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Simple Summary: There are limited studies comparing selpercatinib to standard treatments in
previously treated patients with certain solid cancers that have alterations in the RET receptor. The
aim of this post hoc comparative effectiveness analysis study was to compare investigator-assessed
outcomes among patients with RET-altered solid tumors who were treated with selpercatinib but
naive to standard therapies versus those previously treated with only standard therapies. This study
showed that selpercatinib use as frontline therapy is associated with improved outcomes versus
standard therapies in patients with RET-altered cancers in the lung, thyroid, and other non-lung,
non-thyroid organs in the body. Selpercatinib use was associated with a significantly lower risk
of treatment discontinuation, starting a new systemic treatment (or death), or disease progression
compared to standard therapies.

Abstract: Selpercatinib is indicated for locally advanced /metastatic RET-activated solid tumors
after progression or following prior systemic therapies. Until the recently published data from
LIBRETTO-431 and LIBRETTO-531, there were limited effectiveness data comparing selpercatinib
with other first-line treatments in RET-activated non-small cell lung cancer (NSCLC), medullary
thyroid cancer (MTC), and thyroid cancer (TC). This study analyzed patient data from LIBRETTO-
001 and compared the outcomes (time to treatment discontinuation {TTD}, time to next treatment
or death {TTNT-D}, time to progression {TTP}, and the objective response rate {ORR}) of first-line
selpercatinib (selpercatinib arm) use with the outcomes of first-line standard therapies in patients
who then received selpercatinib in later lines of treatment (comparator arm). Overall, the first-line
selpercatinib arm had a longer TTD, TTNT-D, and TTP versus the first-line comparator arm. The
hazard ratios (HRs) for TTD were 0.29 (NSCLC), 0.15 (MTC), 0.08 (TC); for TTNT-D, the HRs were
0.48 (NSCLC), 0.11 (MTC), 0.09 (TC); and for TTP, the HRs were 0.54 (NSCLC), 0.15 (MTC), and
0.12 (TC). The ORR was higher for first-line selpercatinib versus the first-line comparator (NSCLC:
85.3% vs. 39.7%; MTC: 82.6% vs. 15.2%; and TC: 81.8% vs. 31.8%). First-line selpercatinib use is
associated with improved outcomes compared to first-line comparator therapies for patients with
advanced /metastatic RET-activated cancers.

Keywords: LIBRETTO-001; post hoc; selpercatinib; standard therapy; retrospective; effectiveness
outcomes
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1. Introduction

Alterations in the Rearranged during Transfection (RET) receptor are frequently found
in several types of cancers [1]. RET fusions are observed in about 1-2% of non-small cell
lung cancers (NSCLCs) and 5-10% of papillary thyroid cancers (TCs), and RET mutations
occur in approximately 70% of patients with medullary thyroid cancer (MTC) [2,3]. Certain
point mutations in RET or in-frame fusions of RET with various partners such as CCDC6-
RET, NCOA4-RET, and KIF5B-RET can lead to RET kinase activation, resulting in oncogenic
tumors [4,5]. Until the approval of selpercatinib (a first-in-class, highly selective, and
potent RET inhibitor with central nervous system penetration) in May 2020, the treatment
options for patients with RET-activated cancers were limited to standard therapies such
as multikinase inhibitors (MKIs) or platinum chemotherapy +/— immune checkpoint
inhibitors (ICIs) [6]. However, since MKIs were not designed to specifically target RET,
their use is associated with low clinical benefit and significant off-target side effects, such as
nausea, diarrhea, rash, and hypertension, in some patients with RET-activated cancers [5].
On the other hand, selpercatinib has high RET selectivity and its efficacy was established
from a phase I/II LIBRETTO-001 single-arm clinical trial [2,3,7,8].

Results from the LIBRETTO-001 trial in patients pre-treated with standard therapies
showed an objective response rate (ORR) of 61.5% for RET fusion-positive NSCLC, 77.6% for
RET-mutated MTC, and 85.4% for RET fusion-positive TC [9,10]. In patients naive to other
therapies, the ORR was 82.6% and 95.8% among those with RET fusion-positive NSCLC
and TC, respectively, while in patients with RET-mutated MTC naive to cabozantinib
and/or vandetanib, it was 84.5% [8,9]. Additional efficacy and safety data associated with
selpercatinib in the first-line (1L) treatment of advanced NSCLC (aNSCLC) and MTC have
been reported from two ongoing Phase 3 clinical trials (LIBRETTO-431 and LIBRETTO-
531) [11,12]. In the LIBRETTO-431 trial, interim analysis results showed that patients
on selpercatinib had a significantly longer progression-free survival (PFS) of 24.8 months
versus 11.2 months with platinum-based chemotherapy =+ ICI (pembrolizumab); the hazard
ratio (HR) for progression or death was 0.47 (95% confidence intervals (CIs): 0.31 and 0.70,
p < 0.001). In the LIBRETTO-531 trial, the median PFS was not reached for selpercatinib-
treated patients with RET-mutant MTC who were naive to cabozantinib/vandetanib versus
16.8 months for those treated with cabozantinib/vandetanib; the HR (95% CI) for disease
progression or death was 0.28 (0.16 and 0.48, p < 0.001). The safety data were consistent
with previously reported data [8,11-16].

While single-arm trials (such as LIBRETTO-001) are common in cancers with rare
oncogenic drivers due to the lower number of patients available for recruitment, they do
not provide comparative data or allow for a direct comparison with other therapies (for
example, standard therapies) [17]. Given the encouraging results from the LIBRETTO-001
trial [2,3,8,13], there is a continued need to assess the effectiveness of selpercatinib in the 1L
setting compared to other standard therapies. However, until the recently published head-
to-head data comparing selpercatinib to standard therapies and MKIs from the LIBRETTO-
431 and LIBRETTO-531 trials [11,12], the availability of comparable effectiveness data
from external historical controls either from other clinical trials or real-world studies was
limited. Furthermore, the adjusted comparisons to external controls are based on a strong
assumption that study designs are identical. Differences between studies in terms of
either the outcome of interest or study setting may exist, which can affect the reliability of
comparisons coming from two different studies [18]. The use of a control arm from within
the same trial is less likely to be subject to bias than affecting comparisons of arms from
different studies due to strict inclusion/exclusion criteria that are common to all patients in
the trial. The LIBRETTO-001 trial enrolled patients with RET-activated cancers treated with
selpercatinib in various lines of therapy [17]. This created an opportunity to use historical
data, that is, data on prior treatments such as standard therapies from patients who then
received selpercatinib in later lines of (> second-line {2L+}) of treatment and compare their
1L outcomes to patients who were naive to standard therapies and received selpercatinib
in 1L.
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This study aimed to compare the investigator-assessed (INV) outcomes among pa-
tients with RET fusion-positive aNSCLC patients, RET-mutated MTC patients, and RET
fusion-positive TC patients enrolled in LIBRETTO-001 who received 1L selpercatinib to the
outcomes of patients who received standard therapies in 1L.

