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Abstract

Purpose: Lenvatinib and pembrolizumab (LEN+PEMBRO) demonstrated clinically meaningful
and statistically significant improvements in efficacy versus treatment of physician’s choice (TPC)
in patients with advanced endometrial cancer (aEC) in the phase 3 Study 309/KEYNOTE-775.
Health-related quality-of-life (HRQoL) is reported.

Eur J Cancer. Author manuscript; available in PMC 2024 April 09.
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Patients and Methods: Patients were randomly assigned to receive LEN+PEMBRO (n =

411; LEN 20 mg/day; PEMBRO 200 mg Q3W) or TPC (n = 416; doxorubicin 60 mg/m?

Q3W or paclitaxel 80 mg/m? [weekly, 3 weeks on/1 week off]). Impact of treatment on

HRQoL assessed by the global health status/quality of life (GHS/QoL) score of the European
Organisation for Research and Treatment of Cancer Quality-of-Life Questionnaire (EORTC QLQ-
C30) was a secondary objective; other scales of the Quality-of-Life Questionnaire (QLQ-C30),
EORTC QLQ-Endometrial, 24 questions (EORTC QLQ-EN24), and EuroQoL 5 dimensions, 5
levels (EQ-5D-5L) were exploratory objectives. HRQoL was assessed on day 1 of each cycle.
Completion/compliance, change from baseline, time to first and definitive deterioration were
assessed. No multiplicity adjustments were applied for HRQoL endpoints.

Results: The latest timepoint at which the predefined rates of completion (=60%) and
compliance (=80%) were met was week 12. HRQoL at week 12 between treatment groups

was generally similar. Time to first deterioration symptom scales favoured LEN+PEMBRO for
QLQ-C30 dyspnoea, and QLQ-EN24 for poor body image, tingling/numbness, and hair loss; and
TPC was favoured for QLQ-C30 pain, appetite loss, and diarrhoea, and QLQ-EN24 muscular
pain. While the QLQ-C30 physical functional scale favoured TPC, other functional scales were
generally similar between arms. Time to definitive deterioration favoured LEN +PEMBRO on
most scales.

Conclusion: HRQoL data from Study 309/KEYNOTE-775, with previously published efficacy
and safety results, indicate that LEN+PEMBRO has an overall favourable benefit/risk profile
versus TPC for the treatment of patients with aEC.

Keywords

Lenvatinib; Pembrolizumab; Patient-reported outcomes; Health-related quality of life; Endometrial
cancer

1. Introduction

Endometrial cancer (EC) is the fourth most common cancer in women and a common cause
of cancer-related death both in the United States (US) and worldwide [1-3]. While most
patients are diagnosed early, 10-15% of patients present with advanced disease, and the
prognosis for these patients is poor because of the relatively few treatment options [2,3].

The efficacy and safety of lenvatinib (LEN) + pembrolizumab (PEMBRO) in patients with
advanced EC were assessed in a phase 3 randomised study (Study 309/KEYNOTE-775)

[4]. LEN +PEMBRO demonstrated statistically significant and clinically meaningful
improvements versus treatment of physician’s choice (TPC; doxorubicin or paclitaxel) in
progression-free survival (PFS, median; 7.2 months versus 3.8 months; hazard ratio [HR]
0.56, 95% confidence interval [Cl], 0.47-0.66]) and overall survival (OS, median; 18.3
months versus 11.4 months, HR 0.62, 95% CI 0.51-0.75]) [4]. Safety data were generally
consistent with the previously published safety data for the combination treatment in patients
with advanced EC and across other tumour types [5-7].

Adverse events commonly associated with kinase inhibitors and/or immunotherapies include
hypertension, immune reactions, rash, nausea, diarrhoea, fatigue, and musculoskeletal pain,

Eur J Cancer. Author manuscript; available in PMC 2024 April 09.
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and therefore treatment with these medications can have negative impacts on quality of life
(QoL) [8-10]. With kinase inhibitors and immunotherapies becoming increasingly prevalent
in the treatment of EC, the need for health-related QoL (HRQoL) data in patients with EC is
crucial. Limited data are available on HRQoL in patients with EC, and the long-term impact
on these patients has not been addressed [11].

Herein, we provide results from analyses of patient-reported outcomes (PROs) from
Study 309/KEYNOTE-775 data using the European Organisation for Research and
Treatment of Cancer (EORTC) Quality-of-Life Questionnaire (QLQ-C30), the EORTC
QLQ-Endometrial, 24 questions (QLQ-EN24), and the EuroQoL 5 dimensions, 5 levels
(EQ-5D-5L) instruments.

