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Abstract

Background DESTINY-Breast01 (NCT03248492) is a phase II single-arm trial evaluating trastuzumab deruxtecan (T-DXd)
in adults with human epidermal growth factor receptor 2-positive (HER2+) unresectable or metastatic breast cancer (u/mBC)
who have received two or more prior anti-HER?2 therapies.

Objectives Objectives were to explore approaches for estimating long-term overall survival (OS) with T-DXd from immature
data (June 2020 data-cut; median follow-up 20.5 months), and compare predicted long-term outcomes with UK-recommended
non-targeted therapies eribulin, capecitabine, and vinorelbine.

Methods Two methods were used to model T-DXd long-term OS: (1) applying a hazard ratio (HR) to the OS curve for
another HER? targeted therapy (third-line trastuzumab emtansine [T-DM1]) with longer trial follow-up; and (2) extrapolating
T-DXd OS data directly. Comparator OS was based on direct extrapolation of published data (comparison with vinorelbine
OS was not possible). Quality-adjusted life years (QALY's) were calculated using a previously published model of utility.
Results Both extrapolation methods demonstrated longer mean/median OS with T-DXd versus eribulin, and capecitabine
(44.7/32.9 months [applying an HR to the T-DM1 OS curve]; 47.7/29.9 months [using direct extrapolation]; vs 11.3/9.2,
and 17.8/13.6 months, respectively), translating to 2.3, 2.3, 0.6, and 0.9 discounted QALYs.

Conclusion Alternative methods produced consistent results, showing T-DXd is associated with substantial gains in OS
and QALYs versus eribulin, and capecitabine. Modelled median OS results were similar to a later data-cut (median of
29.1 months, March 2021 data-cut). The modelling approach in which an HR was applied to the T-DM1 OS curve informed
a submission to the National Institute for Health and Care Excellence.

P4 Kyle Dunton

Kyle.Dunton@daiichi-sankyo.eu

Daiichi Sankyo, Europe GmbH, Munich, Germany
Source Health Economics, London, UK

Zedediah Consulting on behalf of Source Health Economics,
Wokingham, UK

A\ Adis


http://crossmark.crossref.org/dialog/?doi=10.1007/s11523-022-00923-9&domain=pdf

656

K. Dunton et al.

The prognosis of patients with unresectable or metastatic
breast cancer (W/mBC) who have received two or more
prior anti-human epidermal growth factor receptor 2
(HER?2) therapies is poor; UK-recommended non-tar-
geted therapies (eribulin, capecitabine, and vinorelbine)
offer limited overall survival (OS) and progression-free
survival (PES). There is an unmet need for targeted
therapies.

The single-arm DESTINY-Breast01 trial investigated
trastuzumab deruxtecan (T-DXd, a HER2-targeted anti-
body drug conjugate) at third or later lines. Interim OS
data were relatively immature at the time of this analysis,
which presents two approaches to modelling long-term
outcomes from immature data.

This is the first publication reporting methods for
extrapolation of long-term survival with T-DXd. Mod-
elled results are consistent, showing T-DXd is associated
with substantial gains in life expectancy and discounted
quality-adjusted life years versus eribulin, and capecit-
abine. The modelled median OS (using immature data;
June 2020 data-cut) is also consistent with OS data from
a later data-cut (March 2021). The modelling approach
informed a successful submission to the National Insti-
tute for Health and Care Excellence.

1 Introduction

Breast cancer (BC) is the most common cancer in the
UK [1], with a small proportion of patients diagnosed in
advanced stages of disease [2]. The most advanced forms,
unresectable (inoperable) and metastatic (u/m), are generally
incurable [3]. Approximately 13—20% of BCs are human
epidermal growth factor receptor 2-positive (HER2+) [4],
characterized by HER?2 overexpression on the tumor cell
surface. This promotes proliferation, activating the PI3K/
AKT and RAS/MAPK pathways [5, 6], resulting in more
clinically aggressive disease with worse outcomes [7].

BC accounts for 30% of all new cancer cases in UK
females (55,545 cases; crude incidence rate 166.0 per
100,000 [2016-2018]) [1] and is the second most com-
mon cause of all female cancer deaths (15%, 2018) [8].
The 21-year prevalence of female BC in England was
475,801 cases (diagnosed between 1995 and 2015, alive at
the last day of follow-up) [9]. The prevalence of mBC is
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estimated at 7.39% of BCs, with 34.41% of mBC patients
receiving third-line therapy [10].

