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ABSTRACT

Objective: In the phase 3, multi-national, open-label, randomized innovaTV 301/
ENGOT-cx12/G0G-3057 trial (NCT04697628), tisotumab vedotin as second- or third-line
therapy significantly improved survival versus chemotherapy in patients with recurrent or
metastatic cervical cancer. We report a post hoc analysis of patient-reported outcomes
on health-related quality of life from innovaTV 301.

Methods: Patients were randomized 1:1 to tisotumab vedotin or investigator’s choice
of chemotherapy. Pre-specified secondary end points included assessment of health-
related quality of life using the European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire-C30, European Organisation for Research and
Treatment of Cancer Quality of Life Questionnaire Cervical Cancer Module, and EuroQol
5-Dimension 5-Level. This post hoc analysis assessed change from baseline to cycle 13
using a mixed model for repeated measures and time to clinically meaningful deterio-
ration (>10-point change) or disease progression/death using a Cox proportional hazards
model in European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire-C30 and European Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire-Cervical Cancer Module subscales, both adjusted for
baseline factors. Proportion of patients with >10-point change from baseline in sub-
scales were compared between arms.

Results: Mean compliance rates across patient-reported outcome instruments were
high (>82%) from baseline to cycle 13. Mixed model for repeated measures analyses
showed that patient-reported health-related quality of life, functioning, and symptoms
were maintained with tisotumab vedotin therapy over the course of treatment, with no
differences by arm. The proportion of patients reporting clinically meaningful (>10-point)
improvement was greater with tisotumab vedotin versus chemotherapy for most

WHAT IS ALREADY KNOWN ON THIS TOPIC

Tisotumab vedotin, a tissue factor—directed
antibody—drug conjugate, is approved in multi-
ple regions for the second- or third-line treat-
ment of recurrent or metastatic cervical cancer
based on significant improvement in overall
survival over chemotherapy seen in the global,
randomized, phase 3 innovaTV 301 study.

WHAT THIS STUDY ADDS

The results of this post hoc analysis of patient-
reported outcomes from innovaTV 301 show that
the use of tisotumab vedotin maintained health-
related quality of life in patients with recurrent or
metastatic cervical cancer.

HOW THIS STUDY MIGHT AFFECT RESEARCH,
PRACTICE OR POLICY

These results reinforce the use of tisotumab
vedotin as an appropriate therapeutic option for
the second- or third-line treatment of recurrent
or metastatic cervical cancer.
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European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-C30 and European Organisation for Research and Treatment of
Cancer Quality of Life Questionnaire-Cervical Cancer Module subscales. In patients who showed deterioration, time to clinically meaningful deterioration
was slower with tisotumab vedotin versus chemotherapy for most European Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire-C30 and European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-Cervical Cancer Module subscales,
most notably nausea/vomiting, pain, dyspnea, insomnia, symptom experience, and lymphedema.

Conclusions: Results suggest tisotumab vedotin maintained health-related quality of life in patients with previously treated recurrent or metastatic
cervical cancer and, together with clinical outcomes with innovaTV 301, support tisotumab vedotin as a treatment option in this setting.

Trial registration number: NCT04697628
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INTRODUCTION

Patients with recurrent or metastatic cervical cancer have histor-
ically had a poor prognosis.’* As recurrent or metastatic cervical
cancer can be highly symptomatic, it is imperative that novel
treatments not only improve survival but also do not pose an
undue toxicity burden, so treatment will maintain or reduce
symptom burden and, thus, the health-related quality of life (QoL)
of patients with recurrent or metastatic cervical cancer.>* Recent
therapeutic advancements, including first-line treatment options
(immunotherapy in combination with platinum-based chemo-
therapy with or without bevacizumab®® and bevacizumab with
chemotherapy®), have extended the overall survival of patients
with recurrent or metastatic cervical cancer, with no negative
effects on health-related QoL.'>"