2. Materials and Methods

This retrospective, comparative effectiveness study used data from the LIBRETTO-001
clinical trial (13 January 2023, data cut-off). LIBRETTO-001 is an ongoing phase I/1I single-
arm, multicenter, open-label, multicohort clinical trial of patients with RET-driven cancers
conducted at 89 study sites in 16 countries [2,6]. The comparator arm, one each for the
aNSCLC, MTC, and TC patient cohorts, was established using patients who were treated
with standard therapies in 1L and received selpercatinib in later lines of therapy (2L+). The
selpercatinib arm for the aNSCLC and TC cohorts included patients who were naive to any
standard therapy and patients who were naive to cabozantinib and/or vandetanib for the
MTC cohort (Figures 1 and 2).
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Figure 1. Study design of patients with RET fusion-positive aNSCLC or RET fusion-positive TC.
Abbreviations: MKI, multikinase inhibitor; PD1/PD-L1, programmed death-1/programmed death
ligand-1.
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Figure 2. Study design of patients with RET-mutated MTC. Abbreviations: MKI, multikinase inhibitor.
Note: MKI* in the selpercatinib arm included MKIs other than cabozantinib or vandetanib prior
to selpercatinib.

In the aNSCLC and TC cohorts, the index date for the selpercatinib arm was the start
date of 1L selpercatinib. In the MTC cohort, the index date for the selpercatinib arm was the
date of initiation of the earliest line of selpercatinib treatment, as patients may have received
other systemic treatments in earlier lines of treatment. The index date for the comparator
arms in the aNSCLC and TC cohorts was the date of initiating 1L standard therapies (e.g.,
platinum-based chemotherapy in the aNSCLC cohort and lenvatinib/sorafenib in the TC
cohort). In the MTC cohort, the index date for the comparator arm was the date of initiating
1L MKI (e.g., cabozantinib/vandetanib).

The study population included patients with RET fusion-positive aNSCLC, RET-
mutated MTC, or RET fusion-positive TC who had progressed on or were not tolerant to
standard therapy. Patients who declined standard therapy, for whom no standard therapies
existed, or who were not candidates for standard therapy in the investigator’s opinion,
were also eligible to be included for analysis in LIBRETTO-001. Details on the procedures
followed in the LIBRETTO-001 trial are described elsewhere [8,13]. Some of the study
inclusion criteria were age > 18 years on index date (or >12 years, where allowed by
regulatory authorities), measurable or non-measurable solid tumor according to Response
Evaluation Criteria in Solid Tumors (RECIST) version 1.1, Eastern Cooperative Oncology
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Group (ECOG) performance status of 0-2 with no sudden deterioration two weeks prior
to the index date, a life expectancy of >3 months with adequate organ function, and a
corrected QT interval of <470 msec. Patients were excluded from the study in case of an
occurrence of a targetable mutation in EGFR or rearrangements in ALK/ROS1 (for aNSCLC
cohort), prior treatment with another selective RET inhibitor, and major surgery within four
weeks prior to the index date or radiation therapy within one week prior to the index date.
For the MTC cohort, additional exclusion criteria were the presence of clinically significant
tracheal or esophageal disease, or complete encasement of large blood vessels (for example,
the aorta or pulmonary artery) [13].

2.1. Study Measures and Definitions
Demographic and Clinical Variables

Patient characteristics measured on the index date included age, sex, race, ECOG
performance status, stage at initial diagnosis, smoking status, brain metastases, time from
the initial diagnosis to the index date, RET fusion status (aNSCLC and TC cohorts), and
RET alteration (MTC cohort).

The primary outcomes were investigator-assessed (INV) time-to-event outcomes.
These included time-to-treatment discontinuation (TTD), time-to-next treatment or death
(TTNT-D), time-to-progression (TTP), and the objective response rate (ORR).

e TTD was defined as the time from the index date of 1L for the aNSCLC and TC co-
horts or the given line for the MTC cohort to the date of treatment discontinuation.
The follow-up date was variable depending on the time-to-event outcome. For pa-
tients who did not have a discontinuation, TTD was censored on the last date of the
trial treatment.

e TTNT-D was defined as the time from the index date (1L for the aNSCLC and TC
cohorts and given line for the MTC cohort) to the start date of the next line of therapy
or death, whichever occurred first. For patients whose treatment was ongoing, the
TTNT-D was ended on the cut-off date. If treatment was discontinued, the TTNT-D
was the time until the start of the next treatment. Otherwise, the TTNT-D was ended
at the last long-term follow-up visit or study end date.

e TTP was defined as the time from the index date (1L for the aNSCLC and TC cohorts
and given line for the MTC cohort) to the date of the INV-assessed progression date
(PD). Otherwise, the TTP was ended on the analysis date of the end of the study or the
date of the last evaluable disease assessment, whichever occurred first.

e The ORR was defined as the proportion of patients with a documented complete
response or partial response (CR/PR) based on an INV-reported assessment.

2.2. Statistical Analysis

Descriptive analyses were performed for patient characteristics and were reported as
frequencies and percentages for categorical variables and means with standard deviations
(SD) or minimum/maximum for continuous variables. For time-to-event outcomes, the
number, median, and 95% confidence intervals (CIs) were reported. Kaplan-Meier analyses
were used to descriptively characterize the TTD, TTNT-D, and TTP between the comparator
and selpercatinib arms after matching approaches. Within the Kaplan-Meier analysis, the
log-rank test was conducted to evaluate the differences between the comparator and
selpercatinib arms. A Cox proportional hazards regression model was used to compare the
selpercatinib and the comparator arms in time-to-event outcomes, and their HR and 95%
CI were estimated. The association between the exposure to treatment and the response
rate was estimated in terms of an odds ratio (OR).

Outcomes were compared between the treatment arms in each cohort using genetic
matching algorithm [19] with a 1:1 matching without caliper to estimate the average
treatment effect (ATE). This type of matching uses a generalized Mahalanobis distance
metric as the distance measure and includes weights for each covariate. It matches the
propensity score and individual covariates by using an automated search algorithm to yield
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better-matched samples. The genetic matching method offers the least imbalance and bias
between samples and is not vulnerable to the misspecification of the propensity score that is
seen with propensity score matching or inverse probability of treatment weighting [20]. For
this study, the target population of interest was those treated with selpercatinib; therefore,
an ATE was estimated by weighting the comparator arm to match the selpercatinib arm.
Other matching/weighting methods based on ATE were also performed (propensity score
matching, propensity score-based weighting using a generalized boosted model or a
logistic regression model; these analyses are not reported in this paper). Covariates used
in the matching included age at index date, sex, race, ECOG performance status, stage at
initial diagnosis, smoking status, histology, time since initial diagnosis to start of first-line
treatment, and presence of brain metastases.

2.3. Research Ethics

Patient consent was waived as this was a non-interventional study based on the
secondary use of data from LIBRETTO-001 and institutional review board approval was
not needed.

2.4. Subgroup Analyses

Analyses were replicated for the following subgroups:

2.4.1. NSCLC Cohort

e Patients naive to standard therapy (1L selpercatinib arm) compared to patients with
only one prior line of standard therapy (1L comparator arm).

e  Patients naive to standard therapy (1L selpercatinib arm) compared to patients that received
pembrolizumab plus pemetrexed-platinum chemotherapy in 1L (comparator arm).

2.4.2. MTC Cohort

e Patients naive to any standard therapy (1L selpercatinib arm) compared to patients
with only one prior line of standard therapy (1L comparator arm).

e Patients naive to any standard therapy (1L selpercatinib arm) compared to patients
treated with cabozantinib and/or vandetanib in 1L (comparator arm).

