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Introduction * Of 359 records identified, 19 publications representing 18 unique studies were Uti[ity and disutility results
included in the SLR; of those, 9 were economic models, 7 were HTA reports, 2 . R dl £ the treat  setti better HRQOL b din th
* Relapsed or refractory (R/R) follicular lymphoma (FL) has a significant impact on were clinical trials, and 1 was an observational study (Figure 1, Table 2) esardiess o the treatment setting, better ARlCIL was 0bservediin the
. ) . . . , , , , progression-free (PF) health state compared with the progressed disease (PD)
patients’ health-related quality of life (HRQOL) such as worry about future * Four publications (2 in the R/R population and 2 in the 3L+ setting) reported on health state across the studies (Table 3)
health, fatigue, and lethargy’ HRQOL/PROs and 15 publications (12 in the R/R population and 3 in the 3L+ , o , ,
* The objective of this project was to conduct a systematic literature review (SLR) setting) reported on utility/disutility values ) ThrRe/irg.am sourc?cs lcl)f Ut]llﬂestZ%rgLT;ef -afrgozsugl,b\g:&hf .efc;r;c;;n ]Cde\x-llza;g)onésm
: ' in isease as follows: the rial, rial,?%%3 and Wi
to gather evidence on HRQOL, patient-reported outcomes (PROs), and * The quality of the single RCT? was assessed using the Cochrane Risk of Bias

— Utility values for the PF on-treatment health state ranged from 0.81"3 to
0.8220 across different models, with values for the PF off-treatment health
state ranging from 0.81"% to 0.82."3 Values for the PD health state were lower

Methods HRQOL/PRO ranging from 0.6214.15 to 0.78819

* In all 4 HRQOL/PRO publications, the primary instrument used was the FACT-
Lym, with 1 study each using SF-36 and Work Productivity and Activity

utility/disutility values for patients with R/R FL, including those in third-line and

, Assessment Tool, and the lack of blinding suggested a potential risk of
later (3L+) settings

performance and measurement bias

* An SLR was conducted and findings reported in accordance with the
Cochrane Collaboration and Preferred Reporting Items for Systematic