2. Methods

2.1. Study design and patients

Eligibility details have been included in the primary publication [4]. Briefly, patients had
histologically confirmed advanced EC, with evidence of disease progression after one prior
systemic platinum-based chemotherapy regimen in any setting for EC. Patients may have
received up to one additional line of platinum-based chemotherapy if it was given in the
neoadjuvant or adjuvant treatment setting. Prior hormonal therapies were not restricted.

Patients were randomly assigned 1:1 to receive LEN 20 mg once daily orally plus PEMBRO
200 mg intravenously once every 3 weeks (maximum of 35 administrations) or TPC
(doxorubicin 60 mg/m? once every 3 weeks [maximum lifetime cumulative dose of 500
mg/m?] or paclitaxel 80 mg/m? given weekly [3 weeks on/1 week off]). Patients were

first stratified by mismatch repair (MMR) status. Within the mismatch repair-proficient
(PMMR) group, patients were further stratified by region, Eastern Cooperative Oncology
Group performance status (ECOG PS), and prior history of pelvic radiation. HRQoL data
were assessed for all patients who had received at least one dose of study treatment and
completed at least one PRO assessment. Within this HRQoL full analysis set, HRQoL data
were assessed for both the all-comer and pMMR groups.

Written informed consent was provided by all patients prior to undergoing any study-
specific procedures. The study protocol was approved by relevant institutional review boards
and was conducted in accordance with the principles of the World Medical Association
Declaration of Helsinki.

2.2. PRO assessments

HRQoL was assessed by three instruments: the EORTC QLQ-C30, the EORTC QLQ-EN24,
and the EQ-5D-5L.. All these instruments have been well-validated [11-16]. Details of each
instrument, and of the assessment schedule, are included in the Supplemental Material.
HRQoL data were collected for completion and compliance, change from baseline, and time
to deterioration. These are summarised in the Supplemental Material.

Data were collected for all scales on the three instruments throughout the study.
However, based on clinical experience and United States’ Food and Drug Administration

Eur J Cancer. Author manuscript; available in PMC 2024 April 09.
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guidance [17], the authors have noted that the symptoms associated with the scales of
QLQ-C30 fatigue, nausea/vomiting, appetite loss, and pain; and QLQ-EN24 urological,
gastrointestinal, sexual/vaginal problems, and hair loss are among the most burdensome to
patients with EC. For this reason, these scales were highlighted with Kaplan-Meier plots
for time to first deterioration (TTfD) and time to definitive deterioration (TTdD). TTfD and
TTdD analyses are further summarised in the Supplemental Material.

2.3. Study end-points

Primary end-points (OS and PFS by blinded independent central review per Response
Evaluation Criteria In Solid Tumors v1.1) and safety have been previously published [4].
Evaluation of the impact of treatment on the global health status/quality of life (GHS/QoL)
score of the EORTC QLQ-C30 was a secondary objective of this study. The impact of
treatment on HRQoL by the EORTC QLQ-C30 (scales other than GHS/QoL), the EORTC
QLQ-EN24, and the EQ-5D-5L were exploratory objectives. Within the HRQoL analyses,
completion and compliance rates, changes in scores from baseline, TTfD, and TTdD were
assessed.

2.4. Statistical analysis

Sample size and power calculations for Study 309/KEYNOTE-775 were estimated based on
the primary end-points (OS and PFS) [4]. There was no formal hypothesis testing for the
PRO analyses, thus power calculations were not performed; Pvalues for all PRO analyses
were 2-sided and nominal because there was no adjustment for multiplicity. PROs were
analysed in the HRQoL full analysis set. The statistical analyses were performed using
statistical procedures with SAS statistical software, version 9.4.

Completion and compliance of QLQ-C30, QLQ-EN24 and EQ-5D-5L by visit and by
treatment were recorded.

The primary analysis timepoint for PRO analyses was prespecified (before database lock) in
the statistical analysis plan as the latest timepoint at which PRO data for both groups were
collected; the overall completion rate was at least 60%, and the overall compliance rate was
at least 80%. Definitions for completion and compliance are included under Supplemental
Material. To assess treatment effects on the change from baseline to the primary timepoint
(week 12), a constrained longitudinal data analysis (cLDA) model [18] was applied, as
described in the Supplemental Material.

Post hoc analyses were conducted for TTfD and TTdD and are described in the
Supplemental Material.

3. Results

3.1. Patient baseline characteristics

Of patients included in Study 309/KEYNOTE-775, 411 were randomly assigned to
LEN+PEMBRO and 416 were randomly assigned to TPC (Fig. 1).

Eur J Cancer. Author manuscript; available in PMC 2024 April 09.
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Patient baseline characteristics have been previously reported [4] and patients were generally
well-balanced between the treatment arms. Data herein will focus on the all-comer
population, with pMMR data included in the Supplemental Material. At data cutoff (26th
October 2020), among patients in the all-comer population, 69.5% in the LEN+PEMBRO
arm and 73.5% in the TPC arm had discontinued treatment, with progressive disease as the
most common reason for discontinuation.