2.4.3. TC Cohort

e  Patients naive to standard therapy (1L selpercatinib arm) compared to patients who
received lenvatinib or sorafenib in 1L (comparator arm). No matching was applied
due to the limited sample size.

3. Results
3.1. RET Fusion-Positive aNSCLC Cohort

Of the 315 patients with RET fusion-positive aNSCLC included in this study, 69
(21.9%) patients were in the 1L selpercatinib arm, and 246 (78.1%) patients were in the 1L
comparator arm. Patients in the 1L selpercatinib arm were significantly older than the
1L comparator arm (mean {SD} years: 62.1 {13.0} vs. 56.9 {11.4} years, p-value = 0.0014;
Table 1). Asians were the largest race group in the 1L comparator arm (47.8%) and second
largest in the 1L selpercatinib arm (18.8%); black / African Americans comprised about 5%
or less in each arm. Most patients (>94%) in both study arms had stage IIIB-IV NSCLC at
initial diagnosis and ECOG performance status 0/1. Of the 246 patients in the comparator
arm, 181 (73.3%) received chemotherapy in 1L. Chemotherapy in combination with anti-
PD/PD-L1 was used by 40 patients (16.2%), while the remaining 10.5% received either
anti-PD/PD-L1 monotherapy or MKI/tyrosine kinase inhibitor (TKI) (Supplementary Table
S1). After matching, there were 68 patients in each arm; the baseline characteristics between
the two arms were similar (Table 1).
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Table 1. Baseline characteristics among patients with RET fusion-positive aNSCLC.

(n {%]}) Unless Specified Pre-Matched Genetic Matching
Selpercatinib Arm Comparator Arm Selpercatinib Arm Comparator Arm
’ (n = 69) (}1’)1 = 246) p-Value ’ (n = 68) Fn = 68) p-Value
Age at index date, year
Mean (SD) 62.1 (13.0) 56.9 (11.4) 0.0014 62.2 (13.1) 61.0 (10.8) 0.5836
Sex
Female 43 (62.3) 140 (56.7) 0.4016 43 (63.2) 43 (63.2) 1.0000
Male 26 (37.7) 107 (43.3) 25 (36.8) 25 (36.8)
Race
White 48 (69.6) 108 (43.7) 0.0005 47 (69.1) 48 (70.6)
Black/African American 4 (5.8) 12 (4.9) 4 (5.9) 4(5.9) 0.9847
Asian 13 (18.8) 118 (47.8) 13 (19.1) 13 (19.1)
Other 4(5.8) 7 (2.8) 4(5.9) 3(44)
Time from initial diagnosis
to 1L start
Q1 1(1.5) 81 (32.8) 1(1.5) 1(1.5)
Q2 6(8.7) 70 (28.3) <0.0001 6(8.8) 6(8.8) 0.9870
Q3 23 (33.3) 53 (21.5) 23 (33.8) 25 (36.8)
Q4 39 (56.5) 42 (17.0) 38 (55.9) 36 (52.9)
Stage at initial diagnosis
Stage I-IITA 3(4.4) 12 (4.9) 344 3(4.4) 1.000
Stage IIIB-IV 65 (94.2) 235 (95.1) 0.1641 65 (95.6) 65 (95.6)
Unknown 1(1.5) 0 (0.0) 0(0.0) 0 (0.0)
ECOG Performance Status
0/1 65 (94.2) 240 (97.2) 0.2352 64 (94.1) 64 (94.1) 1.000
2 4(5.8) 7 (2.8) 4(5.9) 4(5.9)
Smoking Status, no 48 (69.6) 165 (66.8) 0.6650 47 (69.1) 45 (66.2) 0.7139
Brain metastases, yes 16 (23.2) 77 (31.2) 0.1981 16 (23.5) 16 (23.5) 1.0000

Abbreviations: aNSCLC, advanced non-small cell lung cancer; ECOG, European Cooperative Oncology Group; n, number of patients in sub-group; Q1, 1st quartile; Q2, 2nd quartile; Q3,
3rd quartile; Q4, 4th quartile; 1L, first-line therapy; and SD, standard deviation. Notes: Statistical comparisons between treatment arms were computed using t-tests for continuous
variables and Chi-square and Fisher’s exact test for categorical variables. Bold text indicates statistically significant differences between the treatment arms.



Cancers 2024, 16, 140

8 of 21

The 1L selpercatinib arm had significantly longer median TTD, TTNT-D, and TTP and
a higher ORR versus the 1L comparator arm. The median TTD in the selpercatinib arm was
25.3 months (95% CI: 17.4-32.6), significantly longer than the comparator arm (3.7 months
{95% CI: 3.0-6.0}; HR: 0.29 {95% CI: 0.20, 0.43}; Figure 3). Throughout the study period, the
probability of treatment discontinuation remained lower for patients in the 1L selpercatinib
arm versus the 1L comparator arm.
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Figure 3. Kaplan-Meier estimates of the median TTD in the aNSCLC cohort. Abbreviations: aNSCLC,
advanced non-small cell lung cancer; CI, confidence interval; and HR, hazard ratio. Note: The text in
bold indicates statistical significance.

The median TTNT-D in the 1L selpercatinib arm was 31.0 months (95% CI: 21.5-41.7)
versus 14.6 months (95% CI: 10.5-16.7) in the 1L comparator arm (HR: 0.48 {95% CI: 0.32, 0.71};
Figure 4). The median TTP in the 1L selpercatinib arm was 22.0 months (95% CI: 13.9-28.4)
versus 12.5 months (95% CI: 8.0-16.0) in the 1L comparator arm (HR: 0.54 {95% CI: 0.37, 0.78};
Figure 5). Patients in the 1L selpercatinib arm were significantly more likely to have a response
than those in the 1L comparator arm (85.3% vs. 39.7%; OR: 8.8 {95% CI: 3.9, 20.2}).

Subgroup Analyses

Prior to matching in subgroup 1 (1L selpercatinib arm vs. those with one prior line
of standard therapy {comparator arm}), the baseline characteristics were well-balanced
between the two treatment arms, except for race where a higher proportion of patients in
the selpercatinib arm were white (62.3% vs. 55.6%, p-value = 0.0098; Table S2). Patients
in the 1L selpercatinib arm had a significantly longer TTD and TTNT-D and were more
likely to achieve a response versus the comparator arm. No differences were observed
for the TTP across the two groups (Table S3). In subgroup 2 (selpercatinib arm vs. those
received pembrolizumab plus pemetrexed-platinum chemotherapy in 1L {comparator
arm}), after matching, the baseline characteristics were well-balanced, except for sex where
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there was a higher proportion of female patients in the selpercatinib arm (63.2% vs. 45.6%,
p-value = 0.0388; Table S3). Findings were similar to the primary analysis where the selper-
catinib arm had a significantly longer TTD, TTNT-D, and TTP, and the odds of the ORR
were also higher in the selpercatinib arm versus the comparator arm (Table 54).

Strata == Comparator arm == Selpercatinib arm

1.00

0.754

0.504

0.251
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Median (95% CI), 30.99 (21.51, 41.68) 14.57 (10.46, 16.71)
month
HR (95% CI) 0.48 (0.32, 0.71)

Figure 4. Kaplan—-Meier estimates of the median TTNT-D in the aNSCLC cohort. Abbreviations:
aNSCLC, advanced non-small cell lung cancer; CI, confidence interval;, and HR, hazard ratio.
Note: The text in bold indicates statistical significance.