Until recently, HER2-targeted therapies were available at
first and second lines for HER2+ u/mBC, but not at third and
later lines. Introduction and expanded use of these first- and
second-line targeted therapies for patients with HER2+ u/
mBC resulted in survival gains [11], but eventually, nearly
all patients develop de novo or acquired resistance and expe-
rience disease progression [12].

Previously, at third line, the National Institute for Health
and Care Excellence (NICE) pathways recommended non-
targeted chemotherapies, eribulin, capecitabine, or vinorel-
bine for both HER2+ and HER2-negative (HER2—) locally
advanced or metastatic disease [13, 14] (however, only
eribulin has been appraised by NICE in this patient popu-
lation [13]). The prognosis of patients who have received
two or more prior anti-HER?2 therapies is poor; eribulin,
capecitabine, and vinorelbine offer limited overall survival
(OS; median 10.2-15.2 months) [15-23] and progression-
free survival (PFS; median 2.6—4.9 months) [15-24].

Trastuzumab deruxtecan (T-DXd) is indicated for adults
with HER2+ u/mBC who have received two or more prior
anti-HER2-based regimens and has been granted market-
ing authorization by the European Medicines Agency (con-
ditional approval) and Medicines and Healthcare products
Regulatory Agency [25, 26]. T-DXd is a HER2-targeted
antibody drug conjugate (ADC) designed to deliver opti-
mal anti-tumor efficacy and minimize off-target toxicity
versus earlier ADCs [27-30]. T-DXd selectively binds to
HER?2, and following internalization, releases a cytotoxic
topoisomerase I inhibitor payload, causing DNA damage
and tumor cell death [27, 29].

The efficacy and safety of T-DXd in patients with HER2+
u/mBC who have received two or more prior anti-HER?2
therapies was assessed in the phase II, multicenter, single-
arm trial, DESTINY-BreastO1 [31, 32]. In total, 184 female
patients (median of six previous lines of therapy) were
treated with T-DXd. At the June 2020 data-cut (the longest
follow-up available at time of analysis; median 20.5 months),
T-DXd was associated with a confirmed objective response
rate (ORR) of 61.4% (95% confidence interval [CI] 54.0,
68.5) [32]. Median duration of response (DOR) was
20.8 months (95% CI 15.0, not evaluable [NE]), with a
median PFS of 19.4 months (95% CI 14.1, NE). Median OS
data were immature but encouraging (24.6 months; 95% CI
23.1, NE).

Clinical experts and trial data for comparators suggested
life expectancy was < 24 months for patients progressing
after trastuzumab emtansine (T-DM1) and preliminary OS
results from DESTINY-BreastO1 indicate a likely exten-
sion to life of > 3 months [33]. Therefore, NICE considers
T-DXd to meet the end-of-life criteria. T-DXd helps address
the substantial unmet need for a therapy with demonstrated
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efficacy and tolerability in patients with HER2+ u/mBC,
and helps overcome treatment resistance. In April 2021,
T-DXd was recommended by NICE for use within the Can-
cer Drugs Fund (CDF) for patients with HER2+ u/mBC
who have received two or more prior anti-HER2 therapies
[34]. Prior to this, no third-line targeted treatments were
available for this population on the National Health Service
(NHS) in England.

The objectives of this study were to explore two differ-
ent methods for estimating long-term survival with T-DXd
from immature OS data, and estimate the discounted quality-
adjusted life year (QALY) and life year (LY) gains associ-
ated with T-DXd versus the comparators.

2 Methods
2.1 Overview

A de novo partitioned survival model consisting of four
health states (progression-free [on- and off-treatment],
progressed, dead) was developed to model discounted LY's
and QALYs with T-DXd versus comparators. To model dis-
counted LYs, estimates of OS over a lifetime horizon are
required. Quality of life (QoL) estimates are informed by
assigning utilities based on treatment status (on/off treat-
ment), progression status, response status, and adverse
events (AEs); thus, estimates of PFS and time to discontinu-
ation (TTD) over a lifetime horizon are also required. Dis-
counting was applied at a rate of 3.5% per annum; a 1-week
cycle length was assumed. Modeling approaches are sum-
marized in Table 1.