3.2. Mean observation period

The mean observation period for patients in the LEN+PEMBRO arm was 9.3 months
(standard deviation [SD], 6.2 months) for QLQ-C30 and EQ-5D-5L visual analog scale
(\VVAS) questionnaires, and was 8.6 months (SD, 5.5 months) for QLQ-EN24. Contrastingly,
patients in the TPC arm had a mean observation period of 4.3 months (SD, 2.9 months)

for QLQ-C30 and EQ-5D-5L VAS questionnaires, and 4.2 months (SD, 2.8 months)

for QLQ-EN24. Median duration of follow-up was 12.2 months (range 0.3-26.9) in the
LEN+PEMBRO arm and 10.7 months (range 0.3-26.3) in the TPC arm.

3.3. Completion and compliance

All-comer population rates for completion and compliance of QLQ-C30, QLQ-EN24, and
EQ-5D-5L VAS are shown in Table 1.

Week 12 was the latest timepoint at which the predetermined rates for completion (=60%)
and compliance (=80%) were met (Table 1); therefore, this was defined as the primary
timepoint for PRO analyses. Following this timepoint, completion and compliance rates
decreased, particularly in the TPC arm.

3.4. Change from baseline

Baseline scores for the LEN+PEMBRO and TPC arms were similar (Table 2).

Changes from baseline to week 12 in the all-comer population are shown in Fig. 2A-B for
the QLQ-C30 and QLQ-EN24 functional and symptom scales, and the EQ-5D-5L VAS. For
the GHS/QoL scale, the least square mean changes from baseline to week 12 were —5.97
(95% CI -8.36, —3.58) in the LEN+PEMBRO arm and —6.98 (95% CI -9.63, —4.33) in the
TPC arm (difference 1.01; 95% CI —2.28, 4.31; nominal P = 0.5460) (Table 2).

Most functional scales showed some deterioration from baseline to week 12, but declines
were generally similar in both the LEN+PEMBRO and TPC arms. Scores on most of

the QLQ-C30 and QLQ-EN24 symptom scales deteriorated in both groups with greater
deterioration in the QLQ-C30 diarrhoea (non-overlapping Cls) and QLQ-EN24 muscular
pain symptom scales among patients in the LEN+PEMBRO arm relative to TPC. A greater
deterioration from baseline to week 12 among patients in the TPC arm relative to the
LEN+PEMBRO arm was observed for the QLQ-C30 dyspnoea, QLQ-EN24 lymphoedema,
QLQ-EN24 poor body image, and QLQ-EN24 hair loss scales (Fig. 2A-B). Changes from
baseline to week 12 in the pMMR population for QLQ-C30 GHS/QoL, QLQ-C30 physical
functioning, QLQ-EN24 urological symptoms, and EQ-5D-5L VAS are shown in Table S1
and Fig. S1.

Eur J Cancer. Author manuscript; available in PMC 2024 April 09.
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When changes over time were assessed, no substantial changes were observed in either arm
of the all-comer population for the QLQ-C30 GHS/QoL, QLQ-C30 physical functioning,
EQ-5D-5L VAS, and QLQ-EN24 urological symptoms (Fig. 2C-F). Results for the pMMR
population over time were generally similar to those of the all-comer population (Fig. S1).

3.5. Time to first deterioration

In the all-comer population, comparisons of TTfD on the functional scales between
LEN+PEMBRO and TPC were generally similar; however, TTfD results for the QLQ-C30
physical functioning scale nominally significantly favoured TPC (Fig. 3).

Within the symptom scales, TTfD results nominally significantly favoured LEN+PEMBRO
over TPC for QLQ-C30 dyspnoea, QLQ-EN24 poor body image, QLQ-EN24 tingling/
numbness, and QLQ-EN24 hair loss. TTfD for QLQ-C30 pain, QLQ-C30 appetite loss,
QLQ-C30 diarrhoea, and QLQ-EN24 muscular pain nominally significantly favoured TPC
over LEN+PEMBRO (Fig. 3). Kaplan-Meier plots of TTfD in the all-comer population for
the symptom scales of particular clinical interest are included in Fig. 4.

3.6. Time to definitive deterioration

Among the all-comer population, median TTdD was numerically longer for patients in the
LEN+PEMBRO arm relative to the TPC arm for most PRO scales (Fig. 5).

Longer TTdD in the LEN+PEMBRO arm was nominally significant for the QLQ-C30
GHS/QoL and the QLQ-C30 functional scales and most of the QLQ-C30 symptom scales,
as well as the QLQ-EN24 sexual interest scale and most of the QLQ-EN24 symptom
scales. In addition, TTdD for the EQ-5D-5L VAS also nominally significantly favoured
LEN+PEMBRO versus TPC. No scales nominally significantly favoured TPC versus
LEN+PEMBRO. Scales of particular clinical interest are shown in Kaplan-Meier plots in
Fig. 6.