3.2. RET-Mutated MTC Cohort

Of the 279 patients with RET-mutated MTC included in the study, 143 (51.3%) patients
were in the 1L selpercatinib arm, and 136 (48.7%) patients were in the 1L comparator
arm. Patients in the 1L selpercatinib arm were slightly older (mean {SD}: 55.7 {15.2}) years
versus the 1L comparator arm (53.8 (15.8) years; a greater proportion in both arms were
male (58.0%; 64.7%), although these differences were not statistically significant. Whites
comprised the largest racial group in both groups (>86%) (Table 2). The median time from
the initial diagnosis of MTC to 1L initiation was significantly longer in the 1L selpercatinib
arm versus the 1L comparator arm (103.7 months vs. 81.2 months, p < 0.0002). Similar to
what was observed in the aNSCLC cohort, most patients in both study arms of the MTC
cohort had stage IV at initial diagnosis (1L selpercatinib arm: 48.2%, 1L comparator arm:
54.9%), and > 90% had an ECOG performance status 0/1. The 1L selpercatinib arm had
significantly fewer patients with brain metastases compared to the 1L comparator arm
(7.4% vs. 2.1%; p-value = 0.0374). In the comparator arm, 92 patients (67.7%) received
vandetanib in 1L and the remaining 32.4% received cabozantinib (Table S1). The baseline
characteristics were similar in the two treatment arms (138 patients in each arm) after
matching (Table 2).
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Figure 5. Kaplan—Meier estimates of the median TTP in the aNSCLC cohort. Abbreviations: aNSCLC,
advanced non-small cell lung cancer; CI, confidence interval; and HR, hazard ratio. Note: The text in
bold indicates statistical significance.

Patients in the 1L selpercatinib arm had a significantly longer median TTD, TTNT-D, and
TTP and higher ORR versus the 1L comparator arm. The median TTD was not reached in the
1L selpercatinib arm versus 16.6 months (95% CI: 12.6-18.6) in the 1L comparator arm (HR: 0.15
{95% CI: 0.10, 0.21}; Figure 6). The median TTNT-D was not reached for the 1L selpercatinib arm
versus 18.9 months (95% CI: 16.1-22.4) in the 1L comparator arm (HR: 0.11 {95% CI: 0.07, 0.16};
Figure 7). The median TTP was not reached in the 1L selpercatinib arm versus 18.3 months
(95% CI: 14.7-21.5) in the 1L comparator arm (HR: 0.15 {95% CI: 0.10, 0.22}; Figure 8). Patients in
the 1L selpercatinib arm were significantly more likely to have a response than patients in the
1L comparator arm (82.6% vs. 15.2%, OR: 26.5 {95% CI: 14.0, 50.2}).

Subgroup Analyses

In subgroup 1 (1L selpercatinib arm vs. those with one prior line of standard therapy
{comparator arm}), prior to matching, the baseline characteristics were well-balanced
between the treatment arms, except for a higher proportion of patients with brain metastasis
in the comparator arm (9.6% vs. 2.6%, p = 0.0363; Table S5). Prior to matching in subgroup 2
(selpercatinib arm vs. those who received cabozantinib/vandetanib {comparator arm}), the
baseline characteristics were well-balanced between the treatment arms (Table S6). Results
for the INV outcomes in subgroups 1 and 2 were similar to the primary analysis; patients in
the 1L selpercatinib arm had a significantly longer TTD, TTNT-D, and TTP and were more
likely to achieve a response compared to patients in the 1L comparator arm (Table S7).
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Table 2. Baseline characteristics among patients with RET-mutated MTC.

(n {%}) Unless Specified Pre-Matched Genetic Matching
Selpercatinib Arm Comparator Arm Selpercatinib Arm Comparator Arm
¥ =143 (0 = 136) p-Value ¥ = 138) = 138) p-Value
Age at index date, year
Mean (SD) 55.7 (15.2) 53.8 (15.8) 0.3091 55.5(15.4) 55.2 (13.1) 0.8554
Sex
Female 60 (42.0) 48 (35.3) 0.2534 58 (42.0) 54 (39.1) 0.6239
Male 83 (58.0) 88 (64.7) 80 (58.0) 84 (60.9)
Race
White 124 (86.7) 123 (90.4) 0.2886 120 (87.0) 121 (87.7)
Black/African American 2(1.4) 1(0.7) 2 (1.5) 2 (1.5) 0.9951
Asian 8(5.6) 2(1.5) 8(5.8) 7(5.1)
Other 9(6.3) 10 (7.4) 8(5.8) 8(5.8)
Time from initial diagnosis
to 1L start
Q1 27 (18.9) 42 (30.9) 26 (18.8) 25 (18.1)
Q2 32(22.4) 39 (28.7) 0.0062 31(22.5) 32(23.2) 0.9961
Q3 37 (25.9) 32(23.5) 36 (26.1) 35 (25.4)
Q4 47 (32.9) 23 (16.9) 45 (32.6) 46 (33.3)
Stage at initial diagnosis
Stage I-IIIA 5(3.5) 7(5.2) 5(3.6) 5(3.6) 1.000
Stage IIIB-IV 134 (93.7) 126 (92.7) 0.7607 133 (96.4) 133 (96.4)
Unknown 4(2.8) 3(2.2)
ECOG performance status
0/1 137 (95.8) 126 (92.7) 0.2569 132 (95.7) 131 (94.9) 0.7763
2 6(4.2) 10 (7.4) 6 (4.4) 7(5.1)
Smoking Status, no 81 (56.6) 86 (63.2) 0.2053 78 (56.5) 80 (58.0) 0.8077
Brain metastases, yes 3(2.1) 10 (7.4) 0.0374 3(2.2) 2 (1.5) 0.6518

Abbreviations: ECOG, European Cooperative Oncology Group; MTC, medullary thyroid cancer; n, number of patients in sub-group; Q1, 1st quartile; Q2, 2nd quartile; Q3, 3rd quartile;
Q4, 4th quartile; 1L, first-line therapy; and SD, standard deviation. Notes: Statistical comparisons between treatment arms were computed using t-tests for continuous variables and
Chi-square and Fisher’s exact test for categorical variables. Bold text indicates statistically significant differences between the treatment arms.
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Figure 6. Kaplan—-Meier estimates of the median TTD in the MTC cohort. Abbreviations: CI,
confidence interval; HR, hazard ratio; and MTC, medullary thyroid cancer. Note: The text in bold
indicates statistical significance.
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Figure 8. Kaplan—-Meier estimates of median TTP in the MTC cohort. Abbreviations: CI, confidence
interval; HR, hazard ratio; and MTC, medullary thyroid cancer. Note: The text in bold indicates
statistical significance.