Relevant studies reporting efficacy and safety data for
the comparators (eribulin, capecitabine, vinorelbine) were
identified by systematic literature review (SLR). Multiple
studies were identified for eribulin [15—18] and capecitabine
[19-23]. For eribulin, Cortes et al. 2011 [17] was selected
for the model base case, as it reports outcomes from the

pivotal EMBRACE trial, the primary source of evidence in
NICE technology appraisal 423 (TA423) investigating eribu-
lin in patients with mBC [10, 13]; a scenario analysis con-
siders eribulin data from Barni et al. [15], which presented
data in a HER2+ BC population. For capecitabine, Cameron
et al. 2010 [23] was chosen as the base case as it was the
only study that reported data in a HER2+ BC population; a
scenario analysis considers capecitabine data from Fumo-
leau et al. [20], the most recent of the other identified stud-
ies. Only Sim et al. [24] was available to inform comparisons
against vinorelbine. Clinical experts did not consider the OS
data from this study to be clinically plausible as compared
with the reported PFS or expected OS in UK patients; sub-
sequent therapies may be driving the reported OS. Due to
the concerns regarding plausibility of the OS data, it was
not possible to generate long-term outcomes for vinorelbine.

All patients in DESTINY-Breast01l were HER2+4. Of
the studies selected for the base-case and scenario analy-
ses, Cortes et al. 2011 had a population with mixed HER2
status, but provided the distribution of HER2 expression
(18.2% of patients with known HER?2 status were HER2+)
[17]. Adjustments for HER2 status were made to the trial
outcomes to compare with a 100% HER2+ population. Lv
et al. retrospectively compared clinical outcomes of HER2+
patients with or without trastuzumab versus HER2— patients
[35]. Patients with HER2+ disease experienced poorer OS
outcomes compared with HER2- patients (hazard ratio
[HR] 1.84, 95% CI 1.33, 2.56); this is consistent with clini-
cal expert opinion. The HR from Lv et al. was applied to the
OS and PFS curves for Cortes et al. 2011 in the proportion
of patients with HER2— disease (81.8%); an HR of 1 (i.e.
no adjustment) was applied to those with HER2+ disease
(18.2%), resulting in an overall HR of 1.69. Fumoleau et al.
did not present the proportion of HER2+ patients; in the
scenario where this study is used to inform outcomes for
capecitabine, 20% of patients were assumed to be HER2+,
as observed in UK clinical practice [4]. No adjustment was
required for data from Cameron et al. 2010, as capecitabine

Table 1 Approach to modelling OS, PFS and TTD for each model comparator

T-DXd

Eribulin

Capecitabine

oS Either:
Applying an HR to extrapolated third-line
T-DM1 data, or
Direct extrapolation of DESTINY-Breast01 data

PFS Extrapolation of DESTINY-BreastO1 data

TTD Extrapolation of DESTINY-BreastO1 data

HR from MAIC applied to T-DXd extrapo-
lation; adjustment applied to account for
mixed HER?2 status tion

Extrapolation of Cortes et al. 2011 [17] data; Extrapolation of Cam-
adjustment applied to account for mixed
HER?2 status data

eron et al. 2010 [23]

HR from MAIC applied
to T-DXd extrapola-

Treatment to progression assumed

HER?2 human epidermal growth factor receptor 2, HR hazard ratio, MAIC matching-adjusted indirect comparison, OS overall survival, PFS
progression-free survival, 7-DM1 trastuzumab emtansine, 7-DXd trastuzumab deruxtecan, 77D time to discontinuation
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was evaluated in a HER2+ population, or from Barni et al.,
as data were available in the HER2+ sub-population.

For extrapolation of outcomes, six parametric distribu-
tions (exponential, Weibull, Gompertz, log-normal, log-
logistic, and generalized gamma) were fitted to the data for
each outcome. These were assessed for the lowest Akaike
information criterion/Bayesian information criterion (AIC/
BIC) scores and most plausible clinical outcomes, as vali-
dated by clinical experts.

2.2 Overall Survival

At the time of analysis, OS data for T-DXd from DES-
TINY-BreastO1 were relatively immature; 64.7% of patients
were alive at the June 2020 data-cut (median follow-up
20.5 months) [32]. Two alternative methods were used
to model long-term OS with T-DXd: (1) applying an HR
to the OS curve for another HER2-targeted therapy with
longer trial follow-up, and (2) extrapolating T-DXd OS data
directly.

