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BaCkg rOund Table 1. Overview of patient utilities Caregiver utility
Utility method

o DS utility values LGS utility values - A total of 5 studies reported utility data for caregivers of patients with
Publication including valuation

« Dravet syndrome (DS) and Lennox-Gastaut syndrome (LGS) are rare, ethod/value set (mean, SD) (mean, SD) DS and LGS (Table 2).

treatment-resistant, developmental and epileptic encephalopathies.

Primary research articles * Higher utility values were attributed to seizure freedom and more

— DS typically presents in the first year of life, with a prevalence of | | ) | ) seizure-free days.
~1.2-6.5 per 100,000 individuals.’ Auvin et al. Health state vignettes < Highest utility: 0.75% « Highest utility: 0.83%
. . . 2021)5."1 lued by patient 0 Isi 0d i o i - _
— LGS manifests in early childhood (most commonly between (2021) e (L (0 convulsive (0 drop S?'Zu”fs Most studies used preference-based measures
and/or caregivers of seizures and 30 and 30 seizure M EQ-5D: 0.78 to 0.90
ages 3 and 5 years), and has a prevalence of ~5.8-60.8 per 100,000 patients with LGS/DS ~ seizure-free days free days per — Mean EW-ob. V.75 10 U.9U.
individuals. ' Sgi‘r’g‘en:::r']'ff:'ses Eer m:’"tt_:?t) )20t 'C‘°"tht) 0o - Vignette methods were utilised in 2 studies®8 to derive utilities for health
, , . , *  Lowest utility: 0. *  Lowest utility: 0. - : ; - - :
- Many people with DS and LGS experience cognitive, behavioural, scores converted to G e e B Gl P states associated with caring for a child with DS and LGS using the
social and mobility difficulties,34 and often require a lifetime of care. 0-1 utility scores seizures and 4 seizure-  and 1 seizure-free TTO and/or VAS.

free days per month) day per month) _ ili —
. Consequently, both DS and LGS can have a profound impact on the Utility values ranged from 0.47 to 0.87 (DS) and —0.10 to 0.79 (LGS).

) : - - : Gil-Nagel et Caregiver-reported * Overall multi-attribute = N/A
health related qualljt)./ of life (HRQoL) of patients as well as their al. (2023)° HUI-2 and HUI-3 score 0.56 (0.24)
caregivers and families. scored based on (HUI-2) and 0.32 (0.37) DS and LGS symptoms and impacts
Spanish population (HUI-3)

. . norms’ * An overview of the key DS and LGS symptoms and impacts identified in
ObjeCtlveS Lagae et al. Caregiver proxy- . Mean EQ-5D-5L: 0.42 - NJ/A the literature review are summarised in Figure 2.
(2018)3 repored EQ-5D-5L (0.29)

 Fifteen studies reported qualitative (DS, n=11; LGS, n = 2; DS and

- To identify published health utility data and explore the symptoms and index values based . Highest EQ-5D-5L: > , MY S L
impacts of DS and LGS on patients and their caregivers/family on an unspecified UK .46 (0.31) LGS, n=2)and 38 studles. quantitative data (I?S, n=33; LGS, n=3;
value set (pre-school DS and LGS, n = 2) on patient symptoms and impacts.

members through a targeted literature review.

gaBrgc(ug%r;t)sz; r:?a":’]?gt — Common symptoms (in addition to seizures) included behavioural

<2 years) disturbance, motor dysfunction, cognitive impairment, communication
iIssues and sleep disturbance.
_ Loetal.  Patient vignettes Highest utility: 0.78 Highest utility: 0.72 P

