQoL were for paediatric indications, as reflected in the QoL Devices (AEMPS) in Spain publish a final HTA i' a9 (leier)) | AR G e | Dl eEl 07 (hnle) 97 (e
measurement tools used (Table 2). report summary (Informe de Posicionamiento Paediatric: 56% (9/16) ﬁf\éé
= However, CQoL data were not used to support any economic model, as Terapéutico, IPT) but do not publish other documentation = 7B
modelling is not a requirement in the German system.3 used by the CIPM (Interministerial Commission on Medicine
= Interestingly, the most recent IQWIiG guidance (Table 1) states that the effect FIEES) 1 MELS ERpovE] CORBIENS [EEEEg @piem Ciugs:: Germany* 38% (13/34) Aault: 31% (&/19) A = 8% (1/13) NR
of the intervention on indirectly affected individuals, including caregivers, can = HTA reports are only published if the drug receives a positive Paediatric: 69% (9/13) " QoLISSY
be taken into account in the HTA assessment, but does not elaborate on or conditional recommendation. Adult: 50% (4/8)
specific methodological recommendations.* = In 55% (6/11) orphan drug HTA submissions it was inferred 27% (8/30) _ = EQ-5D 25% (2/8) 50% (4/8)
: . : Paediatric: 50% (4/8)
that CQoL was incorporated into an economic model, but no
= In the Republic of Ireland, the impact of CQoL was included in methodological details were provided in the published reports
scenario analyses within the economic model in all five paediatric ‘ ' (Table 2). Republic : 179% (5/30) Paediatric: 100% (5/5) = VAS 20% (1/5) recommended NR
orphan drug HTA submissions. (Table 2). of Ireland = TTO
= One orphan drug HTA submission (1/5; 20%) was rejected due to insufficient ! ! ! !
evidence. Following assessment, no drugs were initially recommended, but Figure 2. Barriers to the Inclusion of CQoL in HTA Adult: 70% (7/10) £ (B1L) rEeemmEre e
one (1/5; 20%) was subsequently recommended following a price Submissions SiCODERE  71% (10/14) = EQ-3D 20% (2/10) accepted 10% (1/10)

Paediatric: 30% (3/10)

negotiation. = for restricted use

Inconsistent methodologies across countries and submissions

= |n Norway, all four cases of CQoL evidence in the economic A GBS PR
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model was rejected by the assessment committee due to inadequate : - CIS 91% (10/11) recommended 55% (6/11)

tandard dina th lity of CQol. d lack of CQoL. d \|| 4 Lack of standardised tools o o o _ _ 5 mentioned
slanielines Megielielne] e ikt © oL data, lack of CQoL data _ — - 13% (11/87) Paediatric or paediatric & = Paediatric Quality of Life Inventory 9% (1/11) conditional nelusion
derived from pivotal studies and use of proxy data from other populations or Reli s adult: 100% (11/11) (PedsQL) authorisation* but no details
conditions (Figure 2). eliance on proxy data = PedsQL Family Impact Module .

] provided
= |t is important to note that CQoL was not considered in two orphan drug HTA T S — - PROMIS-parent
. ) : . SO Unclear evidence requirements between and within HTA = Sleep Disturbance Scores
submissions via the JNHB (Joint Nordic HTA bodies; a joint assessment agencies
route encompassing the five Nordic countries) due to differing guidelines and ey o e " I e
f . : ling for the diff Nordi Unsuccessful HTA submissions not reported

re erctarlmce cases regarding economic modelling for the different Nordic Variable acceptance criteria

countries.
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Abbreviations

CAPF, Advisory Committee on the Financing of Pharmaceuticals; CarerQoL-7D, Carer Quality of Life 7-Dimension; CATCH, Comprehensive
Assessment Tool of Challenges in Hemophilia; CFQR-8D, Cystic Fibrosis Questionnaire-Revised 8-Dimension; CGl-I, Clinical Global Impression
of Improvement; CIS, Caregiver Impression of Severity; CQoL, caregiver quality of life; DMD-QoL, Duchenne Muscular Dystrophy Quality of Life;
EQ-3D, EuroQol 3-Dimension Questionnaire ; EQ-5D, EuroQol 5-Dimension Questionnaire; HADS, Hospital Anxiety and Depression Scale;
HIQA, Health Information and Quality Authority; IQWIiG, Health Information and Quality Authority; ITQoL, Infant Toddle Quality of Life
questionnaire; NA, not applicable; NICE, National Institute for Health and Care Excellence; NoMA, Norwegian Medical Products Agency; NR, not
reported; PedsQL, Pediatric Quality of Life Inventory); PROMIS-parent, Patient-Reported Outcomes Measurement Information System parent
Proxy Profile; QALYSs, quality adjusted life years; QoL, quality of life; QoLISSY, Quality of Life in Short Stature Youth — Children; PACE, patient
and clinician engagement; SF-12, Short Form 12-item Health Survey; SMC, Scottish Medicines Consortium; TTO, time trade off; VAS, visual