Tisotumab vedotin, an antibody—drug conjugate consisting of a
tissue factor—directed human monoclonal antibody with a mono-
methyl auristatin E payload,'*"* is approved in multiple regions,
including the USA, Japan, UK, and the European Union, for the sec-
ond- or third-line treatment of recurrent or metastatic cervical cancer.
These approvals were based on the significantly prolonged overall
survival, with a hazard ratio (HR) of 0.70 (95% confidence interval [Cl]
0.54 to 0.89; p =.004), reported in the open-label, randomized
phase 3 innovaTV 301/ENGOT-cx12/G0OG-3057 trial (NCT04697628)
in patients with previously treated recurrent or metastatic cervical
cancer randomized to either tisotumab vedotin or chemotherapy.'*'®
Based on these results, tisotumab vedotin was also recommended by
the National Comprehensive Cancer Network as the preferred
treatment for recurrent or metastatic cervical cancer in second and
later lines of therapy.'® Here, we report a post hoc analysis of patient-
reported outcomes in the innovaTV 301 study to assess health-
related QoL in the trial population.

METHODS

Study Design

The multi-national, open-label, randomized, phase 3 innovaTV 301
trial enrolled previously treated patients with recurrent or meta-
static cervical cancer from February 2021 to May 2023. The study
protocol was reviewed and approved by the WIRB-Copernicus
Group, Inc. (WCG) Institutional Review Board (IRB; IRB tracking
number 20203211; board action date December 17, 2020).
Additional approval was obtained from institutional review boards
or independent ethics committees at each participating site, as
required. All patients provided written informed consent before
entry into the trial.

Detailed eligibility criteria for innovaTV 301 were reported
previously.'* Patients were randomized 1:1 to tisotumab vedotin
monotherapy (2.0 mg/kg every 3 weeks intravenously) or in-
vestigator's choice of chemotherapy (topotecan, vinorelbine,
gemcitabine, irinotecan, or pemetrexed) intravenously. The pri-
mary end point was overall survival, and key secondary end points
were investigator-assessed progression-free survival and objective
response rate.'* Other secondary end points included time to
response, duration of response, safety, and patient-reported
health-related QoL. The results of the pre-specified secondary end
point of the assessment of health-related QoL using the European
Organisation for Research and Treatment of Cancer Quality of Life
Questionnaire Core 30 (EORTC QLQ-C30) were previously reported
and evaluated patients from baseline to cycle 5.'* This report
includes additional patient-reported outcomes data and post hoc
analyses.

Patient-Reported Outcome Assessments

Patients completed the EORTC QLQ-C30 (a cancer—specific
health-related QoL questionnaire)’” and EORTC QLQ-Cervical
Cancer Module (CX24, a cervical cancer—specific health-related
QoL questionnaire)'® at baseline (within <7 days of cycle 1 day 1)
and on day 1 of each subsequent cycle for <20 cycles.

The EORTC QLQ-C30 measures health-related QoL, function
impairment, and symptom burden in patients with cancer gener-
ally."” It is a 30-item instrument evaluating 15 domains: global
health status (GHS)/QoL, 5 functional scales (physical, role,
emotional, cognitive, and social functioning), and 9 symptom
scales or single items (fatigue, nausea and vomiting, pain, dys-
pnea, insomnia, appetite loss, constipation, diarrhea, and financial
difficulties).'”

The EORTC QLQ-CX24 measures symptom burden and func-
tioning in patients with cervical cancer.'® It is a 24-item instrument
incorporating 3 multi-item scales (symptom experience, body
image, and sexual/vaginal function) and 6 single items (lymphoe-
dema, peripheral neuropathy, menopausal symptoms, sexual
worry, sexual activity, and sexual enjoyment)."® All the EORTC QLQ-
C30 and EORTC QLQ-CX24 scales and single-item measures range
in score from 0 to 100, and a >10-point change from baseline in the
respective score was considered clinically meaningful.'

