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A B S T R A C T

Introduction: Maintaining or improving health-related quality of life (HRQoL) is as important as extending sur
vival in metastatic colorectal cancer. We report an HRQoL analysis from FRESCO-2 (NCT04322539).
Methods: Patients were randomized to fruquintinib +best supportive care (BSC; n = 461) or placebo +BSC 
(n = 230). Instruments of EORTC QLQ-C30 and 5-level EQ-5D, and ECOG performance status (PS) were assessed. 
Changes from baseline scores for QLQ-C30 and EQ-5D were evaluated and minimally important difference 
thresholds were used to define stable, improved, or deteriorated QoL. Time to deterioration (TTD) was assessed.
Results: With fruquintinib versus placebo, baseline QLQ-C30 global health status (GHS) and EQ-5D visual analog 
scale (VAS) scores were 65.2 versus 64.6 and 67.0 versus 66.6, respectively. Least-squares mean changes from 
baseline fluctuated throughout treatment. At end of treatment (EOT), mean scores with fruquintinib versus 
placebo were 53.8 versus 52.3 (QLQ-C30 GHS) and 58.9 versus 58.5 (EQ-5D VAS). For QLQ-C30 GHS, 38.3 % 
versus 36.5 % of patients receiving fruquintinib versus placebo had stable or improved scores at EOT; median 
TTD was 2.1 versus 1.8 months (HR, 0.9; 95 % CI, 0.7–1.0). For EQ-5D VAS, 47.9 % versus 42.7 % had stable or 
improved scores at EOT; median TTD was 2.6 versus 1.9 months (HR, 0.8; 95 % CI, 0.6–0.9). Median TTD to 
ECOG PS ≥ 2 or death within 30+ /7 days after EOT was 6.6 versus 2.9 months with fruquintinib versus placebo 
(HR, 0.6; 95 % CI, 0.4–0.7).
Conclusions: Fruquintinib delayed TTD of ECOG PS and did not negatively impact HRQoL versus placebo.
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1. Introduction

The management of metastatic colorectal cancer (mCRC) primarily 
focuses on prolongation of patient survival [1,2]. However, maintaining 
or improving health-related quality of life (HRQoL) is an important goal 
in addition to increasing duration of life [2–4]. HRQoL is impacted by 
disease burden, such as a recent diagnosis, physical symptoms, comor
bidities, disease progression/recurrence, or adverse events (AEs) as a 
consequence of disease or treatment [1–3,5]. As such, the burden of 
mCRC affects psychological and emotional wellbeing, social/family in
teractions, physical functioning, and the ability to carry out daily ac
tivities, which may severely impact patients’ HRQoL.

HRQoL is commonly a patient-reported outcome (PRO) assessed 
using instruments such as the European Organisation for Research and 
Treatment of Cancer Quality of Life Questionnaire Core 30 (EORTC 
QLQ-C30). Moreover, using measures that are assessed by physicians 
can complement PROs and inform treatment decisions [6,7]. Eastern 
Cooperative Oncology Group performance status (ECOG PS) is a 
physician-assessed indicator of a patient’s level of physical functioning 
that is widely used in oncology clinical studies [6]. Importantly, ECOG 
PS and patient-reported HRQoL at baseline have been shown to be in
dependent prognostic indicators for overall survival (OS) in patients 
with mCRC [7]. Therefore, maintaining stable or improved HRQoL and 
ECOG PS in this patient population is critical to survival, and both 
measures are recognized as endpoints to evaluate the efficacy of treat
ments in clinical studies [6,8–10].