4. Discussion

In this analysis of PROs in patients with advanced EC treated with either LEN+PEMBRO or
TPC, deterioration in HRQoL was observed over time, but declines were generally similar
in both treatment groups (based on cLDA analysis). Differences could be seen on individual
scales: appetite loss, diarrhoea, and muscular pain all appeared worse with LEN+PEMBRO
compared with TPC; whereas dyspnoea, poor body image, and hair loss appeared worse
with TPC compared with LEN+PEMBRO. Together, these differences in individual PRO
outputs can help explain how scores on the more broad GHS/QoL instrument were generally
similar between treatment arms, while patients’ HRQoL on individual symptom scales
varied depending on the specific study treatment. Results from the pMMR population

were generally consistent with those from the all-comer population. Longer longitudinal
follow-up on QLQ-C30 GHS/QoL and physical functioning, as well as EQ-5D-5L scores,
were also consistent across both arms.

Although overall TTfD data did not demonstrably favour either arm, when TTdD was
assessed, LEN+PEMBRO was favoured versus TPC for almost all scales. TTfD (thought to

Eur J Cancer. Author manuscript; available in PMC 2024 April 09.
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be linked to treatment toxicity) typically favours the treatment with a shorter observation
period (i.e. TPC) as potential first deterioration events can be missed if none are detected
prior to early discontinuation. Alternatively, TTdD typically favours the treatment with

a relatively longer observation period (i.e. LEN+PEMBRO) as patients in this group
have a higher chance of temporary recovery, leading to lack of events for definitive
deterioration. This is particularly relevant in this study where the mean observation period
for LEN+PEMBRO was more than twice the mean observation period for TPC; however,
a strength of our study design is that patients were asked to complete the HRQoL
questionnaires during post-treatment follow up, for the equivalent of four cycle lengths.
Also, the increased efficacy of LEN+PEMBRO versus TPC, with significantly higher
tumour responses and PFS, likely contributes to increased time on treatment and, hence,
improved recovery in PROs after initial deterioration.

This hypothesis is further supported by other phase 3 trials that assessed time to
deterioration and also showed longer TTdD in treatment arms with significantly or
numerically favourable efficacy. These results were consistent across indications including
renal cell carcinoma (in a trial of LEN in combination with PEMBRO or everolimus
compared with sunitinib) [7,19], hepatocellular carcinoma (in a non-inferiority trial
comparing LEN vs sorafenib) [20,21], and a pooled analysis of four trials comparing
regorafenib versus placebo across three tumour types [22].

In the context of efficacy and safety data [4], the PRO data derived from Study 309/
KEYNOTE-775 strongly suggest that LEN+PEMBRO offers substantial benefits for the
treatment of patients with advanced EC. Efficacy results favoured LEN+PEMBRO over TPC
(median PFS hazard ratio [HR], 0.56 [95% CI 0.47-0.66]; £ < 0.001; median OS HR,

0.62 [95% CI 0.51-0.75]; P< 0.001) [4]. Among patients in the safety analysis population
in the LEN+PEMBRO arm, median duration of treatment was 231 days compared with
104.5 days in the TPC arm [4]. Treatment-emergent adverse events (TEAES) observed in

the LEN+PEMBRO arm of Study 309/KEYNOTE-775 were generally consistent with those
observed in previous studies [4-6], and with LEN and PEMBRO monotherapies [23,24].
PROs for both arms over the first 12 weeks of treatment were generally similar overall,
though differences were seen in a few specific scales, indicating that patient experience was
generally similar. When viewed in context of the improved efficacy and longer duration of
treatment, these PRO results support administration of LEN+PEMBRO over TPC in patients
with EC.

One limitation of these analyses is that while the HRQoL secondary and exploratory
end-points were predefined, no multiplicity adjustments were applied for these end-points
and, therefore, ~values should be considered nominal and descriptive. Furthermore, the
time to deterioration analyses were conducted post hoc and all related statistics should be
considered nominal. Also, this was an open-label study, which could have potentially biased
the results. These data were collected within the structure of a controlled clinical trial, with
specific inclusion and exclusion criteria, which could limit the applicability to real-world
populations. While clinical trial data are valuable to demonstrate the impact of treatments on
PROs, data collected in the real-world setting would be helpful to supplement the HRQoL
data observed in Study 309/KEYNOTE-775.