(2021)88!  evaluated by UK (0.24) (convulsive (0.42) (drop — Common impacts included changes to eating behaviour, impacts to
A series of literature searches were performed: general population seizure freedom in seizure freedom in emotional and psychological wellbeing and social impacts.
_ - _ _ _ using VAS and TTO the last month and the last month and _ o
- Search 1 identified studies on the patient experience of DS and LGS; methods >24 seizure-free days >15 seizure-free - Twelve studies reported qualitative (DS, n = 9; LGS, n = 2;
Search 2 identified studies on the caregiver and family member per month) days per month) DS and LGS, n = 1) and 25 studies quantitative data (DS, n = 22; LGS,
experience. ‘ I(_(;)\g?)St(:lztlslsltz;?{Jleive ‘ Egvgszougl;t)YéMm n =2; DS and LGS, n = 1) on caregiver or family member impacts.
— Pre-defined search strategies were performed in Embase and seizures and <18 drop seizures and — Common impacts included emotional or psychological wellbeing,
MEDLINE using the Ovid platform on 15 January 2024. No date seizure-free days <3 seizure-free work and finances, social life, family life and relationships.
restrictions were applied to the search. per month) days per month) . s . . . . . .
PP _ _ - * Impacts identified in the literature review aligned with testimonial
— Separate searches were conducted to identify utility (Search 1a and Conference abstracts/posters accounts
2a), qualitative (Search 1b and 2b) and quantitative (Search 1c and S : : : . ey . . . . o
), qua (S¢ 0) qua ( Teneishvili Patient or caregiver - Highest EQ-5D-5L: = N/A — Patient testimonials focused predominantly on impacts to daily living
2c) studies exploring symptoms, impacts, disease burden and et al. proxy-reported 0.72% d allleisur it
HRQoL data. (2020)° EQ-5D-5L index (0 or 1 seizure in the and socialfieisure activities.
_ Studies were screened by 2 independent reviewers against values calculated with last month) — Caregiver testimonials also described the positive impact of caring
ore-defined eligibilit criteyria (Figﬁre 1) J :53'5[1;5:- Crosswalk . | owest EQ-5D-5L: for/living with an individual with DS or LGS could have, such as how
y | Calolator. accountin ; ?‘I%G:eizures e their child enriched their lives or made them feel blessed.
- Search 3 identified testlmgnlals on the DS and LGS patient, caregiver for French population et i)
and family member experience. utility values'©
— This included testimonials from patient advocacy group websites and Pagano et Caregiver proxy- - Mean EQ-5D-5L for UK - NJ/A _ _
social media channels (Dravet Syndrome Foundation, Dravet al. (2019)" reported EQ-5D-5L cohort (children aged Figure 2. Key DS and LGS symptoms and impacts
Syndrome UK’ Jumo Health, LGS Foundatlon) Re'anaIySiS indeX Va|ueS based >2 yearS): 0.38 (027)
of Lagae et on an unspecified UK Impact on
al. (2018), value set .
Figure 1. Eligibility criteria UK cohort UL
only
- ’ Sensory General | Emotional
DS, Dravet syndrome; HUI-2, Health Utilities Index — 2; HUI-3, Health Utilities Index — 3; LGS, Lennox-Gastaut syndrome; N/A, not Seizures Cognltlve . .
- Search 1a, 1b and 1c: Caregivers applicable; TTO, time trade-off; VAS, visual analogue scale. impairment ISSUES HRQoL wellbeing
: *Health states defined b izure frequ LGS, 0-130d izures; DS, 0-32 vulsiv izu d seizure-free d in th .
.anc.j famlly m.embers of . av:?agesnfo?l?h (el_(gg, 1}3?)6; DSr,e4ie3C(I)).elnnC¥o€tal, 39 health sigfezeevaﬁ:ted for LGSCSrr:d 22 fgrslgs. ’fr(e)sn)ly‘/?l BKSuetiIiti;es r;epeonzgs(sle ° and intellectual . .
individuals diagnosed with DS or article for French data). ¥SD not reported. SHealth states defined by seizure frequency (LGS, 0 to >110 drop seizures; DS, 0 to >25 disability Behavioural Eating Ind nden
LGS: mixed samples where DS convulsive seizures) and seizure-free days in the average month (LGS, >15 to <3; DS, >24 to <18). In total, 6 health states evaluated Motor and difficulties behaviour ependence
Search 1a. 1b and 1¢: Individuals and I’_GS data cannot be for LGS and 6 for DS. 'Only UK utilities reported (see article for Swedish data). musculo-
diagnosed’with DS or LGS independently extracted; other skeletal S| : :
: ) ) i . : ee Gastrointestinal School/
Population Search 2a, 2b and 2c: Caregivers populations Table 2. Overview of caregiver and family utilities ISSUES disturbapnce symptoms Social education
and family members of individuals ° Search 2a, 2b and 2c: Individuals and
diagnosed with DS or LGS diagnosed with DS or LGS; Utility method - - leisure
formal (paid) caregivers; mixed Publication including valuation DS utility values LGS utility values Communication Autonomic Infection and activities
les where DS and LGS dat thod/value set (mean, SD) (mean, SD) | mmuni