For the first approach, clinical experts advised that the
shape of the OS curve for T-DXd is likely to be more simi-
lar to another anti-HER?2 therapy, such as T-DM1, than the
non-HER?2 targeted model comparators (eribulin, capecit-
abine, vinorelbine). T-DM1 data from the TH3RESA trial
were considered the most relevant to inform T-DXd OS,
as it investigated this anti-HER2 therapy in patients with
HER2+ u/mBC at third line [36], and had longer follow-up
than available at the DESTINY-BreastO1 June 2020 data-cut.
An OS HR for T-DXd versus T-DM1 was generated using
a Cox proportional hazards (PH) model applied to T-DXd
data from DESTINY-BreastOl and digitized T-DM1 data
from TH3RESA. Predictions of long-term OS with T-DXd
were generated by applying this HR to extrapolated digitized
third-line T-DM1 data from TH3RESA. Of the alternative
extrapolations of TH3RESA data, clinical experts consid-
ered the generalized gamma and exponential distributions
to result in the most plausible OS curves for T-DXd; the
generalized gamma distribution results in a more conserva-
tive estimate of long-term OS, thus was selected for the base
case. The exponential distribution was considered in a sce-
nario analysis.

For the second approach (direct extrapolation of T-DXd
OS data), the log-logistic, log-normal, and exponential dis-
tributions resulted in OS curves considered plausible by
clinical experts; the log-logistic distribution results in a more
conservative estimate of long-term OS and was selected for
the base case. All other survival distributions were consid-
ered in scenario analyses, except the Gompertz and gen-
eralized gamma distributions, which were not considered
clinically plausible.

OS for the comparator treatments was estimated by fitting
parametric survival curves to digitized Kaplan—-Meier (KM)
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data from the relevant studies. Unadjusted KM data was used
from the comparator trials, rather than utilizing the results of
an indirect treatment comparison such as matching-adjusted
indirect comparison (MAIC), as clinical experts indicated
the shape of the OS curve would be different for T-DXd
versus the non-targeted model comparators, and thus cal-
culating an HR on the basis of an assumption of PH would
not be appropriate.

For the base case, the generalized gamma and Weibull
distributions were selected for eribulin, and capecitabine,
respectively. For eribulin, this distribution represents a rea-
sonable midpoint of the available extrapolations and has
the second lowest AIC/BIC score; for capecitabine, the KM
was relatively complete, and so this distribution was selected
based on having the lowest AIC/BIC score. Model diag-
nostics are presented in electronic supplementary material
(ESM) Table S3. Survival curves for the base-case extrapo-
lations of OS are presented in Fig. 1.

Data from published life tables for England and Wales
(2019) [37] were used in the model to prevent the weekly
probability of mortality falling below that of the general
population.

2.3 Progression-Free Survival

Parametric survival curves for PFS were generated for
T-DXd and HRs from unanchored MAICs (ESM Table S2)
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Fig.1 Base-case extrapolation of OS with T-DXd, eribulin, and
capecitabine. HR hazard ratio, OS overall survival, 7-DM1 trastu-
zumab emtansine, 7-DXd trastuzumab deruxtecan
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were applied to generate long-term outcomes for the com-
parators. For the base case, the log-normal distribution was
considered the most clinically plausible by experts, and had
the lowest AIC/BIC (ESM Table S3). Extrapolated survival
curves are presented in ESM Fig. Sla.

2.4 Time to Discontinuation

Parametric survival curves for TTD were generated for
T-DXd (see ESM Table S3 for model diagnostics). Of the
six extrapolations, two groups were present; one implies a
proportion of patients would remain on treatment beyond
5 years, and the other that all patients would discontinue
after 5 years.Clinical experts confirmed some patients would
continue beyond 5 years, but it was not clear which group
was more representative; thus, the exponential was selected
for the base case as it represented an approximate mid-point
between the two groups. No KM data for TTD was pub-
lished for comparator studies, so treatment to progression
was assumed in the base case. Extrapolated survival curves
are presented in ESM Fig. S1b.