Eur J Cancer. Author manuscript; available in PMC 2024 April 09.
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Another limitation is that there were differences in completion and compliance rates
between the LEN +PEMBRO and TPC arms, which may have affected the observed
results. This is particularly evident at later time points, as patient discontinuation limited
the availability of data over time. For this reason, any long-term impact beyond treatment
discontinuation is difficult to discern. Moreover, some types of therapy have lifetime dose
limits (i.e. doxorubicin was limited to a cumulative dose of 500 mg/m2 and PEMBRO was
limited to 200 mg every 3 weeks for up to 35 administrations, with potential eligibility

for an additional 17 administrations), which should be considered in the context of long-
term treatment. Of note, HRQoL was assessed on the first day of each cycle, but cycles
were different lengths (21 days for LEN+PEMBRO and doxorubicin and 28 days for
paclitaxel). Analyses for combination treatment regimens can be challenging, particularly
for combinations in which one drug is administered daily and another once every 3 weeks.
Relatedly, it can be difficult to compare daily therapy (i.e. LEN) with sequential therapy (i.e.
doxorubicin or paclitaxel).

Studies have shown that both patients and clinicians find collection and discussion of

PRO data to be valuable components of cancer therapy [25,26]. Given that patients

with EC often face physical challenges such as advanced age, obesity, and pre-existing
comorbidities (including diabetes or hypertension) that can impact their cancer treatment
and their QoL [2,3,11], HRQoL studies in this patient population are critical. Unfortunately,
data on HRQoL outcomes in patients with EC are limited, and patients with advanced

EC are particularly under-represented in the literature [11]. In a phase 3 trial in patients
with advanced EC, HRQoL results favoured carboplatin plus paclitaxel over paclitaxel-
doxorubicin-cisplatin [27], but there are few other studies in patients with advanced EC
with HRQoL data. Therefore, this analysis of patients with advanced EC treated with
LEN+PEMBRO versus TPC is particularly important and, to our knowledge, represents the
first HRQoL data in this patient population and setting.

Data from this analysis of PROs from Study 309/KEYNOTE-775 demonstrated that from
baseline to week 12, HRQoL (as seen in the QLQ-C30 GHS/QoL, functional and symptom
scales of the QLQ-C30 and the QLQ-EN24, and the EQ-5D-5L) showed deterioration

in patients with EC treated with LEN+PEMBRO. While deteriorations on specific scales
were different between arms, declines in HRQoL also occurred in the TPC arm, resulting
in only minor differences between LEN+PEMBRO and TPC overall. Given the clinically
meaningful and statistically significant improvement in PFS, OS, and objective response
rate, and a safety profile that was consistent with previously reported studies [4-6], these
PRO data further indicate that LEN+PEMBRO has an overall favourable benefit/risk profile
compared with TPC for the treatment of patients with advanced EC. We conclude that
LEN+PEMBRO represents a new standard of care for patients with advanced or recurrent
EC following prior systemic therapy in any setting, and should be considered as a first
option for patients with advanced EC.
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1178 Patients screened

\

\

411 Randomly assigned to LEN+PEMBRO

416 Randomly assigned to TPC

\

v

406 Received treatment

388 Received treatment
+ 289 Received doxorubicin
* 99 Received paclitaxel

!

388 Included in HRQoL full analysis set

364 Included in HRQoL full analysis set

v

v

370 Completed EORTC QLQ-C30 at baseline
309 Completed EORTC QLQ-EN24 at baseline
375 Completed EQ-5D-5L VAS at baseline

351 Completed EORTC QLQ-C30 at baseline
301 Completed EORTC QLQ-EN24 at baseline
356 Completed EQ-5D-5L VAS at baseline

v

v

310 Completed EORTC QLQ-C30 at week 12
257 Completed EORTC QLQ-EN24 at week 12
310 Completed EQ-5D-5L VAS at week 12

227 Completed EORTC QLQ-C30 at week 12
190 Completed EORTC QLQ-EN24 at week 12
228 Completed EQ-5D-5L VAS at week 12

v

v

54 Discontinued treatment as of week 12
* 9 Due to adverse event

» 13 Due to disease progression?

* 6 Due to patient withdrawal

+ 2 Patients died

« 2 Other

» 22 Visit not scheduled

103 Discontinued treatment as of week 12
* 7 Due to adverse event

* 69 Due to disease progression®

* 8 Due to patient withdrawal

+ 1 Patient died

* 9 Other

* 9 Visit not scheduled

Fig. 1.

HRQoL Disposition. @Includes clinical progression and progressive disease. European
Organisation for Research and Treatment of Cancer; EN24, Endometrial, 24 questions;
EQ-5D-5L, EuroQoL 5 dimensions, 5 levels; HRQoL, health-related quality of life; LEN,
lenvatinib; PEMBRO, pembrolizumab; QLQ-C30, Quality-of-Life Questionnaire; TPC,

treatment of physician’s choice.
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A) Functional scales
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Fig. 2.