The EuroQol 5-Dimension 5-Level (EQ-5D-5L) health ques-
tionnaire was also administered as a measure of health utility for
cost-effectiveness analysis.”® EQ-5D-5L questionnaires were
administered at baseline (within <7 days of cycle 1 day 1) and on
day 1 of each subsequent cycle for <20 cycles, as well as during
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survival follow-up. EQ-5D-5L index scores range from —0.59 to 1,
where 1 is the best possible health state. A >0.03-point change
from baseline was considered clinically meaningful.”’
Compliance and completion rates for each patient-reported
outcome questionnaire were recorded at baseline and at every
cycle. Compliance rate was defined as the number of completed
questionnaires divided by the number of patients at each visit.
Completion rate was defined as the number of completed ques-
tionnaires divided by the number of patients in the intention-to-treat
population. The sexual enjoyment and sexual/vaginal functioning
subscales of the EORTC QLQ-CX24 questionnaire were optional and
were completed only by patients who reported sexual activity.

Statistical Analysis

Patient-reported outcomes were assessed in the patient-reported
outcome full analysis set, which included all randomized patients
who received any amount of study treatment and completed a
patient-reported outcome assessment at baseline and >1 post-
baseline assessment. Descriptive un-adjusted analyses of the
EORTC QLQ-C30, EORTC QLQ-CX24, and EQ-5D-5L scales from
start of treatment until end of follow-up were pre-specified in the
statistical analysis plan. All other analyses reported here are post
hoc analyses. Analyses were conducted using R version 4.4.1
software (R Foundation, Vienna, Austria).??

Patient-reported outcomes were assessed in the overall pop-
ulation and in a subset of patients who received only 1 prior
systemic treatment (second-line treatment). This second-line
treatment subgroup was analyzed for hypothesis generation to
investigate whether patients were able to maintain QoL for po-
tential subsequent lines of treatment.

Average health-related QoL at each cycle and change from
baseline were assessed using a mixed model for repeated mea-
sures.”® Time was included in the model as a categorical variable,
and an un-structured variance—covariance matrix was used to
model the covariance structure among each patient’s repeated
measures. Analyses were adjusted based on baseline Eastern
Cooperative Oncology Group (ECOG) performance status (0 vs 1),
prior bevacizumab administration (yes vs no), and prior
anti—programmed cell death protein 1/programmed death-ligand
1 (PD-1/PD-L1) therapy (yes vs no), which were also used as
stratification factors for the analyses of overall survival and pro-
gression-free survival.'*

The proportion of patients with clinically meaningful (>10-
point) improvement from baseline in EORTC QLQ-C30 and EORTC
QLQ-CX24 subscales was assessed at cycle 5, which was the
median number of cycles received per patient in the tisotumab
vedotin arm."

A Cox proportional hazards model was used to analyze time to
deterioration or disease progression/death in the EORTC subscales
and to estimate HRs with corresponding 95% Cls, also adjusted for
the above baseline characteristics. The proportion of patients
whose symptoms or function improved versus remained stable or
worsened (defined as a >10-point change from baseline in the
respective health-related QoL score) was evaluated; analyses were
descriptive and un-adjusted.

Data Availability Statement
Upon request and subject to review, Pfizer will provide the data
that support the findings of this study. Subject to certain criteria,
conditions, and exceptions, Pfizer may also provide access to the
related individual de-identified participant data.

See  https://www.pfizer.com/science/clinical-trials/trial-data-
and-results for more information.

RESULTS

At the data cut-off date (July 24, 2023), 502 patients were ran-
domized and comprised the intention-to-treat population (as re-
ported previously in the primary analysis).'* Of these, 434 patients
(231 in the tisotumab vedotin arm and 203 in the chemotherapy
arm) received >1 dose of study treatment, completed the baseline
patient-reported outcome assessment, and were included in the
patient-reported outcome full analysis set (Fig. S1). The second-
line treatment subgroup consisted of 65 patients who received
tisotumab vedotin and 52 who received chemotherapy. Overall,
median follow-up for patients in the patient-reported outcome full
analysis set was 250 days; median time of instrument completion
for patients who completed the EORTC QLQ-C30, EORTC QLQ-
CX24, and EQ-5D-5L patient-reported outcome instruments was
146, 141, and 226 days, respectively.