Figure 3. Disutility values due to AEs'®
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* Search strategies were developed to identify observational studies, ~ All 4 studies suggested that treatment responses were associated with 2 2 _ g
clinical trials, and economic evaluations in English and reporting on significant improvements in HRQOL 5 E -
HRQOL, PROs, and utility/disutility values in patients with R/R FL = £ 8 g 2 8 2 £ S
S a = O & © o 5 c c
* Literature searches were conducted in September 2022 via Ovid SP in the Figure 2. FACT-Lym scores by response to treatment?> s o _ g s § % g s 5 % ‘g E *E < g >
following databases: Embase, MEDLINE and MEDLINE In-Process, g g £ g & ¢ = s 8 S S F 25 ¢ a Lo S R
. . Q © 0 T S § - © Y o S .8 = X
Cochrane Central Register of Controlled Trials (CENTRAL), PsycInfo, 140 1 £ ¢ €S 5 5 % g £E5 3523 58§ ¥8e L8 58 ¢
: : g o & £ 8 = S & g = 5 S < 0
Health Economics Research Centre Mapping Database, and Centers for 130 - o% S 28 332358 FFf2ES2IFLTEIE RIS
Disease Control and Prevention HRQOL publication o Y
. 120 - _ -0.0008
* Grey literature searches were performed across several health o.dos7 ‘s R I & 00037
technology assessment (HTA) websites and in conference proceedings 110 - PR ‘Oﬁ"“ ® o
published from 2020—2022. Additionally, the reference list of a published 00 - 0005 @ 000 o.doso -0.0063
SLR in marginal zone lymphoma and FL regardless of therapy line was ~0.8077 @) *
screened for relevant studies? %0 - ¢ 0.0093 |-0.0803 -0.291
80 A S 0.01- -0.0093
o o o ‘u - —_
Table 1. PICOS selection criteria o > i 0.0115
o - +J
O] =
« Adults (= 18 years) diagnosed with R/R FL e 0.0151
Population «  Where studies include mixed populations of patients, separate data must be 20 - 0.0182 _o.01s2
available for patients with FL or > 80% of included patients should have FL 40 - P ®
Interventions |+ Any interventions for treatment of R/R FL .02 .
Comparators « Any comparator or no comparator 30 - ~0.022
« HRQOL/PRO outcomes for patients, family, and/or caregivers assessed using 20 -0.0237 ¢
any tool (eg, EQ-5D, EQ-5D VAS, EORTC QLQ-C30, EORTC QLQ-NHL-LG20, ®
Outcomes EORTC QLQ-NHL-HG29, SF-36, SF-12, FACT-Lym, and FACT-G) 109 I ~0.025 -
« Utility and disutility outcomes were assessed using direct (ie, standard 0 -
gamble, time trade off VA3) and indirect (i, EQ-3D Index score, 5F-6D, Physical social Emotional Functional Lymphoma  FACT-LymTOI  FACT-Lym * Only 1 study reported disutility values for adverse events (AE). In total, 23
HUI2, HUI3) methods well-being well-being well-being well-being additional score? total T ) ) T
score score score score concerns disutilities were reported for various AEs, ranging from -0.0237 for the d]SUt]l]ty
» Observational studies (prospective or retrospective, including surveys and score of AE infection to -0.008 for the disutilitv of AE irat tract infection?t
. . . ) . . B Patients with active disease-relapsed FL Patients with partial response . y o upper respiratory tract intection
Study design quest1on.na1res, cross.§ectlonal.stu§j1.es) Patients with remission/complete response M Patients with disease-free health state (Figure 3)
« Economic models (utility and disutility values only) +TO! score comprises PWB, FWB, and LYM scores.
Limits . Limit to Englisha FWB, functional well being; LYM, lymphoma additional concerns; PWB, physical well being; TOI, trial outcome index.
Discussion
2Articles in languages other than English were not included in the review but they have been flagged. . ore . or e .
EOR]TC QI]_Q-C30L,J European Orgar)isa’Fi]on r(/)r Resea;ch ;nd T]reatmen;llofWCa:J\cer QS:Ja!i\tlyof Life Questionnaire-Core 30 Items; EORTC * In an observational StUdy conducted in the United Kingdom (UK), patients with ¢ Only 18 studies reported on HRQOL/PRO and Ut]l]ty/dlsutlllty values in R/R FL,
o o 3 e EORTE LA o oo o s P o ot R/R FL that responded to treatment and were free of disease had the highest and evidence was predominantly reported in patients from Europe (n = 9) and
Questionnaire-Non-Hodgkin Lymphoma-Low Grade 20 Items; FACT-G, Functional Assessment of Cancer Therapy - General; FACT-Lym, FACT- Lym scores indicat]’ng greater HRQOL Compared with active disease or North America (n = 5), the generalizability of these data to other geographical
Functional Assessment of Cancer Therapy - Lymphoma; HUI2, Health Utility Index 2; HUI3, Health Utility Index 3; PICOS, Population, . ¢ . l ti . l
Intervention, Comparison, Outcomes, and Study design; SF-6D, 6-Dimension Short Form Health Survey; SF-12, 12-1tem Short Form partlal response to chemotherapy5 (Flgure 2) 0ocatlions 15 unciear
ety SR, semshortTarm et ey — This study also reported that patients with active disease-relapsed FL had * Across 4 publications reporting on HRQOL in R/RFL, evidence for patients who
e Predetermined PICOS selection criteria are shown in Table 1 the highest mean total WPAI score (46.18), followed by those with partial receweld ?;L;Fre?tr)lweg’ctwas l1m1:eddt<z aE ':TA I‘ep.Ol‘dt. a.':jd al sl!ngle-?r‘m study; in
. . . _ response (37.00), remission/complete response (28.22), and disease-free general, studies Tailed to separate data between individuat lines of therapy
* Data were extracted from the included studies by a single reviewer and patients (14.80). Thus, patients with active disease-relapsed FL experienced * Only 2 of 4 studies reporting on changes in HRQOL after treatment indicated
validated by a second independent reviewer. The quality of included the most significant impairment in work activity and lower productivity as whether improvements were clinically meaningful, and these studies were
randomized clinical trials (RCT) was assessed using the Cochrane Risk of demonstrated by higher WPAI scores> limited in sample size (< 100 participants)
Bias Assessment Tool by 1 reviewer and validated by a senior reviewer s . : : : :
y y * In the GADOLIN trial,? a higher percentage of patients with R/R FL who received * Utility/disutility value; were only reported in economic evaluations submitted
bendamustine plus obinutuzumab (42.6%) reported a clinically significant for HTA assessment using data from older studies
Results improvement in HRQOL at the 8- to 12-month follow-up visit compared with those * These models tended to cite values from the same core primary sources with
who received bendamustine alone (31.3%) unclear adjustments made to tailor values for each specific model and
Figure 1. PRISMA study flow * In the 3L+ settings, treatment with idelalisib was associated with improvements population; therefore, it was difficult to assess their validity
PRISMA flow diagram in HRQOL as demonstrated by higher scores compared with baseline on various * Across all evaluations reporting utility values, the highest values were
domains of the FACT-Lym questionnaire? observed for the PF health state, whilst the lowest values were reported for
Humanistic SLR (search: September 20, 2022) * The ELARA study® assessed tisagenlecleucel in 3L+ R/R FL and found that 41% and the PD health state. These findings are in line with populations in real-world
45% of patients experienced a clinically meaningful improvement in HRQOL based practice
Database searches on their FACT-Lym total scores at 3 and 6 months, respectively. After 6 months, * AEs were also associated with varying degrees of disutility (poorer HRQOL)
M ecords identified from o e et 45% and 34% of patients showed a clinically meaningful improvement in HRQOL
o ther records identified: . .
E= (n = 359): . _ using the PCS and Mental Component Score of SF-36, respectively .. .
g * MEDLINE (n = 76) __, Duplicate records removed . ﬁg_zfdegizcrfeali:t(rr?c:t;)(n 0) Strengths and l]m]tatlons
< B EnloEES (i = A06) before screening (n = 71) » Identified from economic
g :ggﬂm'-(f]“;;;o) burden SLR (n = 1) Table 3. Utility values in R/R and 3L+ settings * This SLR used robust methods in accordance with standard practices for