HRQoL Change From Baseline to Week 12 in the All-Comer Population at Week 12 (A,

B) and Over Time (C-F). @Patient numbers for the sexual enjoyment functional scale and
the sexual/vaginal problems symptom scales are LEN+PEMBRO: n = 65, TPC: n = 55. Cl,
confidence interval; EORTC QLQ-C30, European Organisation for Research and Treatment
of Cancer Quality-of-Life Questionnaire; EORTC QLQ-EN24, EORTC QLQ-Endometrial,
24 questions; EQ-5D-5L, EuroQoL 5 dimensions, 5 levels; GHS/QoL, global health status/
quality of life; HRQoL, health-related quality of life; LEN, lenvatinib; LS, least squares;
PEMBRO, pembrolizumab; TPC, treatment of physician’s choice; VAS, visual analog scale.
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GHS/QoL
QLQ-C30 functional scales
Physical
Role
Emotional
Cognitive
Social
QLQ-C30 symptom scales
Fatigue
Nausea/vomiting
Pain
Dyspnoea
Insomnia
Appetite loss
Constipation
Diarrhoea
QLQ-EN24 functional scales
Sexual interest
Sexual activity
Sexual enjoyment
QLQ-EN24 symptom scales
Lymphoedema
Urological symptoms
Gl symptoms
Poor body image
Sexual/vaginal problems
Pain in back/pelvis
Tingling/numbness
Muscular pain
Hair loss
Taste change
EQ-5D-5L
VAS (7 point)
VAS (10 point)

# Patients® with events/

# Patients®

LEN+PEMBRO TPC

279/388

290/388
293/388
201/388
252/388
272/388

320/388
280/388
276/388
187/388
225/388
288/388
209/388
258/388

52/331
49/331
15/80

189/332
140/332
198/332
155/332
18/80

186/332
142/332
210/332
112/332
225/332

296/388
283/388

225/364

219/364
246/364
156/364
199/364
231/364

2731364
207/364
223/364
172/364
166/364
198/364
175/364
143/364

45/315
39/315
9/57

169/319
102/319
142/319
181/319
15/58

126/319
141/319
152/319
243/319
215/319

257/364
243/364

# Median timed,
months (95% Cl)

LEN+PEMBRO
2.07 (1.45-2.10)
1.45 (1.41-1.74)
1.41 (1.41-1.64)
5.52 (4.17-8.05)
2.83 (2.17-3.68)
2.07 (1.48-2.17)

1.15 (0.79-1.41)
2.14 (2.07-2.76)
1.48 (1.41-2.04)
7.95 (5.55-10.19)
3.91 (2.89-4.90)
2.00 (1.41-2.10)
4.86 (3.48-6.08)
2.89 (2.46-3.55)

NR (NE-NE)
NR (NE-NE)
3.58 (0.82-NE)

3.71 (2.89-5.52)
10.15 (6.18-16.35)
3.48 (2.83-4.44)
5.55 (4.17-9.89)
3.00 (1.45-4.86)
4.11 (3.02-4.86)
10.71 (5.55-18.20)
2.07 (1.45-2.17)
12.45 (9.66-NE)
2.04 (1.45-2.14)

1.74 (1.41-2.10
2110 E1 .58-2.37{

TPC

2.73 (2.10-2.99)

2.56 (2.10-2.89)
1.87 (1.41-2.10)
4.86 (3.71-6.47)
2.79 (2.27-3.45)

( )

210 (1.87-2.76

NR (NE-NE)
NR (NE-NE)
NR (2.10-NE)

2.79 (2.14-3.55)
NR (6.74-NE)
4.37 (3.48-5.78)
2.10 (1.87-2.79)
4.63 (2.30-5.88)
5.55 (4.24-8.08)
4.11 (2.79-5.95)
(2. )
o 92 (0.79-0.95)
45 (1.38-1.87)

P

L4

L

¥ ++‘ 1 i ++'r Yy Troa g f
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HR (95% CI)*

1.15 (0.96-1.38)

1. 15(0.97—1.36)
0.90 (0.73-1.12)
1.03 (0.85-1.25)
1.02 (0.85-1.22)
1.16 (0.99-1.37)
1.08 (0.90-1.29)
0.74 (0.60-0.92)
1.08 (0.88-1.32)

0.86 (0.70-1.06)

0.88 (0.58-1.32)
1.02 (0.67-1.57)
2.37 (0.86-6.52)

0.81(0.66-1.01)
1.01(0.78-1.32)
1.14 (0.92-1.42)
0.58 (0.46-0.72)
2.06 (0.89-4.75)
1.24 (0.98-1.56)
0.70 (0.55-0.89)

0.12 (0.09-0.16)
0.83 (0.69-1.01)

1.07 £0.91—1.27;
1.06 (0.89-1.26

P value®!