samples where an ata method/value se issues symptoms immunity
cannot be independentl
extracted: otherr) populat)ilons Auvin et al. Caregiver vignettes < Highest utility: 0.74% * Highest utility: 0.78%
(2021)>*t  valued using mean (0 convulsive seizures (0 drop seizures
Searches 1a and 2a: Utilities VAS scores and 30 seizure-free and 30 seizure-
' _ converted to 0—1 days per month) free days per
SCEIENEE “?’ 29, 1€ af_‘d 28 Treatment outcomes utility scores - L ility: ¥ month)
Symptoms, impacts, disease owest utility: 0.49
suren el |- R0 (32 convulsive *  Lowest utility: 0.38%
seizures and 18 (130 drop seizures
Searches 1a, 2a: Utility studies* seizure-free days and 3 seizure-free
o . per month) days per month)
Searches 1b, 2b: Qualitative
Study studies™ Case studies Campbell et EQ-5D-5L index - Mean EQ-5D-5L: 0.78 - N/A
ftizzggfs 1c, 2c¢: Quantitative al. (2018)12 ;3}:;23%5%98(1 and (0.17) Emotional Work. education Sleep
. o sopulation—based wellbeing and finances General HRQoL
Population e foummel srifes Book chapters, editorials, preference weights™3
type protocols, grey literature
el Iy Lo et al. Caregiver vignettes * Highest utility: 0.87 « Highest utility: 0.79 Daily activities Social and Positive impacts
Enalish | Records not available (2021)8’¢’§ evaluated by UK (0.17) (convulsive (0.32) (drop lei I tiviti
Language nglish lahguage in the English language general population seizure freedom in seizure freedom elsure activities
DS, Dravet syndrome; HRQoL, health-related quality of life; LGS, Lennox-Gastaut syndrome USing VAS and TTO the Ias-t month and n the last month Preventative Fam"y life/
*Mi;<ed-method studieé and Iite;ature reviews were also incll;ded if’ identified. | ek ;2? rs::)lfl:lrzc)a-free days ?I’r:l Zlf;:i:zrre- measures COping mechanisms relationships
- Lowest utility: 0.47 month)
(0.50) (>25 convulsive * Lowest utility: —0.10 ] ol
seizures and <18 (0-73) (>110 drop glﬁ(e)?eitr;reu?itgtreesla}ttheedi?nu;allgvc\)lglsfz.lso reported amongst siblings.
seizure-free days seizures and <3
Patient Utlllty per month) seizure-free days
per month)
A total of 6 studies reported utility data for patients with DS and LGS Strzelczyk EQ-5D-3L scored . Mean EQ-5D-3L: 0.90 - N/A Con Clu sions
(Table 1). et al. according to German (0.18) (DS), compared
- _ _ _ (2019)14 value set derived to 0.90' for general
» Utility values were lower with higher seizure frequency and fewer using TTO methods’  population - Patient and caregiver utility scores were lower with increasing
seizure-free days. Strzelczyk EQ-5D-3L scored . Mean EQ-5D-3L: 0.90 - NJ/A disease severity (ie, increasing seizure frequency and decreasing
- Most studies used preference-based measures (eg, EQ-5D-5L, ?Ztoa1|§)1611 aclcordin? dto _Ge;man §)0.914 82 é?g)i%rnge)’ seizure-free days), indicating substantial HRQoL impacts of DS and
_5D- iliti - ’ value set derive : : LGS—yparticularly for those with high seizure burden.
EQ-5D-3L, Health Utilities Index [HUI]-2/3). Re-analysis using TTO methods™ sample), 0.96 (0.07) P Y J
— Mean EQ-5D-5L: 0.33 t0 0.72. g; g’lt" (2290’%}’1’5, gg;zs;g'g’gh Iaar;%r(]))e - A wide variety of symptoms and impacts experienced by patients
— Overall HUI-2/3: 0.56/0.32. ' with DS and LGS were identified in the literature searches and
DRE, drug-resistant epilepsy; DS, Dravet syndrome; LGS, Lennox-Gastaut syndrome; N/A, not applicable; SR, seizure remission; TTO, teStimoniaIS as We” as |m aCtS tO care iverS and famll members
- Vignette methods were utilised in 2 studies®?8 to derive utilities for health time trade-off, VAS, visual analogue scale. ’ P 9 y '
. . . *Health states defined by seizure frequency (LGS, 0—130 drop seizures; DS, 0—32 convulsive seizures) and seizure-free days in the
states using the time trade-off (TTO) and/or visual analogue scale (VAS) average month (LGS, 3-30; DS, 18-30). In total, 3 health states evaluated. TOnly UK utilities reported (see article for French data). - The findings of this review h|gh||ght the Signiﬁcant burden of DS and
*Health states defined by seizure frequency (LGS, 0 to >110 drop seizures; DS, 0 to >25 convulsive seizures) and seizure-free days in . . ) ] .
o Ut|||ty values ranged from 0.17 to 0.78 for patients with DS. and —0.28 the average month (LGS, >15 to <3; DS, >24 to <18). In total, 6 health states evaluated for LGS and 6 for DS. $Only UK utilities LGS on patlents’, CareglverS’ and fam”y members’ qua“ty of life.
. . ’ ] reported (see article for Swedish data). "'SD not reported. TEach patient with DS that participated in Strzelczyk et al. (2019)'* matched
to 0.83 for patlents with LGS (Table 1) based on age and sex with 1 patient with DRE and 1 patient in SR.
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