3.3. RET Fusion-Positive TC Cohort

A total of 65 patients with RET-fusion positive TC were included in this study, of
which 24 (36.9%) were in the 1L selpercatinib arm and 41 (63.1%) were in the 1L comparator
arm. Prior to matching, the baseline characteristics were well-balanced between the two
treatment arms, except for race where a higher proportion of patients in the selpercatinib
arm were white (75.0% vs. 58.5%, p = 0.0196). Additionally, the comparator arm had a signif-
icantly higher proportion of patients with brain metastases (4.2 vs. 29.3%, p-value = 0.0146;
Table 3). The time from the initial diagnosis to the start of 1L was significantly longer for
the selpercatinib arm versus the comparator arm (124.5 {154.8} months vs. 48.7 {109.2}
months, p-value < 0.05). Among the 41 patients in the comparator arm, 22 patients (53.6%)
received ‘other’ therapy in 1L. Of these, 21 patients (47.7%) received radioactive iodine
(RAI) and one patient received everolimus. A total of 15 patients received either MKI or
MKI plus RAI (36.6%), of which 13 patients received lenvatinib and 2 received sorafenib.
The remaining four (9.8%) patients received either chemotherapy or chemotherapy plus
other (Table S1). The baseline characteristics were similar between the two treatment arms
(22 patients in each arm) after matching (Table 3).
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Table 3. Baseline characteristics among patients with RET fusion-positive TC.

(n {%]}) Unless Specified Pre-Matched Genetic Matching
Selpercatinib Arm Comparator Arm Selpercatinib Arm Comparator Arm
’ (n = 24) Fn = 41) p-Value ’ (n =22) Fn =22) p-Value
Age at index date, year
Mean (SD) 57.7 (16.5) 51.4 (20.2) 0.1996 56.6 (16.6) 56.1 (23.6) 0.9331
Sex
Female 10 (41.7) 23 (56.1) 0.2614 9 (40.9) 10 (45.5) 0.7609
Male 14 (58.3) 18 (43.9) 13 (59.1) 12 (54.5)
Race
White 18 (75.0) 24 (58.5) 0.0196 18 (81.8) 20 (90.9)
Black/African American 0 (0.0) 3(7.3) 0(0.0) 0 (0.0) 0.5754
Asian 1(42) 12 (29.3) 1(4.6) 1(4.6)
Other 5(20.8) 2 (4.9) 3(13.6) 1(4.6)
Time from initial diagnosis
to 1L start
Q1 1(4.2) 15 (36.6) 1(4.6) 1(4.6)
Q2 3(12.5) 14 (34.2) 0.0003 3(13.6) 3(13.6) 0.9904
Q3 11 (45.8) 5(12.2) 10 (45.5) 9 (40.9)
Q4 9 (37.5) 7 (17.1) 8 (36.4) 9 (40.9)
Stage at initial diagnosis
Stage I-IITA 0(0.0) 3(7.3) 0(0.0) 0(0.0)
Stage IIIB-IV 24 (100.0) 36 (87.8) 0.2049 22 (100.0) 22 (100.0)
Unknown 0 (0.0) 2 (4.9) 0(0.0) 0 (0.0)
ECOG Performance Status
0/1 23 (95.8) 38(92.7) 0.6100 21 (95.4) 19 (86.4) 0.2943
2 1(4.2) 3(7.3) 1(4.6) 3(13.6)
Smoking Status, no 13 (54.2) 28 (68.3) 0.1873 11 (50.0) 12 (54.5) 0.7628
Brain metastases, yes 14.2) 12 (29.3) 0.0146 1 (4.6) 0 (0.0) 0.3117

Abbreviations: ECOG, European Cooperative Oncology Group; n, number of patients in sub-group; Q1, 1st quartile; Q2, 2nd quartile; Q3, 3rd quartile; Q4, 4th quartile; 1L, first-line
therapy; SD, standard deviation; and TC, thyroid cancer. Notes: Statistical comparisons between treatment arms were computed using t-tests for continuous variables and Chi-square

and Fisher’s exact test for categorical variables. Bold text indicates statistically significant differences between the treatment arms.
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The 1L selpercatinib arm had a significantly longer median TTD, TTNT-D, and TTP
and higher ORR versus the 1L comparator arm in patients with RET fusion-positive TC.
The median TTD in the 1L comparator arm was 11.8 months (95% CI: 8.9-12.0) compared
to not reached in the 1L selpercatinib arm (HR: 0.08 {95% CI: 0.03, 0.26}; Figure 9). The
median TTNT-T was not reached in the 1L selpercatinib arm versus 10.4 months (95% CI:
9.0-29.2) in the 1L comparator arm (HR: 0.09 {95% CI: 0.03, 0.28}; Figure 10). The median
TTP was not reached in the 1L selpercatinib arm versus 10.4 months (95% CI: 9.0-29.2
months; HR: 0.12 {95% CI: 0.04, 0.32}) in the 1L comparator arm (Figure 11). Patients in the
1L selpercatinib arm were significantly more likely to have a response than patients in the
1L comparator arm (81.8% vs. 31.8%; OR: 21.0 {95% CI: 1.5, 293.3}).
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Figure 9. Kaplan-Meier estimates of the median TTD in the TC cohort. Abbreviations: CI, confidence
interval; HR, hazard ratio; and TC, thyroid cancer. Note: The text in bold indicates statistical significance.

Subgroup Analyses

In subgroup 1 (1L selpercatinib arm vs. patients who received 1L lenvatinib /sorafenib
{comparator arm}), without any adjustment, the baseline characteristics were well-balanced
between the treatment arms, except for race which had a higher proportion of white patents
in the selpercatinib arm (75.0% vs. 33.3%, p < 0.001; Table S8). The unadjusted results were
similar to the primary analysis where the selpercatinib arm had a significantly longer TTD,
TTNT-D, and TTP, and patients were more likely to achieve a response compared to the
comparator arm (Table 59).
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statistical significance.
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4. Discussion

In this post hoc, interpatient comparative effectiveness study, patient cohorts from
the LIBRETTO-001 trial were used to compare investigator-assessed outcomes associated
with 1L selpercatinib versus 1L standard therapies in the frontline treatment of RET fusion-
positive aNSCLC, RET-mutated MTC, and RET fusion-positive TC. The results of these
analyses showed that 1L selpercatinib use was associated with significantly improved
outcomes (regarding TTD, TTNT-D, TTP, and ORR) compared to 1L standard therapies.
More than half of the patients in the 1L selpercatinib arm continued treatment with selper-
catinib at two years of follow-up in the aNSCLC cohort. In the MTC cohort, more than four
out of five patients using 1L selpercatinib continued therapy after two years of follow-up,
and nearly a third of selpercatinib-treated patients with MTC continued therapy at four
years of follow-up. In the TC cohort, close to 60% continued therapy after two years of
follow-up. Overall, the risk of treatment discontinuation was significantly lower among 1L
selpercatinib-treated patients in all cohorts versus those on 1L standard therapies. Reasons
to assess the cause of a lower risk of discontinuation with selpercatinib use were not in the
scope of the present study.

