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kground & Objectiv

+ Colorectal cancer (CRC) often presents at an advanced stage, with approximately 23% of
patients having developed metastatic disease (MCRC) by the time of disgnosis,’ while up to 50%
of patients with localized CRC at diagnosis eventually develop metastases’

Until recently, regorafenib, trifluridine/tipiracil (T/T) and T/T + bevacizumab (T/T + bev) were the
only available treatment options for patients who had previously received chemotherapy, anti-
VEGF therapy, and/or ant-EGFR therapy (if RAS wild type**

Fruquintinib is a highly selective, oral inhibitor of all three VEGF receptors (VEGFRs -1, -2

How do grade 23 AEs impact the QoL of US patients with previously treated mCRC receiving either fruquintinib, R _

regorafenib, T/T, or T/T + bev? + I the univariate analyses of utilty scores based on FRESCO-2, non of the fixed predictors
reached statistical significance (Table 2). Progression status and the presence of ongoing grade

23 AEs at the time the EQ-5D-5L was collecied were both statistically significant and were
Figure 1. Impact on utility from grade 23 AEs based on L i e

multivariate model

Disease progression and ongoing grade 23 AEs were associaled with statistically significant
decreases in utility in the multivariate analyses (Table 3)
~ On a scale of 0 (health state equivalent to doath) 1o 1 (perfect heaith), the mean utility for

Patient-level EQ-50-5L questionnaire
data from FRESCO-2

and -3) that was approved by the US FDA in November 2023 for previously treated mCRC. H Regorafenib patents who were both progression-froe and free of grade 23 AEs was 0.7512
regardiess of biomarker status® (CORRECT) - The mean utility of patients with disease progression was 0.0588 lower than those without
* These systemic therapies all have distinct safety and tolerability profiles. Adverse events (AEs) progression (p <0.0001)

may occur and compromise the course of ireatment, increase heaithcare utilization and costs, Fruguintinib TIT + bov - The mean utility of patients with ongoing grade 23 AEs was 0.1385 lower than those without

and worsen patents’ quality of life (QoL) FRESCO (81.2%) / grade 23 AEs (p <0.0001)

- Treatment with regorafenib is associated with a high incidence of hand-foot syndrome *” while FRESCO-2 (63.0%) (SUNLIGHT) * Foreach of the trials analyzed, the calculated AE-associated utility decrements were greater
treatment with T/T is associated with myelosuppression®*# (Table 1) than the minimally important difference threshold for EQ-5D-5L scores for US patients with

~ Troatment with ft is with 511 (Table 1) Univariate/multivarists mixed-efiects, Y™ sunuickn cancer, estimated 1o be 0.06'* (Summary Panel, Figure 1)

Table 1. Most common grade 23 AEs with study treatment reported in each trial included in repested-measures, linser . ( Table 2. Results of univariate models of utility from FRESCO-2 for all po
the analysis® \ regression models

FRESCO

TIT (RECOURSE) | 0.0174 0.1802
00008 0.1151
0.0158 04462
00203 0.0411
00186 01225

Fruguintinib + BSC (vs placebo + BSC)
Centered baseine age*
Female (vs mase)

Mand-foot

% syndrome “ 2 L0 Prior regarafenib (va no prior regorafenib)
Neutrophil Disease (FRESCO-2)

Mypertension Hypertension

Hand-foot SUNLIGHT (80.5%) Progressave disease (va not progressed)’ 00112  <0.0001
Aathenia Fatigue Leukopenia Anemia count Ongoing grade 23 AE duning EQ-5D-5L vist' 0.0182 <0.000%
154 1
(10.8%) 7% (15.4%) @14%) (11.0%) Fruquintinib -
@I%) FRESCO) ‘Centered on e mean asekrs 800 dcross oF patents by deduchng Bre mean baselre a0e 11om Do Diseine g0 for each
Hand-foot Nourophit ( ) Patent. such That e age for 8 patient wih e mean age = O, "Time dependent covarile.
Proteinuria - Drarrhes Anemia count Anemia
(7% (6.4%) [84%) () Somom—" o 0120 0100 0080 0060 -0040 -0020 -0.000 Table 3. Results of multivariate model of utility from FRESCO-2
(5.3%) Grade 23 AE raies per trial « b t | __Pvaiue |
*Crota-trial compansons shoud be interprated with cauton data are for duttratve purposes onty Caoefficient for ongoing grade 23 AEs i t on utility (lower value indicates higher imj ton Qol) intercept® oz 0,007
+ Arecent study compared the management costs of grade 23 AEs with Contared basaline uility! 08848 <0.0001
B L A PRSI Sl el ML) e was iated with lower AE iated QoL d tvs fanib, T/T, snd TIT + bevfor US patients with | oo tadess A= s £2-80 vt P —— e
fluoropyrimidine-, oxaliplatin-, and ifinotecan-based chemotherapy (standard therapies hereafler) i reated With A d biologi Bt ' ki L
:I;GAEM;::‘T‘:'\“I:\:II:OS’::O o T P SRR VIR (o e \ = kel R srepise an e o ) “Tha mesn utikty I pasents who were boh progression-free and ree of grade 23 AEs. 'Canternd on the mean baselne
wtiity across af patients by deducting the mean baseine utiity from the baseline utiity of each patient. such that the utiity for
+ In mCRC, maintaining QoL is an important Lreatment goal alongsile increasing survival, but the 8 patent win the mean baseln uthty = 0
impact of AEs associated with systemic therapies for mCRC has not been characterized Figure 2, lllustrative example of EQ-5D-5L questionnaire responses, health states, and utility value estimation