Patient baseline and demographic characteristics were gener-
ally balanced across the treatment groups (Table S1). At baseline,
participants in the tisotumab vedotin and chemotherapy arms had
similar scores for EORTC QLQ-C30 mean GHS/QoL, function or
symptom burden, most EORTC QLQ-CX24 symptom subscales,
and EQ-5D-5L index scores (Table S2). The number of patients in
the patient-reported outcome full analysis set who were alive and
receiving study treatment decreased with each cycle, from 231 in
the tisotumab vedotin arm and 203 in the chemotherapy arm at
baseline to 15 and 12 patients, respectively, at cycle 13.

The mean compliance rate from baseline to cycle 13 was 87.9%
(range 81.3-93.9) for the tisotumab vedotin arm and 83.9% (75.2-
94.1) for the chemotherapy arm for EORTC QLQ-C30; 87.1% (75.0-
92.0) and 82.4% (75.7-94.1), respectively, for the EORTC QLQ-
CX24 main scales; and 87.9% (81.3-93.9) and 85.7% (75.7-94.1),
respectively, for EQ-5D-5L (Table S3). For the optional EORTC QLQ-
CX24 subscales (sexual enjoyment and sexual/vaginal functioning),
compliance rates were low from baseline to cycle 13, with mean
compliance rates of 9.8% (range 6.1-20.0) and 8.0% (0.0-14.3)
and completion rates of 4.5% (0.4-20.0) and 3.1% (0.0-14.2) from
baseline to cycle 13 in the tisotumab vedotin and chemotherapy
arms, respectively. Compliance and completion rates in the sec-
ond-line treatment subgroup are shown in Table S4.

Adjusted changes from baseline to cycle 13 in EORTC QLQ-C30
and EORTC QLQ-CX24 subscale scores assessed by a mixed model
for repeated measures in the overall population are shown in
Figures 1 and 2 and Figures S2 and S3. Across subscales, scores
were generally maintained from baseline for both treatment arms.

In accordance with results in the overall population, EORTC
QLQ-C30 and EORTC QLQ-CX24 subscale scores also generally
remained stable (with <10-point change from baseline) in the
second-line treatment subgroup (Figs. S4 and S5). Mixed model
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Estimated marginal means for change from baseline to cycle 13 by treatment arm in EORTC QLQ-C30 (A) GHS/QoL, (B) physical functioning,

(G) emotional functioning, (D) cognitive functioning, (E) fatigue, (F) pain, (G) dyspnea, and (H) insomnia scores in the overall population. Estimated
marginal means for change from baseline were assessed using a mixed model for repeated measures. EORTC QLQ-C30, European Organisation for
Research and Treatment of Cancer Quality of Life Questionnaire-C30; GHS/QoL, global health status/quality of life.

for repeated measures estimates of the adjusted change from
baseline in EQ-5D-5L index scores by treatment arm in the overall
population showed a slight deterioration (—0.10 for the tisotumab
vedotin arm) from baseline to cycle 13 (Fig. S6A). EQ-5D-5L scores
in the second-line treatment subgroup are shown in Figure S6B.

A slower time to clinically meaningful deterioration (>10-point
change) or disease progression/death was observed with

tisotumab vedotin for all EORTC QLQ-C30 subscales across all
cycles compared with chemotherapy, most notably nausea and
vomiting (HR 1.43, 95% CI 1.16 to 1.76), pain (HR 1.25, 95% ClI
1.02 to 1.55), dyspnea (HR 1.28, 95% ClI 1.04 to 1.59) and
insomnia (HR 1.29, 95% Cl 1.04 to 1.60) (Fig. 3A). Trends in the
second-line treatment subgroup were consistent with those seen
in the overall population (Fig. S7A). For EORTC QLQ-CX24, a slower
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Figure 2  Estimated marginal means for change from baseline to cycle 13 by treatment arm in EORTC QLQ-CX24 (A) symptom experience, (B) body

image, (C) sexual/vaginal functioning, (D) lymphoedema, (E) menopausal symptoms and (F) sexual worry scores in the overall population. Estimated
marginal means for change from baseline were assessed using a mixed model for repeated measures. EORTC QLQ-CX24, European Organisation for
Research and Treatment of Cancer Quality of Life Questionnaire-Cervical Cancer Module.

rate of clinically meaningful deterioration (>10-point change) for
symptom experience (HR 1.28, 95% Cl 1.04 to 1.58), lymphoe-
dema (HR 1.32, 95% Cl 1.07 to 1.63), and menopausal symptoms
(HR 1.23, 95% CI 1.00 to 1.52) was seen with tisotumab vedotin
compared with chemotherapy (Fig. 3B). Trends in the second-line
treatment subgroup were consistent with those seen in the overall
population (Fig. S7B).