In this study, patients had a longer median TTNT-D on 1L selpercatinib treatment versus
1L standard therapies/MKIs. Greater than half of the patients (53%) in the aNSCLC cohort,
about 88% in the MTC cohort, and nearly 60% in the TC cohort remained on 1L selpercatinib
treatment without switching to another therapy after two years from initiation. A sizeable
proportion of patients with aNSCLC, MTC, and TC did not have any disease progression after
two years of continuous treatment with 1L selpercatinib, further demonstrating the clinical
effectiveness of 1L selpercatinib versus 1L comparator therapies. The present study’s findings
of selpercatinib’s clinical effectiveness in 1L settings versus standard therapies/MKIs are in
line with a recent study that compared the outcomes of external controls from real-world
data (real-world control arm) and clinical trial data (clinical trial control arm) of patients
who were pre-treated with standard therapies to the outcomes of treatment-naive patients
from LIBRETTO-001 (selpercatinib arm) [17]. In this study, the authors reported that the
selpercatinib arm had an improved ORR (87.2%) versus the real-world control in all entropy-
balanced comparisons (range: 58.6-60.5%; p < 0.0001). Although the median overall survival
(OS) was not reached for the selpercatinib arm in their study, patients with aNSCLC in the
selpercatinib arm had a lower risk of death versus the real-world control (range of estimated
HR = 0.25-0.38) [17]. Furthermore, while the median PFS was not reached for the selpercatinib
arm versus the clinical trial control arm (pre-treated with platinum chemotherapy plus ICIs)
in this study [17], the range of estimated HR for PFS was comparable (0.34-0.51) to the HR
for the TTP (0.54) in our study. In addition, the estimated HR for PFS assessed using a
genetic algorithm for 1L selpercatinib versus the clinical trial control arm (0.51, p = 0.045)
approximated the HR for the TTP in our study (0.54). Evidence supports the use of PFS/TTP
as a surrogate for OS [21].

Patients with aNSCLC have unmet therapeutic needs for effective therapies that should
be used earlier on in treatment [22-24]. This was demonstrated in a real-world study where
greater than 40% of patients with aNSCLC who received 1L chemotherapy or immunother-
apy did not survive beyond 1L treatment [22]. This unmet need also exists for patients
with RET-mutated MTC who received approved therapies with limited RET inhibitory
activity such as cabozantinib or vandetanib [12]. Selpercatinib is a more effective treatment
compared to platinum-based chemotherapy plus ICIs or docetaxel in patients with RET
fusion-positive aNSCLC, or cabozantinib/vandetanib in patients with RET-mutated MTC,
as demonstrated by the results from clinical studies [10-12]. Data from the LIBRETTO-431
trial have demonstrated that selpercatinib should be administered as the first-line treatment
over standard therapies for patients with RET fusion-positive aNSCLC [11]. Similarly, the
LIBRETTO-531 trial has shown that selpercatinib use was associated with improved PFS
and treatment failure-free survival versus MKIs in patients with RET-mutated MTC [10].
In our study, the findings associated with the clinical outcomes related to the TTD, TTP,
TTNT-D, and ORR favoring selpercatinib versus standard therapies or MKIs also support
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selpercatinib’s role as the frontline therapy for RET-activated NSCLC and MTC. Evidence
from clinical studies and a recent meta-analysis have demonstrated selpercatinib’s safety
in patients with RET fusion-positive aNSCLC [25-27]. In these studies, the occurrence
of treatment-related adverse events as well as treatment discontinuation was lower with
selpercatinib. In contrast, therapies such as MKIs had limited RET-specific inhibition and
modest activity in RET-activated tumors. Furthermore, increasing the dosage of MKIs to
improve activity may lead to substantial off-target adverse events and then to treatment
discontinuation [5].

In another comparative effectiveness study that performed a matching adjusted in-
direct comparison of selpercatinib versus cabozantinib in a cohort of patients with RET-
mutation positive MTC, the ORR for selpercatinib was 82.9% versus 31.7% for cabozantinib
(OR {95% CI}: 10.5{6.2, 17.6; p < 0.0001}) [28]. The conclusions from this study are similar to
our findings (82.6% vs. 15.2%; OR {95% CI}: 26.5 {14.0, 50.2}) in that selpercatinib treatment
was associated with significantly higher response rates. The interim results from the ongo-
ing LIBRETTO-531 trial have also demonstrated improved outcomes in terms of the ORR
favoring selpercatinib over cabozantinib and vandetanib (69.4% vs. 38.8%; OR {95% CI}: 3.7
{2.2,6.3; p <0.0001}) as well as better PFS (HR {95% Cl}: 0.28 {0.16, 0.48; p < 0.001}) [10]. The
interim efficacy results from the LIBRETTO-431 trial have also shown that selpercatinib use
was associated with superior PFS vs. chemotherapy plus pembrolizumab (HR {95% CI}:
0.47{0.31, 0.70; p < 0.0001}) as well as clinically meaningful improvements in the ORR [11].

Strengths and Limitations

There is limited availability of external control cohorts from real-world or clinical trials
that have reported treatment outcomes in RET-activated tumors. Additionally, regardless
of the best analytical methods to adjust for differences in the observed population charac-
teristics, differences between study designs may affect the validity of comparisons between
two studies. Therefore, finding controls within the same trial with strictly defined inclusion
criteria for a small target population could reduce the unobserved heterogeneity between
the treatment and control cohorts. The present study used an interpatient analytical study
design to create a control cohort of selpercatinib-naive patients using historical 1L treatment
outcome data from pre-treated patients within the LIBRETTO-001 study. This design fills a
gap in the research for a comparative analysis between standard therapies and selpercatinib.
Despite the strengths, we acknowledge some limitations. In the LIBRETTO-001 trial, tumor
response was independently reviewed using RECIST criteria while in the real world, these
criteria were investigator-assessed. Therefore, similar to what was noted as a limitation by
Rolfo et al., 2022 [17], our findings related to TTP should be interpreted with caution. Since
historical data from patients enrolled in LIBRETTO-001 were used in this study design, we
could not assess PFS or OS as the data did not include information on events such as death.
Furthermore, our estimates of selpercatinib’s effectiveness versus standard therapies are
likely to be conservative given that patients in the control arm had completed at least one
prior line of therapy and were healthy enough to be enrolled into the LIBRETTO-001 trial.

5. Conclusions

In this post hoc interpatient comparative effectiveness study, 1L selpercatinib demon-
strated improved outcomes associated with clinical effectiveness compared to 1L standard
therapies in patients with RET fusion-positive aNSCLC, RET-mutated MTC, and RET
fusion-positive TC. Selpercatinib use was associated with a significantly lower risk of treat-
ment discontinuation, starting a new systemic treatment (or death), or disease progression
compared to standard therapies. Findings from this study suggest that 1L selpercatinib use
may be more efficacious and more appropriate compared to standard therapies for patients
with RET-activated cancers. Our findings were also supported by interim results from the
ongoing LIBRETTO-431 and LIBRETTO-531 trials [11,12].



Cancers 2024, 16, 140

19 of 21

References

Supplementary Materials: The following supporting information can be downloaded at: https:
//www.mdpi.com/article/10.3390/cancers16010140/s1, Table S1: Treatment regimens of pre-treated
patients with NSCLC, MTC, and TC in 1L; Table S2: Baseline characteristics among patients with RET
fusion-positive aNSCLC—Subgroup 1; Table S3: Baseline characteristics among patients with RET
fusion-positive aNSCLC—Subgroup 2; Table S4: Genetic matching investigator-assessed outcomes
among patients with RET fusion-positive aNSCLC—Subgroups 1 and 2; Table S5: Baseline character-
istics among patients with RET-mutated MTC—Subgroup 1; Table S6: Baseline characteristics among
patients with RET-mutated MTC—Subgroup 2; Table S7: Genetic matching investigator-assessed
outcomes among patients with RET-mutated MTC—Subgroups 1 and 2; Table S8: Baseline char-
acteristics among patients with RET fusion-positive TC—Subgroup 1; and Table S9: Unadjusted
investigator-assessed outcomes among patients with RET fusion-positive TC—Subgroup 1.