Fruquintinib is a highly selective oral inhibitor of all three vascular 
endothelial growth factor receptors (VEGFRs − 1, − 2, and − 3) [11] that 
was approved in China in September 2018 as third or later line of 
therapy for mCRC based on the results of the phase 3 FRESCO study 
(NCT02314819) [12,13]. FRESCO met its primary endpoint of 
improvement in OS with fruquintinib plus best supportive care (+BSC) 
versus placebo+BSC (median 9.3 vs 6.6 months; hazard ratio [HR], 
0.65; P < 0.001) [12]. At the time of FRESCO, treatment patterns for 
mCRC in China differed from those in the rest of the world. The global, 
phase 3 FRESCO-2 study (NCT04322539) was designed to investigate 
fruquintinib in a population that better reflected patient characteristics 
and treatment practices outside of China [14]. In FRESCO-2, fruquinti
nib+BSC versus placebo+BSC was associated with significant 
improvement in OS (median 7.4 vs 4.8 months; HR, 0.66; P < 0.001) and 
was well tolerated, with a safety profile consistent with the previously 
established monotherapy profile [14]. Based on the results of FRESCO 
and FRESCO-2, fruquintinib was approved in November 2023 by the US 
Food and Drug Administration for the treatment of adult patients with 
mCRC who have been previously treated with fluoropyrimidine-, oxa
liplatin-, and irinotecan-based chemotherapy, an anti-VEGF therapy, 
and, if RAS wild-type and medically appropriate, an anti-EGFR therapy. 
Based on FRESCO-2 data, fruquintinib was subsequently approved in 
June 2024 in the European Union for the treatment of adults patients 
with mCRC who have been previously treated with available standard 
therapies, including fluoropyrimidine-, oxaliplatin-, and 
irinotecan-based chemotherapies, anti-VEGF agents, and anti-EGFR 
agents, and who have progressed on or are intolerant to treatment 
with either trifluridine-tipiracil (TAS-102) or regorafenib [15,16].

Here we report for the first time the pre-planned HRQoL analysis of 
patients who received fruquintinib or placebo in the FRESCO-2 study.

2. Materials and methods

2.1. Patients and study design

The design of FRESCO-2 has been described previously [14]. Patients 
were randomized 2:1 to receive fruquintinib 5 mg or matching placebo 
by mouth daily on days 1–21 in 28-day cycles, +BSC. The primary 
endpoint was OS. Secondary endpoints included changes in HRQoL and 
health state assessed using EORTC QLQ-C30 and EuroQoL 5 Dimension 

5 Level (EQ-5D-5L) questionnaires [14].

2.2. Assessments and endpoints

Patient-reported data from QLQ-C30 and EQ-5D questionnaires were 
collected digitally at baseline and on day 1 of each cycle in line with 
study treatment visits, until end of treatment (EOT). The denominator to 
calculate questionnaire completion rates at baseline and each cycle was 
the total number of patients who were still receiving treatment at the 
time of cycle assessment and were expected to complete the question
naires, irrespective of actual visit attendance. The QLQ-C30 question
naire, composed of both multi-item scales and single-item measures, is a 
30-item cancer-specific instrument grouped into 15 subscales: overall 
global health status (GHS)/QoL score; five functioning scores (physical, 
role, emotional, cognitive, and social); three composite symptom scores 
(fatigue, pain, and nausea and vomiting); and six single-symptom items 
(dyspnea, insomnia, appetite loss, constipation, diarrhea, and financial 
difficulties) [17]. The EQ-5D questionnaire comprises a 5-component 
scale: mobility, self-care, usual activity, pain/discomfort, and anx
iety/depression [18]; and a general visual analog scale (VAS) for health 
status [19,20]. Scoring of QLQ-C30 and EQ-5D questionnaires are 
detailed in Supplementary Appendix.

For post-baseline visits, change from baseline scores of the subscales 
from QLQ-C30, EQ-5D index score, and VAS were calculated. Minimally 
important difference (MID) thresholds for each scale and item were used 
to define stable, improved, and deteriorated QoL (Supplementary 
Table 1) [18,21–23]. Time to deterioration (TTD) using MIDs was a 
post-hoc assessment and was calculated as time (months) from 
randomization until first deterioration, or death, whichever came first.

The ECOG PS of patients was assessed by the investigator at baseline, 
on day 21 of cycle 1, days 1 and 21 of cycles 2 and 3, on day 1 only from 
cycle 4 onwards, at EOT, and at safety follow up, which was 30+ /− 7 
days after EOT (maximum of 37 days). ECOG PS scoring is detailed in 
Supplementary Appendix. All enrolled patients had a baseline ECOG PS 
score of 0 or 1. TTD of ECOG PS was a post-hoc assessment and was 
investigated via Kaplan–Meier analysis of time (months) from random
ization to first occurrence of ECOG PS ≥ 2 or death, either within 30+ / 
− 7 days of the last dose received or overall.