For most EORTC QLQ-C30 and EORTC QLQ-CX24 subscales,
the proportion of patients with clinically meaningful (>10-point)
improvement was higher in the tisotumab vedotin versus the
chemotherapy arm in the overall population at cycle 5 (Figs. 4 and
5). Subscales with a >5% difference in the proportion of patients
with clinically meaningful (>10-point) improvement between the
tisotumab vedotin and chemotherapy arms were physical func-
tioning (15.8% vs 10.3%), role functioning (24.8% vs 19.2%),
emotional functioning (25.6% vs 12.8%), cognitive functioning
(22.6% vs 9.0%), social functioning (24.8% vs 17.9%), fatigue

(30.8% vs 24.4%), pain (33.8% vs 21.8%), insomnia (26.3% vs
15.4%), financial difficulties (21.1% vs 9.0%), symptom experi-
ence (12.3% vs 3.9%), lymphedema (12.3% vs 5.2%), peripheral
neuropathy (13.1% vs 18.2%), menopausal symptoms (17.7% vs
23.4%), sexual activity (3.8% vs 9.1%), and sexual enjoyment
(10.0% vs 25.0%). Proportions of patients with clinically mean-
ingful improvements in the EORTC QLQ-C30 and EORTC QLQ-CX24
subscales in the second-line treatment subgroup are shown in
Table S5.

DISCUSSION

Summary of Main Results

This post hoc analysis of patient-reported outcomes from innovaTV
301 showed that patient-reported health-related QoL was gener-
ally maintained in patients with recurrent or metastatic cervical
cancer over the course of treatment for both treatment arms.
Importantly, in the tisotumab vedotin arm, delayed time to
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A. EORTC QLQ-C30 B. EORTC QLQ-CX24
" Median, cycles (95% CI)
" Median, cycles (95% Cl) Measure Tisotumab HR (95% CI)
leasure Tisotumab HR (95% CI) " Chemotherapy
" Chemotherapy vedotin
vedotin
Global health status 6 (5-7) 5 (4-6) 1.18(0.96-1.46) H——i Symptom experience 6(6-7) 5(5-6) 1.28(1.04-1.58) ——
Physical functioning 5(5-6) 5 (4-5) 1.06 (0.86-1.31) +——1 Body i 656 545 115/(0.94-1 42 o
Role functioning 5(5-6) 4(4-5)  1.10(0.89-1.35) —4—i ody image (5-6) @-5) 15(0.94-1.42) ¢
Emotional functioning 6 (5-7) 5(45)  1.22(0.99-151)  r—— Sexual/vaginal functioning 6 (5-8) 6(5-NE)  0.72(0.37-1.40) —————————
Cognitive functioning 6 (5-7) 5 (4-5) 1.20(0.97-1.48) ——i
Social functioning 5(5-6) 4(4-5) 1.15(0.94-1.42) +-—— Lymphoedema 6(6-7) 5(4-6) 1.32(1.07-1.63) ——i
Fatigue 5 (4-5) 4(3-5) 1.15(0.93-1.40) +—— )
= Nausea and vomiting 6 (6-7) 5 (4-5) 1.43(1.16-1.76) ——i Peripheral neuropathy 5(5-6) 5(5-6) 0.95(0.77-1.18) ——
= Pain 6(5-7) 5(4-5) 1.25(1.02-1.55) * Menopausal symptoms 6 (6-7) 5(5-6) 1.23(1.00-1.52) ——
7] Dyspnea 6(6-7) 5(4-6) 1.28(1.04-1.59) ——i
:Z> Insomnia 6(5-7) 5(4-6) 1.29(1.04-1.60) —— Sexual worry 6(6-7) 5(5-6) 1.23(0.99-1.52) ——
= Appe".te k.’ss 867 548 122(0.98-1.50) Sexual activity 6(6-7) 5(5-6) 1.18(0.95-1.46) ——i
a Constipation 6(5-7) 5(5-6) 1.16(0.94-1.43) +——
2y Diarhea 667 5@48)  121(097-1.50) —é— Sexual enjoyment 6(5-8) 6(5-12)  0.99(0.52-1.90) —_—
> Financial difficulties 6 (6-7) 5 (4-6) 1.19(0.96-1.47) H——
=
() ; 1.0 ! 0.2 1.0 20
= 02 20
F Favors F Favors
h "V:’h' S tisotumab ?1"0'3 tisotumab
chemotherapy vedotin chemo vedotin