Author Contributions: Conceptualization, UK., M.-H.]., S.S.B., S.S. and A.M.G.; methodology, Y.H.,
M.-H]J., S.S.B,, S.S., UK. and A.M.G.; software, Y.H., M.-H.]J. and S.S.; validation, Y.H., M.-H.J. and
S.S.; formal analysis, Y.H., M.-H.]J. and S.S.; investigation, U.K., M.-HJ., S.S.B., S.S. and AM.G.;
resources, UK., M.-H.J., S.S5.B., S.S. and A.M.G.; data curation, UK., M.-H.J.,5.5.B.,, S.S. and AM.G.;
writing—original draft preparation, UK., M.-H.J., S.5.B.,, S.S. and A M.G.; writing—review and
editing, ED.B., B.D.-B., ].C.M.II, EW,, YH., UK, M.-H],, S.5.B,, S.S. and A.M.G,; visualization, YH.,
M.-H]., S.S. and A.M.G; supervision, A M.G. and U.K,; project administration, AM.G. and U.K.;
funding acquisition, A.M.G. and UK. All authors have read and agreed to the published version of
the manuscript.

Funding: This study was sponsored by Eli Lilly and Company, Indianapolis, Indiana, USA.

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki. Patient consent was waived as this was a non-interventional study based on secondary
use of data from the LIBRETTO-001 study and institutional review board approval was not needed.

Informed Consent Statement: This study used previously collected data from patients in the
LIBRETTO-001 trial and did not impose any form of intervention. Data were deidentified to protect
participant privacy. Therefore, formal consent to release information was not required. Patient
data in LIBRETTO-001 were collected after patients provided informed consent and deidentification
procedures for data were applied.

Data Availability Statement: The data presented in this study are from the LIBRETTO-001 trial
(NCT03157128) and are available on request from the corresponding author. Access will be provided
after a proposal has been approved by an independent review committee identified for this purpose
and after receipt of a signed data-sharing agreement.

Acknowledgments: Rajiv Ravishankar Ulpe, an employee of Eli Lilly Services India Private Limited,
provided manuscript writing and editorial support.

Conflicts of Interest: Adrienne M. Gilligan, Yimei Han, Urpo Kiiskinen, Min-Hua Jen, Scott Barker,
and Sylwia Szymczak are employees and stockholders of Eli Lilly and Company, Indianapolis, IN,
USA. Filippo De Braud, Barbara Deschler-Baier, John Morris C III, and Francis Worden declare no
conflicts of interest. Eli Lilly and Company had no role in the design of the study; in the collection,
analysis, or interpretation of data; in the writing of the manuscript; or in the decision to publish
the results.

1.  Subbiah, V;; Gainor, J.F; Rahal, R.; Brubaker, J.D.; Kim, J.L.; Maynard, M.; Hu, W.; Cao, Q.; Sheets, M.P,; Wilson, D.; et al. Precision
Targeted Therapy with BLU-667 for RET-Driven Cancers. Cancer Discov. 2018, 8, 836-849. [CrossRef] [PubMed]

2. Subbiah, V.; Wolf, J.; Konda, B.; Kang, H.; Spira, A.; Weiss, J.; Takeda, M.; Ohe, Y.; Khan, S.; Ohashi, K.; et al. Tumour-agnostic
efficacy and safety of selpercatinib in patients with RET fusion-positive solid tumours other than lung or thyroid tumours
(LIBRETTO-001): A phase 1/2, open-label, basket trial. Lancet Oncol. 2022, 23, 1261-1273. [CrossRef]

3. Wirth, L].; Sherman, E.; Robinson, B.; Solomon, B.; Kang, H.; Lorch, J.; Worden, F.; Brose, M.; Patel, J.; Leboullex, S.; et al. Efficacy
of selpercatinib in RET-altered thyroid cancers. N. Engl. J. Med. 2020, 383, 825-835. [CrossRef] [PubMed]

4. Santoro, M.; Moccia, M.; Federico, G.; Carlomagno, F. RET Gene Fusions in Malignancies of the Thyroid and Other Tissues. Genes
2020, 11, 424. [CrossRef] [PubMed]

5. Subbiah, V,; Cote, G.J. Advances in Targeting RET-Dependent Cancers. Cancer Discov. 2020, 10, 498-505. [CrossRef] [PubMed]


https://www.mdpi.com/article/10.3390/cancers16010140/s1
https://www.mdpi.com/article/10.3390/cancers16010140/s1
https://doi.org/10.1158/2159-8290.CD-18-0338
https://www.ncbi.nlm.nih.gov/pubmed/29657135
https://doi.org/10.1016/S1470-2045(22)00541-1
https://doi.org/10.1056/NEJMoa2005651
https://www.ncbi.nlm.nih.gov/pubmed/32846061
https://doi.org/10.3390/genes11040424
https://www.ncbi.nlm.nih.gov/pubmed/32326537
https://doi.org/10.1158/2159-8290.CD-19-1116
https://www.ncbi.nlm.nih.gov/pubmed/32094155

Cancers 2024, 16, 140 20 of 21

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Bradford, D.; Larkins, E.; Mushti, S.L.; Rodriguez, L.; Skinner, A.M.; Helms, W.S; Price, L.S.L.; Zirkelbach, ].F; Li, Y,; Liu, J.; et al.
FDA Approval Summary: Selpercatinib for the Treatment of Lung and Thyroid Cancers with RET Gene Mutations or Fusions.
Clin. Cancer Res. 2021, 27,2130-2135. [CrossRef]

Subbiah, V.; Velcheti, V.; Touch, B.B.; Ebata, K.; Busaidy, N.L.; Cabanillas, M.E.; Wirth, L.].; Stock, S.; Smith, S.; Lauriault, V.; et al.
Selective RET kinase inhibition for patients with RET-altered cancers. Ann. Oncol. 2018, 29, 1869-1876. [CrossRef]

Drilon, A.; Subbiah, V.; Gautschi, O.; Tomasini, P.; de Braud, F.; Solomon, B.J.; Tan, D.S.W.; Alonso, G.; Wolf, J.; Park, K,;
et al. Selpercatinib in Patients with RET Fusion-Positive Non-Small-Cell Lung Cancer: Updated Safety and Efficacy from the
Registrational LIBRETTO-001 Phase I/1I Trial. J. Clin. Oncol. 2023, 41, 385-394. [CrossRef]

Drilon, A. A Phase 1/2 Study of Oral Selpercatinib (LOXO-292) in Patients with Advanced Solid Tumors, Including RET Fusion-
Positive Solid Tumors, Medullary Thyroid Cancer, and Other Tumors with RET Activation (LIBRETTO-001). Full clinical study
report LOXO-RET-17001 (J2G-OX-JZJA; LIBRETTO-001).