2.3. Statistical analysis

All available data of the patients who withdrew from the FRESCO-2 
study for any reason was analyzed and missing data was assumed to be 
missing at random. Patients with missing data were excluded from an
alyses for which data were not available. Categorization occurred at 
each visit with the evaluable patients from the intent to treat (ITT) 
population. When an intercurrent event of death or treatment discon
tinuation occurred, patients were no longer included in the QLQ-C30 
and EQ-5D analyses from that timepoint onward. At each post- 
baseline visit, the least-squares means (LSM) and LSM difference 
(95 % confidence interval [CI]) between fruquintinib and placebo were 
calculated from a mixed model repeated measures (MMRM) model 
(Supplementary Appendix). The number and percentage of patients 
achieving QoL status (i.e. improvement, stable, and deterioration) for 
each QLQ-C30 and EQ-5D scale were summarized descriptively by visit 
and treatment group. Analyses of QLQ-C30 and EQ-5D scales were 
conducted in all randomized patients who had baseline and ≥ 1 post- 
baseline non-missing assessment. With QLQ-C30 and EQ-5D assess
ments, an analysis of covariance (ANCOVA) was conducted for the last 
assessment during treatment period as a sensitivity analysis of the 
impact of intercurrent events such as death and drop-out 
(Supplementary Appendix). The treatment period was defined as the 
date of randomization to 30+ /− 7 days after the last dose. Post-hoc as
sessments of TTD using MIDs and TTD to ECOG PS ≥ 2 were assessed in 
the ITT population using Kaplan–Meier method, and P-values were ob
tained from stratified log-rank test. HRs (95 % CI) were calculated from 
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a stratified Cox model in which treatment and baseline score were 
included as fixed effects.

3. Results

3.1. Patients

In FRESCO-2, baseline demographics and disease characteristics 
were generally balanced between fruquintinib (n = 461) and placebo 
(n = 230) arms. Efficacy and safety data have been reported previously 
[14].

3.2. Treatment duration and questionnaire completion rates

In FRESCO-2, patients received a median of 3 treatment cycles with 
fruquintinib (range 1–20) and 2 with placebo (range 1–13). Overall, 
48.9 % of patients in the fruquintinib arm and 14.8 % in the placebo arm 
received ≥ 4 cycles. At baseline, in the fruquintinib and placebo arms, 
respectively, 91.1 % and 94.3 % of patients completed the QLQ-C30 
questionnaire, and 91.3 % and 95.7 % completed the EQ-5D question
naire. In the fruquintinib and placebo arms, questionnaire completion 
rates up to cycle 5 were ≥ 85.1 % and ≥ 84.1 % for QLQ-C30, and 
≥ 86.3 % and ≥ 87.3 % for EQ-5D (Supplementary Table 2).

3.3. EORTC QLQ-C30 and EQ-5D-5L outcomes

Mean QLQ-C30 GHS baseline scores in the fruquintinib versus pla
cebo arms were 65.2 (standard deviation [SD], 19.9) versus 64.6 (SD, 
19.7); mean EQ-5D VAS baseline scores were 67.0 (SD, 19.0) versus 66.6 
(SD, 20.3) (Supplementary Table 3). Mean scores fluctuated in both 
arms throughout treatment. For QLQ-C30 GHS, the LSM changes from 
baseline with fruquintinib versus placebo were − 2.1 versus − 3.7 at 
cycle 2, and − 4.5 versus − 6.1 at cycle 3; for EQ-5D VAS, LSM changes 
from baseline were − 0.3 versus − 0.9 at cycle 2, and − 1.1 versus − 2.5 at 
cycle 3 (Fig. 1). At EOT, mean QLQ-C30 GHS scores with fruquintinib 
versus placebo were 53.8 (SD, 21.6) versus 52.3 (SD, 24.3) and mean 

EQ-5D VAS scores were 58.9 (SD, 20.0) versus 58.5 (SD, 20.7) 
(Supplementary Table 3).

The percentages of patients whose QLQ-C30 GHS scores remained 
stable (MID − 6.38 to <8.43) or improved (≥8.43) fluctuated throughout 
treatment, and at any time during fruquintinib versus placebo treatment 
(post-baseline), the maximum percentages of patients with stable or 
improved scores were 72.4 % versus 58.6 % and minimum percentages 
were 25.5 % versus 30.9 %. At EOT, percentages were comparable be
tween the fruquintinib and placebo arms (38.3 % vs 36.5 %) (Fig. 2).