« The objective of this analysis was to estimate the QoL impact of grade 23 AEs with Limitations
fruguintinib, regorafenib, T/T, and T/T + bev for palients with previously treated mCRC from the EQ-5D-5L Andety!
US patient perspective Dimensions i Sasone Ussful activity [ Puin/discomiort dograssion Health State: Utiity Value: « Given limitations around observed event rates and the frequency of data collection for the EQ-

5D-5L. these analyses did not attempt o estimate or differentiate AE-specific impacts on utility

Methods and instead compared overall rates of grade 23 AEs across treatments
Patient 1 2 1 3 3 5 Apply * The impact of progression and toxicity on utility was estimated based on data from FRESCO-2
+ Patient-level data from the phase 3 randomized dinical irisl FRESCO-2, 5 @ignn o B Moderate I (sight | (Extrome » 21325 US-specific 0422 only as palient level data were not available for other treatments
+ best supportive care (BSC) vs placebo + BSC were analyzed fo estimate utility values based r problems) value set to * The AE burden of treatments was estimated based on the AE rates reported in randomized
on responses 1o the EurcQol.-5-Dimension-5-Level (EQ-5D-5L) questionnaire calculate clinical trials. Cross-trial may be by different trial designs
— The EQ-50-5L is a widely validated and used generic insirument thal measures a patient's [ el ] 2 i " M 3 i i 3 health state- I l r‘:m”‘:':f:’::'“z?‘::;":“;;ﬂ'm argsireyholisy wmw‘:““;:'ch e N"‘“ AEs
self-reported health status based on five dimensions: mobility, self-care, usual activities, Slight » 21 specific utility 0.904 & .

d Eachd has-fve-levels: no probl dight > 7 - - - - — — e < J—The I:l:‘-:::[' oh: I:lvhly Was calculaiod based on grade 23 AES thal ocourred In
probiuns. modrile probjema, sevir probliens, end ddrame probiems. The patlent b FRESCO-2; however, as the most frequently occurring grade 23 AEs were different with each
asked to indicate their health state by ticking the box next to the most appropriate statement ~ The health state preferonces can differ betwoen countries/regions, 5o country specific value fitted with random infercept to account for longitudinal data. Fixed prediciors included treaiment, the impsct thel they had on health uliles might not have baen the seme
in each of the five dimensions. This decision results in a 1-digit number that exprosses the sets are used fo convert each possiblo health state (e.9., 21325 or 21111 in Figure 2) o a randomized treatment (fruquintinib + BSC vs placebo + BSC), baseline age, sex, baseline utility, CB"F,REU REC?,URSE andySUNLIGHT a8 in the fruquintinib studies
level selecied for that (1=no problems, o obl The digits for the utility value. In this analysis, the US-specific value set was used o caiculate health state- and prior treatment (regorafenib, T/T). Time-variant health state covariates included disease
five dimensions can b combined info a 5-digit number that describes the patient’s health specific utiity values** progression status. and ongoing grade 23 AEs _
state™ (Figure 2) *  The US-specific value set was ly derived via an + To estimate the impact of grade 23 AEs by treatment, the coefficient for ongoing grade 23 AEs

~ Each heaith state can potentiaily be assigned a summary index score based on societal protocol developed by the EuroQol Group, using data from 1,134 US respondents who (any grade 23 treatment: gent AEs at the me of the utility measurement) was + The impact of AEs associated with systemic therapios for mCRC is significant; the utility

preference weights for the health state. These weights, often referred fo as ‘utilities’, completed the EQ-5D-5L questonnaire'* multiplied by the rates from each treatment's pivotal Phase 3 trial to esiimate their AE- docroment associaled with ongoing grade 23 AEs was more than double that of

represent a preference-based measure of health-related Qol. for each hoalth state, * In FRESCO-2, EQ-50-5L health questionnaires were administored for all patients according to associated ulilty decrement disease progression

measured on a 0 (health siale equivalent o death) to 1 (perfect health) scale reprosent a the following schedule: at screning; day 1 of sach 28-day treatment cycle (up I cycle 20);,and ~ + Grade 23 AEs rates were: FRESCO and FRESCO-2 for fruquintinib (61.2% and 63.0%), 0" + The grade 23 AE profile with fruquintinib is favorable; fruquintinib was associated with a lower

measure of Qol. for each health state, measured on a 0 at the end of treatment (3043 days after last dose of therapy) CORRECT for regorafenid (78.0%),7 RECOURSE and SUNLIGHT for T/T (69.0% and QoL decrement va regorafenib, T/T, and T/T + bev for US patients with mCRC previously treated
(heaith state equivalent to death) 1o 1 (perfect health) scale *  Univariate and multvariate mixed-effects, repeated-measures, inear regression models were 69.5%),%* and SUNLIGHT for T/T + bev (7T24%)* with standard therapies and biologics
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