Figure 3  Time to clinically meaningful deterioration of (A) EORTC QLQ-C30 and (B) EORTC QLQ-CX24 subscales by treatment arm in the overall
population. Clinically meaningful deterioration was defined as a >10-point change from baseline, progression or death. Chemo, chemotherapy; Cl,
confidence interval; EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-C30; EORTC QLQ-CX24,
EORTC QLQ-Cervical Cancer Module; HR, hazard ratio; NE, not estimable.
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Figure 4  Proportion of patients with clinically meaningful improvement (>10-point change) from baseline to cycle 5 in EORTC QLQ-C30 scores in the
overall population. EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-C30; GHS/QoL, global
health status/quality of life.

clinically meaningful deterioration was seen for most EORTC QLQ- The exploratory second-line treatment subgroup showed a
C30 and QLQ-CX24 subscales or disease progression/death versus  consistent trend with the full analysis set and a generally slower
chemotherapy, and a greater proportion of patients in the tisotu-  time to clinically meaningful deterioration with tisotumab vedotin
mab vedotin arm showed clinically meaningful improvement in  versus chemotherapy across most EORTC QLQ-C30 and EORTC
most subscale scores from baseline to cycle 13. QLQ-CX24 subscales. These results suggest that health-related
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Figure 5

Proportion of patients with clinically meaningful improvement (>10-point change) from baseline to cycle 5 in EORTC QLQ-CX24 scores in the

overall population. EORTC QLQ-CX24, European Organisation for Research and Treatment of Cancer—Cervical Cancer Module.

QoL was maintained for these patients who may require and are
eligible for additional treatment after second-line tisotumab
vedotin.

Mixed model for repeated measures analyses of the changes
from baseline to cycle 13 in EORTC QLQ-C30 and QLQ-CX24
subscales as well as the EQ-5D-5L index score were performed
because they allow for reliable estimates of longitudinal data
without requiring imputation and enable assessment across the
course of treatment.”® Analyses of time to clinically meaningful
deterioration and mixed model for repeated measures analyses
of changes from baseline in the EORTC QLQ-C30 and EORTC
QLQ-CX24 subscales were adjusted for potential confounders,
including ECOG performance status, prior bevacizumab admin-
istration, and prior anti—PD-1/PD-L1 therapy, which were also
used as randomization stratification factors for the analyses of
overall survival and progression-free survival."* These con-
founders were included as co-variates in the model, allowing
evaluation of the impact of treatment adjusted for these
characteristics.

The HR point estimate of <1 for time to clinically meaningful
deterioration of peripheral neuropathy favored the chemotherapy
arm over the tisotumab vedotin arm; however, this observation
should be interpreted in the context of the favorable global QoL
score observed with tisotumab vedotin. This finding reflects the
well-documented adverse event of interest, peripheral neuropathy,
associated with monomethyl auristatin—based antibody—drug
conjugates.>* Furthermore, the results for sexual/vaginal func-
tioning and sexual enjoyment need to be interpreted with caution
due to small sample sizes. To answer these questions in the
EORTC QLQ-CX24, patients needed to have had sexual activity
during the period being assessed. In this group of patients with
cervical cancer, the numbers of patients who responded to these
questions were low in both arms, with mean completion and
compliance rates of <10%.