1 conducting an SLR
LOT (if specified), mean (SD) | LOT (if specified), mean (SD) .
: Author and year » ’ » ’ Primary source of . ' '
Records screened at title/ R‘fiicl)er;isagztcrl;éitegctragzﬁ?ngn ! y utility value for PF health utility value for PD health : lr)t/ l Com prehenswe searches. were.conducted across both electronic databases and
abstract level (n = 228) o 353) (country) state state U ALLS grey literature sources, including relevant HTA databases and conference
| : proceedings
© Records sought for R/R settings .- .. . . .
> e — Records not retrieved (n = 0) Guzauskas 2018 2L 0.805 (0.769-0.839) L 0618 (0.5060.724) i 2006 * Findings of the SLR are limited by the number of included studies, their
§ (n 135) v (usy o ‘ ‘ o ' ' methodologies, limited sample sizes, and poor reporting of the findings
| .
A Full-text records excluded Records included from other Blommestein 2014 .
N . : 21
Full-text records assessed __, (n = 24) sources (n = 8) (the Netherlands)? 2L: 0.8 (NR) 2L: 0.78 (NR) Wild 2006
for eligibility (n = 35) - Duplicate (n = 2) ——
« Publication type not of interest (n = 6) :’(‘:Je“t:‘;?ozoma 2L+: NR 2L+: NR NA :
« Population not of interest (n = 2) anada
* Intervention of line of therapy not of Hayslip 2008 ConCIUSlonS
interest (n = 8) y 2L+: disease-free health state 0.73 2L+: NR Brixner 2006 . . . .
Records ncluded from - Outcomes not of interest (n = 4) (US) e Data on HRQOL and utility/disutility values relevant to 3L+ treatment in R/R
database searches ’ gg;ﬁf;‘;ﬁ)sn”:ftiﬁgfgflg] f=°"2) Haukaas 2018 PFS (on treatment): 0.807 (0.19) 0.758 (0.249) CADOLIN triat FL are scarce; data are often poorly reported and come from older studies
© (n 111) (Norway)"3 PFS (off treatment): 0.822 (0.175) or those with smaller sample sizes. No study reported data on individual line
© - o
Soini 2011
S ) e 0.805 (0.018) 0.618 (0.056) Pettengell 20085 of therapy beyond the 3L setting
= inlan - . . . . . .
= Records included in SLR |(> : )k2010 e Utility values are lower in patients with disease progression compared with
(n = 19; unique studies n = 18) econ1nc15 0.805 (0.018) 0.618 (0.056) Wild 200621 those 1N a PF health state Suggest]ng poorer HRQOL
(France) : - . :
aPerformed by 2 independent reviewers at the title/abstract and full-text levels. . . . ¢ Further researCh 1S needed on HRQOI— and Utlllty/dlsu'ﬂllty Values n R/R FI—;
TA627 lenalidomide PFS (R-CHOP/CVP): 0.863 AUGMENT trial ificallv in 3L+ tti to bett d tand th HRQOL/PRO burd
+ rituximab 2020 PFS (obinutuzumab plus NR (Leonard 2019 and SpEEEE AT I 2Aer BERIT W DIstdelr Lineleliatelne) Wil =LA
Table 2. Study characteristics (UK)'6 bendamustine): 0.814 Dolan® 1997)22.23 well as to better inform the cost-effectiveness of new innovative treatment
TA629 options
Author and year Outcomes reported obinutuzumab + PFS (on treatment): NR (0.79-0.81) NR (0.57—0.65 GADOLIN trial3
(country) (tool used) bendamustine 2020 | PFS (off treatment): NR (0.79—0.81) ©. -65) h
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