()§ DISCUSSION AND CONCLUSIONS

= CQoL was often included in European orphan drug HTA submissions using a variety of qualitative, quantitative, and mixed methods of measurement. analogue scale; ZBl, Zarit bur
However, the quality of CQoL data and the tools used to measure it were inconsistent both within and across different countries' submissions References
. . . . . . . . . 1. Johnson et al. Health-related quality of life and productivity burden for non-professional caregivers of adults with rare diseases: a real-world
= Due to a lack of quality CQoL data included in pivotal trials, proxy data and vignette studies were often used to provide values, however this approach Siudy. Orphanet J Rare Dis. 2025 June 6:20(1):262. 2.Liu 2, Heffernan G, Tan J. Caregiver burden: A concept analysis, Int J Nurs Sci. 2020 Oct

L H H 10;7(4):438-45. 3. lvandic V. Requirements for benefit assessment in Germany and England — overview and comparison. Health Econ Rev.
was Often Cflthlsed or releCted by HTA committees. 2014 Aug 28;4(1):12. 4. IQWIG. Allgemeine Methoden. 2025. Report No.: 8. Available from: https://www.iqwig.de/methoden/allgemeine-
. . . . . . . methoden_entwurf-fuer-version-8-0.pdf. 5. Epstein D, Espin J. Evaluation of new medicines in Spain and comparison with other European
= CQoL was incorporated into economic evaluations in England, Norway, Republic of Ireland, Scotland and Spain, however the methods used were often not well countries. Gac Sanit. 2020 Mar 1:34(2):133-40. 6. NICE. NICE health technology evaluations: the manual. NICE; 2025. Report No.: PMG36.
deﬁned or re 0rted Available from: https://www.nice.org.uk/process/pmg36. 7. NOMA. Submission guidelines For Single Technology Assessment of Medicinal
p . Products. 2024. Available from: https://www. dmp.no/globalassets/documents/offentlig-finansiering-ogpris/dokumentasjon-til -metodevurdering/
. . . . ) e . submission-guidelines-april2024.pdf#page=34&zoom=100,91,204. 8. Health Information and Quality Authority. National Guidelines for the
=  When included in economic models, CQoL often impacted cost-effectiveness, however criticism regarding the approach used was common. In England Economic Evaluation of Health Technologies in Ireland [Internet]. Dublin, Ireland: HIQA; 2025. Available from:
TP . . . . . . . . TP https://www.higa.ie/sites/default/files/2025-03/Economic-Evaluation-Guidelines.pdf. 9. SMC. Guidance to submitting companies for completion of
common criticisms Of CQOL In economic mOdels InCIUded use Of proxy data not matChlng the SCOped pOpUIatlon! Whlle N Norway the main criticism was the New Product Assessment Form (NPAF) [Internet]. 2022. Available from: https://scottishmedicines.org.uk/media/8515/guidance-on-npaf.docx. 10.
CQoL data did not Satisfy the requirements for Consideration ] SMC. Guidance to Submitting Companies for Completion of New Product Assessment Form (NPAF) [Internet]. 2025. Available from:

https://scottishmedicines.org.uk/media/ 9129/ultra-orphan -npaf-form.docx. 11. Advisory Committee for the Financing of Pharmaceutical Benefits
of the National Health System. Guide to Economic Evaluation of Medicines [Internet]. Ministerio de Sanidad; 2024. Available from:

= |n one case regarding sickle cell disease in England, qualitative consideration of the impact of CQoL was used to offset uncertainty in an unacceptable hitps:/fwwi.sanidad.gob.es/areasfarmacia/comites Adscritos/ prestacion/Farmaceutica/docs/20240227 GAPF_ Guia_EE. definifiva.pdf

economic model and clinical effectiveness evidence.

= |n conclusion, CQoL is applied in submissions for orphan drugs with varying success across European HTAs. Key barriers to acceptance of CQoL in
submissions include lack of robust QoL measurement in pivotal trials, use of proxy data and lack of consistent guidance methods for incorporation of CQoL in
economic models. The potential consequence of failing to adequately capture the impact of caregiving in the treatment of orphan conditions in HTAs,
are reimbursement decisions that underrepresent and fail to acknowledge the practical, financial, and social impacts on families and caregivers
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