2.5 Derivation of Utilities
2.5.1 Health State Utilities

Health state utilities were derived using a similar approach
to that described in NICE TA423 (investigating eribulin in u/
mBC) [10]. In TA423, progression-free, on-treatment utility
values were calculated as a function of ORR (patients expe-
rience a best overall response of complete response or par-
tial response) and AE rates from the eribulin and treatment
of physician’s choice (TPC) arms of the EMBRACE trial
[17]. In the current analysis, AE disutilities are modelled
in the first cycle only; health state utility values therefore
incorporate response only and AE disutilities are modelled
separately. The ORR from DESTINY-BreastO1 (61.4%) was
used for T-DXd [32], and ORR values generated from unan-
chored MAICs (ESM Table S2) were used for each com-
parator, resulting in a higher on-treatment utility value for
T-DXd versus the comparators (ESM Table S4). A scenario
analysis was considered in which the progression-free, on-
treatment utility value for T-DXd was assumed equal to that
for eribulin.

The progression-free, off-treatment utility values were
assumed to be equal to the baseline utility values presented
in TA423 (0.704) [10]. The progressed disease utility value
for T-DXd was aligned with the committee comments from
TA423 [10] (taking the average of the company and evidence
review group [ERG] values for progressed disease; 0.588);
scenario analyses considered the company (0.679), and ERG
(0.496) values. An additional scenario considered progres-
sion-free and progressed utility values from Le et al. [38].

2.5.2 Adverse Event Disutilities

AEs of Grade 3 or 4 occurring in > 5% of patients were
included for T-DXd and the comparators from respective
studies. AEs of special interest in DESTINY-BreastO1
or deemed of clinical importance by clinicians were also
included in the model. The AE inputs are presented in ESM
Table S5-Table S7.

For simplicity, the impact of AEs on health-related qual-
ity of life (HRQoL) is captured as a one-off QALY loss in
the first cycle of the model. For each treatment, this was
calculated using the AE frequencies from relevant studies,
the duration of each AE reported in DESTINY-BreastO1, and
disutilities sourced from the literature.

2.5.3 General Population Utility Multiplier

Age-specific utility multipliers were derived based on the
relationship between age and utility values observed in the
general population [39]. Health state utilities described pre-
viously were assumed to apply at the start of the model; for
every year after this, a multiplier was applied based on the
ratio between the general population utilities for current age
and starting age. The baseline starting age in the model was
56 years, to align with DESTINY-BreastO1.

3 Results
3.1 Base-Case Analysis

In the base case, OS was predicted to be substantially
longer for patients receiving T-DXd, with a mean/median
of 44.7/32.9 months (applying an HR to the T-DM1 OS
curve), and 47.7/29.9 months (using direct extrapolation)
versus 11.3/9.2 months for eribulin and 17.8/13.6 months
for capecitabine (Table 2). T-DXd is associated with 3.3

Table 2 Results of long-term outcomes

Median OS Mean OS Dis- Discounted
(months) (months) counted QALYs
LYs
T-DXd (apply- 32.9 44.7 33 2.3
ing an HR to
T-DM1 OS)
T-DXd (direct 29.9 47.7 34 2.3
extrapolation
of OS)
Eribulin 9.2 11.3 0.9 0.6
Capecitabine 13.6 17.8 1.4 0.9

HR hazard ratio, LY life year, OS overall survival, QALY quality-
adjusted life year, 7-DM1 trastuzumab emtansine, 7-DXd trastuzumab
deruxtecan
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(applying an HR to the T-DM1 OS curve) and 3.4 (using
direct extrapolation) discounted LY's versus 0.9 for eribulin
and 1.4 for capecitabine, translating to 2.3, 2.3, 0.6, and 0.9
discounted QALYS, respectively.

3.2 Scenario Analyses

Scenario analyses were performed with reference to each of
the alternative modelling approaches: (1) applying an HR to
the T-DM1 OS curve, and (2) direct extrapolation of T-DXd
OS (results presented in Table 3).

Scenario analysis using the exponential distribution for
extrapolation of T-DXd OS using the first modelling method
predicted longer mean OS versus the base-case distribution
for that approach (generalized gamma) (Table 3). The dif-
ferent distributions selected for extrapolation of T-DXd OS
using the second modelling method predicted a similar mean
OS versus the base-case distribution, except for the Weibull,
which resulted in slightly shorter mean OS.