The EQ-5D VAS scores also fluctuated throughout the duration of 
treatment. The maximum percentages of patients who remained stable 
(MID − 7 to <7) or improved (MID ≥7) with fruquintinib versus placebo 
treatment post-baseline were 75.3 % and 63.8 %, and minimum per
centages were 34.8 % versus 35.1 %; percentages were 47.9 % versus 
42.7 % at EOT (Fig. 3).

Based on predefined MIDs, the median TTD with fruquintinib versus 
placebo was 2.1 versus 1.8 months (HR, 0.9; 95 % CI, 0.7–1.0) for QLQ- 
C30 GHS (Fig. 4, Supplementary Fig. S1), 2.6 versus 1.9 months (HR, 
0.8; 95 % CI, 0.6–0.9) for EQ-5D VAS, and 3.0 versus 1.0 (HR, 0.8; 95 % 
CI, 0.7–1.0) for EQ-5D index scores (Fig. 4). Among QLQ-C30 subscales, 
median TTD for dyspnea (HR, 0.7), insomnia (HR, 0.8), and financial 
difficulty (HR, 0.8) had HRs of < 1 with 95 % CIs that did not cross 1 
(Fig. 4).

3.4. ECOG PS outcomes

The proportions of patients in the safety population (who received at 
least one dose of fruquintinib or placebo for the specific cycle) who had 
baseline ECOG PS scores of 0 and 1 were balanced between fruquintinib 
and placebo arms (ECOG PS 0: 42.3 % vs 45.6 %; ECOG PS 1: 57.7 % vs 
54.4 %) (Fig. 5). The percentage of patients with an on-treatment in
crease of ≥ 1 point in ECOG PS from baseline was 52.1 % with fru
quintinib versus 54.0 % with placebo.

TTD to ECOG PS ≥ 2 or death was improved with fruquintinib versus 
placebo; patients in the ITT population who received fruquintinib versus 
placebo had a longer median TTD to ECOG PS ≥ 2 or death within 30+ / 

Fig. 1. LSM change (95 % CI) from baseline in QLQ-C30 GHS and EQ-5D-5L VAS scores (ITT population; fruquintinib n = 461, placebo n = 230). Includes evaluable 
patients at each cycle from the ITT population. A higher QLQ-C30 GHS and EQ-5D-5L VAS score indicates a better overall condition. Abbreviations: CI, confidence 
interval; EQ-5D-5L VAS, EuroQoL 5 Dimension 5 Level visual analog scale; ITT, intent-to-treat; LSM, least squares mean; QLQ-C30 GHS, Quality of Life Questionnaire 
Core 30 global health status.
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− 7 days after EOT (6.6 vs 2.9 months; HR, 0.6; 95 % CI, 0.4–0.7) 
(Fig. 6); when deaths within 30+ /− 7 days of EOT were censored (7.9 vs 
4.9 months; HR, 0.7; 95 % CI, 0.5–0.8) (Supplementary Fig. S2A); and 
when all deaths observed during the study were included in the analysis 
and not censored (5.3 vs 2.9 months; HR, 0.6; 95 % CI, 0.5–0.8) 
(Supplementary Fig. S2B).

4. Discussion

Patients with refractory mCRC have a high disease burden that af
fects their QoL [24–26], and there is an unmet need for treatments that 
not only prolong survival but also maintain QoL in this patient popu
lation. In the FRESCO-2 study, fruquintinib improved survival versus 
placebo in patients with refractory mCRC [14], and in this pre-specified 
FRESCO-2 analysis, fruquintinib did not negatively impact HRQoL when 
compared with placebo. Patients receiving fruquintinib and placebo had 
a similar level of decline in HRQoL, as measured by LSM change from 
baseline scores of QLQ-C30 GHS and EQ-5D VAS, and based on pre
specified MIDs determining deterioration in QLQ-C30 and EQ-5D scores, 
fruquintinib versus placebo delayed median TTD in certain QLQ-C30 
subscales (dyspnea, insomnia, and financial difficulty) and the EQ-5D 
VAS. A numerically greater proportion of patients who received fru
quintinib versus placebo met the MID thresholds for stable and 
improved HRQoL (maximum post-baseline scores).