0.123

0.001
0.119
0.339
0.768
0.843

0.07
0.431
0.007
0.007
0.474
<0.001
0.154
<0.001

0.532
0.913
0.096

0.064
0.913
0.233
<0.001
0.091
0.069
0.004
0.001
<0.001
0.06
413
.637

Fig. 3.

Favors LEN+PEMBRO

0.00 100 200 3.00 400 500 6.00 7.00

Favors TPC

Time to First Deterioration in the All-Comer Population?. 2Database cutoff: 26th October
2020. PTime to first deterioration is defined as the time from first dose of treatment to

first onset of =10 points decrease from baseline for functional scales (decrease of =7 points
for the for VAS 7-point threshold) and =10 points increase for symptom scales; a longer
time to deterioration is considered more favourable. “Number of patients in the HRQoL full
analysis set with available data. 9From product-limit (Kaplan-Meier) method for censored
data. ®Based on Cox regression model with treatment as a covariate stratified by MMR
status, ECOG PS, geographic region, and prior history of pelvic radiation. fTwo-sided #
value using Wald test (score test in case of zero event in 1 treatment group). CI, confidence
interval; ECOG PS, Eastern Cooperative Oncology Group performance status; EORTC
QLQ-C30, European Organisation for Research and Treatment of Cancer Quality-of-Life
Questionnaire; EORTC QLQ-EN24, EORTC QLQ-Endometrial, 24 questions; EQ-5D-5L,
EuroQoL 5 dimensions, 5 levels; GHS/QoL, global health status/quality of life; GI,
gastrointestinal; LEN, lenvatinib; MMR, mismatch repair; NE, not estimable; NR, not
reached; PEMBRO, pembrolizumab; TPC, treatment of physician’s choice; VAS, visual

analog scale.
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Fig. 4.

Patients without

Patients without

Patients without

EORTC QLQ-C30 Fatigue

10 Median (months) (95% Cl)
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EORTC QLQ-C30 Nausea/Vomiting

Median (months) (95% CI)
L+P 2.14 (2.07-2.76)
TPC 2.10 (1.64-2.79)

HR (95% Cl): 1.08 (0.90-1.29)

Patients without
Event (%)

0-r T T T T T T T J
0 3 6 9 12 15 18 21 24
Time (months)

388 71 29 25 15 9 6 3 0
364 62 17 5 4 1 0 0 0

EORTC QLQ-C30 Appetite Loss

100
Median (months) (95% Cl)

L+P 2.00 (1.41-2.10)

TPC 2.76 (2.10-3.48)

HR (95% Cl): 1.47 (1.22-1.77)

Event (%)
g

0 3 6 © 12 15 18 21 24 27
Time (months)
38 112 53 29 18 1 5 3 0 0

4 5 36 10 1 1

EORTC QLQ-EN24 Urological Symptoms

6 o 12 15 18 21 24 21
Time (months)

388 123 & 38 21 12 7 3 0 0

364 96 28 10 5 2 1

EORTC QLQ-C30 Pain

Median (months) (95% Cl)
L+ 1.48 (1.41-2.04)
TPC 266 (2.10-2.83)

HR (95% Cl): 1.28 (1.07-1.53)

Patients without

PRy
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Time to First Deterioration for Selected Scales of Interest in the All-Comer Population. Cl,
confidence interval; EORTC QLQ-C30, European Organisation for Research and Treatment
of Cancer Quality-of-Life Questionnaire; EORTC QLQ-EN24, EORTC QLQ-Endometrial,
24 questions; HR, hazard ratio; L, lenvatinib; P, pembrolizumab; NE, not estimable; TPC,
treatment of physician’s choice.
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# Patients® with events/

GHS/QoL

Emotional
Cognitive
Social
QLQ-C30 symptom scales
Fatigue
Nausea/vomiting
Pain
Dyspnoea
Insomnia
Appetite loss
Constipation
Diarrhoea
QLQ-EN24 functional scales
Sexual interest
Sexual activity
Sexual enjoyment
QLQ-EN24 symptom scales
Lymphoedema
Urological symptoms
Gl symptoms
Poor body image
Sexuallvaginal problems
Pain in back/pelvis
Tingling/numbness
Muscular pain
Hair loss
Taste change
EQ-5D-5L
VAS (7 point)
VAS (10 point)

# Patients®
LEN+PEMBRO TPC

160/388

184/388
197/388
100/388
135/388
165/388

211/388
122/388
162/388
89/388
115/388
152/388
88/388
109/388

35/331
38/331
12/80

92/332
51/332
97/332
78/332
11/80
78/332
61/332
103/332
69/332
116/332

183/388
164/388

164/364

165/364
197/364
100/364
138/364
184/364

223/364
129/364
157/364
114/364
103/364
144/364
104/364
67/364

40/315
32/315
8/57

120/319
61/319
86/319
134/319
15/58
74/319
90/319
101/319
190/319
164/319

196/364
178/364

# Median time®,
months (95% CI)

LEN+PEMBRO TPC
14.52 (11.17-17.28) 5.52 (4.53-5.98)