Results in the Context of Published Literature
Results from this analysis showed that the significant improve-
ments seen in overall survival and progression-free survival with
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tisotumab vedotin in innovaTV 301'* were accompanied by
maintenance of health-related QoL and cervical cancer symptom
burden compared with chemotherapy. The patient population in
this study included a substantial proportion of patients who
received prior bevacizumab (65%) or prior immunotherapy (29%),
reflecting the current treatment landscape in recurrent or meta-
static cervical cancer and the evolving role of immunotherapy in
earlier lines of treatment.

The patient-reported outcome tools used in this analysis,
including the EORTC QLQ-C30 and QLQ-CX24 questionnaires and
the EQ-5D-5L index score, align with those used in other phase 3
studies of biologic agents to assess health-related QoL in patients
with recurrent or metastatic cervical cancer.'® Although these
instruments are not designed to assess ocular symptoms, it should
be noted that ocular events, which are known to be associated
with tisotumab vedotin treatment,"® and associated monitoring, do
not appear to have impacted overall patient-reported outcome
scores with tisotumab vedotin versus chemotherapy in this anal-
ysis. This may be due to effective management of ocular symp-
toms and patient adaptation to potential side effects and warrants
future study.

Strengths and Weaknesses
A major strength of this study is its design, with prospectively
planned collection of patient-reported outcome data as pre-
specified secondary end points in the global, randomized, phase 3
innovaTV 301 study that were then further analyzed post hoc in
this report. These analyses provide valuable insights into the
health-related QoL and symptom burden of recurrent or metastatic
cervical cancer in patients treated with tisotumab vedotin, with the
use of both generic (EORTC QLQ-C30 and EQ-5D-5L) and cervical
cancer—specific (EORTC QLQ-CX24) questionnaires. Additionally,
the patient population in this trial reflects the modern treatment
landscape, including a substantial proportion of patients who
received prior bevacizumab and prior immunotherapy treatment.
Limitations of this analysis include its post hoc nature and the
open-label design of the trial. The trial was statistically powered
for its primary clinical end point and, therefore, the patient-re-
ported outcome analyses reported here are not statistically pow-
ered. Additionally, the 10-point threshold used to represent
clinically meaningful change from baseline in EORTC QLQ-C30 and
QLQ-CX24 scores is based upon general guidance'®?® and may
not be appropriate for every subscale.”” In the future, further
analyses to identify potential correlation between clinical response
and patient-reported outcomes could enhance understanding of
tisotumab vedotin treatment benefit in recurrent or metastatic
cervical cancer.

Implications for Practice and Future Research
With a rapidly evolving treatment landscape in recurrent or met-
astatic cervical cancer, multiple treatments have been approved
recently and provide improved survival for patients, including
tisotumab vedotin. In addition to prolonged survival and improved
clinical outcomes, it is important to understand how these novel
treatments affect patients’ health-related QoL.

Results shown here suggest that health-related QoL was
maintained throughout the treatment course with tisotumab
vedotin and that QoL did not deteriorate with tisotumab vedotin

versus chemotherapy, thus reinforcing the use of tisotumab
vedotin as an appropriate therapeutic option for the second- or
third-line treatment of recurrent or metastatic cervical cancer.
Although results of the subgroup analyses suggest consistency
between the second-line treatment subgroup and the overall pa-
tient-reported outcome-evaluable population, the results should be
interpreted with caution and considered hypothesis-generating.

Importantly, these results are of relevance to gynecologic and
medical oncologists as well as community practitioners as they
bolster available data on the benefit-risk profile of tisotumab
vedotin versus chemotherapy and can potentially aid in clinical
decision-making.

CONCLUSIONS

Results from this analysis of patient-reported outcomes in the
innovaTV 301 study suggest that the use of tisotumab vedotin
maintained health-related QoL in patients with recurrent or meta-
static cervical cancer. Together with the clinical outcomes from the
innovaTV 301 study, ' these results reinforced the use of tisotumab
vedotin as an appropriate therapeutic option for the second- or
third-line treatment of recurrent or metastatic cervical cancer.
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