There is a need to understand the impact of different treatment op
tions on the QoL of patients with mCRC to help inform treatment de
cisions. The results of this analysis contribute to the published data on 
the current treatment options. Other studies in the mCRC setting have 
conducted QoL analyses using similar QoL tools as in this analysis. The 
CORRECT study (NCT01103323), which assessed the efficacy and safety 

of regorafenib versus placebo in patients with mCRC (N = 760), re
ported no difference between treatment arms in patient-reported QoL at 
baseline or EOT, measured by QLQ-C30 and EQ-5D modules [27]. 
Similarly in SUNLIGHT (NCT04737187), a study of TAS-102 plus bev
acizumab versus TAS-102 in patients with mCRC (N = 492), QoL was 
maintained in both arms when evaluated using QLQ-C30 and EQ-5D 
questionnaires [28]. QoL data are not available for TAS-102 from a 
placebo-controlled trial; however, the single-arm PRECONNECT study 
(NCT03306394) assessed QoL in a large patient cohort who had early 
access to TAS-102 (N = 793) [29]. In PRECONNECT, changes in 
QLQ-C30 GHS score were not deemed to be clinically relevant at any 
timepoint [29]. Our data support fruquintinib as an additional treatment 
option for refractory mCRC, demonstrating that active treatment can 
improve OS without negatively impacting patient QoL.

Deterioration in ECOG PS has been associated with a worsening of 
QLQ-C30 physical function scale scores and TTD to ECOG PS ≥ 2 may be 
a possible proxy measurement of QoL [30–33]. In this analysis, the 
proportion of patients with an ECOG PS of 0 in the fruquintinib arm was 
lower than in the placebo arm, likely due to a higher proportion of 
placebo-treated patients progressing earlier in FRESCO-2 than 
fruquintinib-treated patients [14], resulting in the remaining patients in 
the placebo arm being healthier and fitter than those who had pro
gressed. Worsening of patient performance status was delayed with 
fruquintinib versus placebo, as shown by a longer TTD to ECOG PS ≥ 2 
or death within 30+/− 7 days after EOT (maximum of 37 days; (median 
6.6 vs 2.9 months). A delay in deterioration of performance status has 
also been shown with TAS-102 in the phase 3 RECOURSE study 
(NCT01607957) in patients with mCRC (N = 800), where the median 
TTD to ECOG PS ≥ 2 was significantly longer versus placebo (5.7 vs 4.0 
months; HR, 0.7; 95 % CI, 0.6–0.8; P < 0.001) [34]. As censoring 

Fig. 2. Baseline and post-baseline assessment of patient health status according to QLQ-C30 GHS scores (ITT population; fruquintinib n = 461, placebo n = 230). 
Percentages are based on the number of patients who received at least one dose of fruquintinib or placebo for the specific cycle (evaluable patients at each cycle from 
the ITT population). Percentages are based on n, the number of patients with a non-missing result for the given visit. The maximum post-baseline score represents the 
best condition during the treatment period; the minimum post-baseline score represents the worst condition during treatment. MID thresholds were as follows: 
deterioration MID ≤ − 6.38, stable MID − 6.38 to < 8.43, and improved ≥ 8.43 [22]. Abbreviations: F, fruquintinib; ITT, intent-to-treat; MID, minimally important 
difference; P, placebo; QLQ-C30 GHS, Quality of Life Questionnaire Core 30 global health status.

A. Sobrero et al.                                                                                                                                                                                                                                 



European Journal of Cancer 218 (2025) 115268

5

methods may have differed between these studies and FRESCO-2, the 
findings should be interpreted with caution. Nonetheless, deterioration 
of ECOG PS is an important outcome in clinical trials to assess the impact 
of active treatment on patients’ condition. This analysis of patients in 
FRESCO-2 showed that fruquintinib delayed deterioration of perfor
mance status, which was consistent with the QoL outcomes that were 
maintained over the course of treatment.

Results demonstrating that active treatments can maintain QoL 
without deterioration in the mCRC setting are encouraging. Further
more, finding the optimal balance between prolonged survival and the 
quality of survival due to the toxicity of active agents is an important 
consideration in treatment decisions [35]. Studies of fruquintinib, 
including FRESCO-2, have demonstrated that it significantly improves 
survival while being well tolerated in patients with mCRC; indeed, in 
FRESCO-2, 48.9 % of patients treated with fruquintinib received ≥ 4 
cycles, compared with only 14.8 % receiving placebo [14]. In 
FRESCO-2, the most frequent AEs of special interest related to fru
quintinib included hypertension (28.9 %) and palmar-plantar eryth
rodysesthesia (18.6 %), with most events occurring in the first few 
cycles of treatment and then stabilizing at a lower rate in later cycles 
[36]. These AEs were managed with dose modifications, did not result in 
high incidences of discontinuations, and were consistent with the 
manageable safety profile of fruquintinib [14,36]. The quality-adjusted 
time without symptoms of disease or toxicity (Q-TWiST) analyses of 
FRESCO and FRESCO-2 both demonstrated that fruquintinib delayed 
disease progression and prolonged patient survival without substantially 
increasing toxicity compared with placebo [37,38]. It is important to 
note that patients receiving placebo in FRESCO and FRESCO-2 also 
experienced AEs, as the disease burden itself contributes to toxicity and 
impacts patient QoL [24–26]. These results, alongside the data from this 