10.65 (8.97-13.11) 5.78 (4.96-6.24)
9.66 (7.56-11.86)  4.86 (3.71-5.52)
2145 (21.09-NE)  8.67 (7.85-NE)
19.48 (13.11-25.04) 6.60 (5.49-10.38)
13.57 (11.79-16.53) 5.03 (3.94-5.95)

9.27 (7.20-11.34)  3.48 (2.73-4.17)
20.14 (16.66-NE)  6.24 (5.78-8.31)
13.57 (11.27-16.59) 5.78 (4.63-7.39)
2283 (19.32-NE) ~ 10.19 (6.44—14 65)
20.24 (16.76-NE)  8.67 (6.97-13.50)
15.28 (11.30-21.75) 5.78 (5.13-8.51)

NR (NE-NE) 9.53 (6.87-NE)
NR (15.44-NE) 10.15 (7.62-NE)
NR (NE-NE) NR (NE-NE)
NR (NE-NE) NR (NE-NE)
12.68 (3.58-NE)  NR (3.25-NE)

16.3 (14.29-NE)  6.01 (5.09-7.39)
23,69 (23.69-NE)  14.65 (8.77-NE)
16.82 (13.37-NE)  8.74 (7.69-14.75)
NR (19.45-NE) 5.55 (4.44-7.29)
12.88 (4.86-NE)  4.63 (2.30-5.88)
21.75(17.48-NE)  8.77 (7.52-NE)
NR (19.55-NE) 7.85 (6.60-11.79)
16.23 (12.42-19.91) 6.60 (5.95-7.69)
21.75 (15.57-NE) ~ 1.45 (1.08-3.06)
1541 (11.11-NE)  3.52 (2.76-4.60)

(

(

11.34 (9.00-14.75) 4.60 (3.71-5.62)
13.14 (10.51-17.08) 5.32 (4.17-6.14)

G LU INGERIC
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HR (95% Cl)®
0.45 (0.36-0.57)

0.59 (0.47-0.74)
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0.43 (0.29-0.64)
0.52 (0.38-0.71)
0.30 (0.22-0.41)
0.55 (0.22-1.42)
0.47 (0.33-0.67)
0.31 (0.22-0.44)
0.48 (0.35-0.64)
0.12 (0.09-0.17)
0.32 (0.25-0.42)

0.47 (0.38-0.58)
0.44 (0.35-0.56)

P value®!
<0.001

<0.001
<0.001
<0.001
<0.001
<0.001

<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001

0.079

0.021
0.576
0.736

<0.001
<0.001
<0.001
<0.001
0.22
<0.001
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<0.001
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<0.001
<0.001

Fig. 5.

0.00 0.50 1.00

Favors LEN+PEMBRO

3.00
Favors TPC

Time to Definitive Deterioration in the All-Comer Population?. 2Database cutoff: 26th
October 2020. PTime to definitive deterioration is defined as the time from first dose of
treatment to first onset of >10 points decrease from baseline for functional scales (decrease
of =7 points for the for VAS 7-point threshold) and =10 points increase for symptom scales
from baseline without subsequent recovery or no subsequent assessment data; a longer time
to deterioration is considered more favourable. “Number of patients in the HRQoL full
analysis set with available data. 9From product-limit (Kaplan-Meier) method for censored
data. ®Based on Cox regression model with treatment as a covariate stratified by MMR
status, ECOG PS, geographic region, and prior history of pelvic radiation. fTwosided #
value using Wald test (score test in case of zero event in 1 treatment group). ClI, confidence
interval; ECOG PS, Eastern Cooperative Oncology Group performance status; EORTC
QLQ-C30, European Organisation for Research and Treatment of Cancer Quality-of-Life
Questionnaire; EORTC QLQ-EN24, EORTC QLQ-Endometrial, 24 questions; EQ-5D-5L,
EuroQoL 5 dimensions, 5 levels; GHS/QoL, global health status/quality of life; Gl,
gastrointestinal; LEN, lenvatinib; MMR, mismatch repair; NE, not estimable; NR, not
reached; PEMBRO, pembrolizumab; TPC, treatment of physician’s choice; VAS, visual

analog scale.
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Fig. 6.
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Time to Definitive Deterioration for Selected Scales of Interest in the All-Comer
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Population. Cl, confidence interval; EORTC QLQ-C30, European Organisation for Research

and Treatment of Cancer Quality-of-Life Questionnaire; EORTC QLQ-EN24, EORTC
QLQ-Endometrial, 24 questions; HR, hazard ratio; L, lenvatinib; NE, not estimable; P,

pembrolizumab; TPC, treatment of physician’s choice.
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