Scenarios considering data from Barni et al. [15] or
Fumoleau et al. [20] resulted in longer mean OS for eribulin
and shorter mean OS for capecitabine, respectively, versus
the base case. In scenarios where the progression-free, on-
treatment utility value for T-DXd was assumed equal to that
for eribulin, the progressed utility value was aligned with
either the ERG or company approach from TA423, or all
utility values were aligned with Le et al. [38], there was
minimal impact on the QALY versus the base case. In all
considered scenarios, T-DXd was associated with substantial
gains in life expectancy and QALY versus eribulin, and
capecitabine.

4 Discussion

In the current study, modelling long-term survival with
T-DXd, either by applying an HR to the T-DM1 OS curve
or using direct extrapolation, predicts mean OS for patients
receiving T-DXd to be significantly longer versus the model
comparators (approximately 4.0/4.2 times longer than eribu-
lin, respectively, and approximately 2.5/2.7 times longer
than capecitabine, respectively; comparison with vinorel-
bine was not possible). T-DXd is associated with greater
discounted LY’ versus eribulin, and capecitabine, and a sub-
stantial discounted QALY gain. In addition, scenario analy-
ses showed that the results are relatively robust to alternative
assumptions.

Eribulin, capecitabine, and vinorelbine were selected as
the model comparators, as these were the only UK-approved
therapies for patients who had received two or more prior
anti-HER?2 therapies at the time of the analysis and submis-
sion to NICE. Since the reimbursement of T-DXd through
the CDF, tucatinib with trastuzumab and capecitabine has

now also been approved for the treatment of patients with
HER2+ advanced BC at third line [40]. With new therapies
emerging to help address the unmet need for therapies for
patients with HER2+ u/mBC who have received two prior
anti-HER2-based regimens, the modelling methods pre-
sented in this study may help to inform future health tech-
nology appraisals for other therapies with immature OS data.

The strengths of this analysis were that key model com-
ponents were informed and validated by clinical experts
with specialized knowledge of u/mBC. The MAICs, which
informed PFS and ORR for the comparators, were conducted
following NICE guidance for such analyses, and with all
available confounding factors adjusted for in the compari-
sons. Key limitations included the fact that all patients in
DESTINY-BreastO1 had HER2+ disease, while the eribulin
study used in the base case had a population with mixed
HER?2 status. Adjustments were made in the model to try
to account for this. In addition, long-term extrapolation
of vinorelbine OS was not possible; however, given that
vinorelbine is associated with a similar PFS to capecit-
abine, we would expect OS results to be similar to those
for capecitabine. Due to the current uncertainties, T-DXd
has been approved for use within the CDF [33], rather than
routine NHS commissioning, until further clinical data
becomes available. Future research will include the analy-
sis of subsequently published datasets, including the March
2021 DESTINY-BreastO1 data-cut (median follow-up 26.5
months) [41]. The modelled medians presented here are con-
sistent with the median OS from the latest available data-cut
(29.1 months [March 2021 data-cut], versus 32.9 [applying
an HR to the T-DM1 OS curve] and 29.9 [modelling based
on direct extrapolation]).

In future, comparative data from the DESTINY-Breast02
study can be used to validate the model results. This is an
ongoing phase III, multicenter, randomized, open-label,
active controlled study in patients with u/mBC who have
previously received T-DM1, investigating T-DXd as third-
line therapy versus TPC (either of the anti-HER?2 therapies
trastuzumab or lapatinib, both in combination with capecit-
abine) [42].

5 Conclusions

This study presents methodology to overcome a lack of
direct comparative efficacy data and mature OS data when
evaluating LY and QALY changes for new therapies. This is
the first analysis modelling long-term outcomes for T-DXd.
Modelled results show that T-DXd is associated with signifi-
cant gains in life expectancy, with a substantial discounted
QALY gain, versus eribulin, and capecitabine; vinorelbine
was not analyzed due to lack of appropriate data. The alter-
native methods (applying an HR to T-DM1 data versus
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direct extrapolation) used for modelling survival produce
consistent results, with a similar median OS compared with
the latest available March 2021 DESTINY-BreastO1 data-
cut. T-DXd helps to address the substantial unmet need for
targeted third-line therapies with proven efficacy and toler-
ability in patients with HER2+ u/mBC and is expected to be
a life-extending treatment for these patients. The modelling
approach described informed a successful cost-effectiveness
analysis versus previously UK-recommended non-targeted
chemotherapies.

Supplementary Information The online version contains supplemen-
tary material available at https://doi.org/10.1007/s11523-022-00923-9.
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