HRQoL analysis demonstrate that the addition of active fruquintinib 
treatment in FRESCO-2 did not negatively impact QoL when compared 
with inactive placebo.

There were several limitations to this analysis: firstly, while the 
generic HRQoL instruments we used are robust, challenges exist around 
the complexity and length of questionnaires, and sensitivity and rele
vance for mCRC; additional analyses in patients with mCRC with CRC- 
specific questionnaires and scoring them alongside generic in
struments would add to our understanding of the impact of treatments in 
mCRC [8]. The directional findings reported here showed no negative 
impact on patient QoL, and although statistical significance could not be 
reached, in part due to the post-hoc nature of some analyses, the results 
are supported by the FRESCO-2 Q-TWiST analysis, which is a 
well-established synthetic quality-adjusted life-year metric for the 
assessment of cancer treatments that can supplement patient-reported 
QoL data [38]. Secondly, in this study, QLQ-C30 and EQ-5D question
naires were collected on day 1 of each 4-week treatment cycle, and as 
patients only received treatment up to day 21 (week 3) of each cycle, the 
1-week treatment break before completing the questionnaires may have 
influenced how patients answered. However, although there was a 
treatment break, fruquintinib is eliminated slowly, resulting in high 
plasma exposure levels with target inhibition maintained for 5 days 
following the last dose. [11,39] Thirdly, as expected, patient numbers 
decreased over time, most commonly due to progressive disease [14], 
and a smaller sample size in later cycles may have impacted the con
clusions that can be drawn from the data. The MMRM approach was 
used to analyze change in baseline QLQ-C30 and EQ-5D scores. This is a 
likelihood-based approach that assumes data are missing at random; as 
such, data that are missing at random in cases where an assessment was 
missed by a patient who continued on study (not due to death or 

Fig. 3. Baseline and post-baseline assessment of patient health status according to EQ-5D-5L VAS scores (ITT population; fruquintinib n = 461, placebo n = 230). 
Percentages are based on the number of patients who received at least one dose of fruquintinib or placebo for the specific cycle (evaluable patients at each cycle from 
the ITT population). Percentages are based on n, the number of patients with a non-missing result for the given visit. The maximum post-baseline score represents the 
best condition during the treatment period; the minimum post-baseline score represents the worst condition during treatment. MID thresholds were as follows: 
deterioration MID ≤ − 7, stable MID − 7 to < 7, and improved MID ≥ 7 [18]. Abbreviations: EQ-5D-5L VAS, EuroQoL 5 Dimension 5 Level visual analog scale; F, 
fruquintinib; ITT, intent-to-treat; MID, minimally important difference; P, placebo.
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treatment discontinuation) cannot be confirmed. Finally, TTD using MID 
thresholds for QLC-C30 and EQ-5D scores and TTD of ECOG PS were 
unplanned post-hoc analyses in the FRESCO-2 ITT population; therefore, 
the statistical comparisons are illustrative only as the study was not 
powered to assess a difference or to control for type I errors. Further, the 
data for whether a patient maintained the MID threshold for stable, 
improved, or deteriorated state at each follow-up assessment were not 
collected and so are only representative of the patients who met MID 
thresholds at each cycle. Identifying these limitations can help inform 
future studies in refractory mCRC and the development of QoL assess
ments. Despite these limitations, our findings contribute to the under
standing of the impact of active treatment on patient HRQoL and can 
help to inform treatment decisions.

In conclusion, these results demonstrated that fruquintinib treatment 
delayed TTD of ECOG PS versus placebo and did not negatively impact 
HRQoL. These results, along with the improvement in survival and 
favorable toxicity profile, further support fruquintinib as a new treat
ment option for patients with refractory mCRC.
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