Wirth, L.J.; Subbiah, V.; Worden, F.P.; Solomon, B.]J.; Robinson, B.; Hadoux, J.; Tomasini, P.; Weiler, D.; Deschler-Baier, B.; Tan,
D.S.W.,; et al. Updated safety and efficacy of selpercatinib in patients (pts) with RET-activated thyroid cancer: Data from
LIBRETTO-001. Ann. Oncol. 2023, 34 (Suppl. S2), S1145-S1151. [CrossRef]

Zhou, C.; Solomon, B.; Loong, H.H.; Park, K.; Pérol, M.; Arriola, E.; Novello, S.; Han, B.; Zhou, ].; Ardizzoni, A.; et al. LIBRETTO-
431 Trial Investigators. First-Line Selpercatinib or Chemotherapy and Pembrolizumab in RET Fusion-Positive NSCLC. N. Engl. .
Med. 2023, 389, 1839-1850. [CrossRef]

Hadoux, J.; Elisei, R.; Brose, M.S.; Hoff, A.O.; Robinson, B.G.; Gao, M.; Jarzab, B.; Isaev, P.; Kopeckova, K.; Wadsley, J.; et al.
LIBRETTO-531 Trial Investigators. Phase 3 Trial of Selpercatinib in Advanced RET-Mutant Medullary Thyroid Cancer. N. Engl. J.
Med. 2023, 389, 1851-1861. [CrossRef] [PubMed]

Drilon, A.; Oxnard, G.R.; Tan, D.S.W.; Loong, H.H.E,; Johnson, M.; Gainor, J.; McCoach, C.E.; Gautschi, O.; Besse, B.; Cho, B.C,;
et al. Efficacy of Selpercatinib in RET Fusion-Positive Non-Small-Cell Lung Cancer. N. Engl. ]. Med. 2020, 383, 813-824. [CrossRef]
[PubMed]

Garassino, M.C.; Gadgeel, S.; Esteban, E.; Felip, E.; Speranza, G.; Domine, M.; Hochmair, M.].; Powell, S.; Cheng, S.Y.; Bischoff,
H.G.; et al. Patient-reported outcomes following pembrolizumab or placebo plus pemetrexed and platinum in patients with
previously untreated, metastatic, non-squamous non-small-cell lung cancer (KEYNOTE-189): A multicentre, double-blind,
randomised, placebo-controlled, phase 3 trial. Lancet Oncol. 2020, 21, 387-397. [CrossRef] [PubMed]

Gandhi, L.; Rodriguez-Abreu, D.; Gadgeel, S.; Esteban, E.; Felip, E.; De Angelis, F.,; Domine, M.; Clingan, P.; Hochmair, M.J.;
Powell, S.F; et al. KEYNOTE-189 Investigators. Pembrolizumab plus Chemotherapy in Metastatic Non-Small-Cell Lung Cancer.
N. Engl. ]. Med. 2018, 378, 2078-2092. [CrossRef] [PubMed]

Cheng, Y.; Huang, D.; Zhou, ].; Zhou, C.; Sun, Y.; Wu, L.; Guo, Y,; Jingxin, S.; Zhang, W.; Lu, S. Intracranial Activity of Selpercatinib
in Chinese Patients with Advanced RET Fusion-Positive Non-Small-Cell Lung Cancer in the Phase II LIBRETTO-321 Trial. JCO
Precis. Oncol. 2023, 7, €2200708. [CrossRef] [PubMed]

Rolfo, C.; Hess, L.M.; Jen, M.H.; Peterson, P; Li, X,; Liu, H.; Lai, Y.; Sugihara, T.; Kiiskinen, U.; Vickers, A.; et al. External control
cohorts for the single-arm LIBRETTO-001 trial of selpercatinib in RET+ non-small-cell lung cancer. ESMO Open 2022, 7, 100551.
[CrossRef]

Ishak, K.J.; Proskorovsky, I.; Benedict, A. Simulation and matching-based approaches for indirect comparison of treatments.
Pharmacoeconomics 2015, 33, 537-549. [CrossRef]

Heinz, P.; Wendel-Garcia, P.D.; Held, U. Impact of the matching algorithm on the treatment effect estimate: A neutral comparison
study. Biom. |. 2022. [CrossRef]

Radice, R.; Ramsahai, R.; Grieve, R.; Kreif, N.; Sadique, Z.; Sekhon, ].S. Evaluating treatment effectiveness in patient subgroups: A
comparison of propensity score methods with an automated matching approach. Int. J. Biostat. 2012, 8, 25. [CrossRef]
Forsythe, A.; Chandiwana, D.; Barth, J.; Thabane, M.; Baeck, J.; Tremblay, G. Progression-free survival/time to progression as
a potential surrogate for overall survival in HR+, HER2— metastatic breast cancer. Breast Cancer Targets Ther. 2018, 10, 69-78.
[CrossRef]

Bazhenova, L.; Kish, J.; Cai, B.; Caro, N.; Feinberg, B. Real-world observational study of current treatment patterns and outcomes
in recurrent or locally advanced /metastatic non-small cell lung cancer. Cancer Treat Res. Commun. 2022, 33, 100637. [CrossRef]
[PubMed]

Davies, J.; Patel, M.; Gridelli, C.; de Marinis, F.; Waterkamp, D.; McCusker, M.E. Real-world treatment patterns for patients
receiving second-line and third-line treatment for advanced non-small cell lung cancer: A systematic review of recently published
studies. PLoS ONE 2017, 12, e0175679. [CrossRef] [PubMed]

Hess, LM.; Han, Y,; Zhu, Y.E.; Bhandari, N.R.; Sireci, A. Characteristics and outcomes of patients with RET-fusion positive
non-small lung cancer in real-world practice in the United States. BMC Cancer 2021, 21, 28. [CrossRef] [PubMed]

Ke, ].Y; Huang, S.; Jing, Z.T.; Duan, M.C. The efficacy and safety of selective RET inhibitors in RET fusion-positive non-small cell
lung cancer: A meta-analysis. Investig. New Drugs 2023, 41, 768-776. [CrossRef]

Mlini, O.; Hochmair, M.].; Fabikan, H.; Weinlinger, C.; Tufman, A.; Swalduz, A.; Lamberg, K.; Hashemi, S.M.S.; Huemer, F;
Vikstrom, A.; et al. Selpercatinib in RET fusion-positive non-small-cell lung cancer (SIREN): A retrospective analysis of patients
treated through an access program. Ther. Adv. Med. Oncol. 2021, 13, 17588359211019675. [CrossRef]


https://doi.org/10.1158/1078-0432.CCR-20-3558
https://doi.org/10.1093/annonc/mdy137
https://doi.org/10.1200/JCO.22.00393
https://doi.org/10.1016/j.annonc.2023.09.1085
https://doi.org/10.1056/NEJMoa2309457
https://doi.org/10.1056/NEJMoa2309719
https://www.ncbi.nlm.nih.gov/pubmed/37870969
https://doi.org/10.1056/NEJMoa2005653
https://www.ncbi.nlm.nih.gov/pubmed/32846060
https://doi.org/10.1016/S1470-2045(19)30801-0
https://www.ncbi.nlm.nih.gov/pubmed/32035514
https://doi.org/10.1056/NEJMoa1801005
https://www.ncbi.nlm.nih.gov/pubmed/29658856
https://doi.org/10.1200/PO.22.00708
https://www.ncbi.nlm.nih.gov/pubmed/37315261
https://doi.org/10.1016/j.esmoop.2022.100551
https://doi.org/10.1007/s40273-015-0271-1
https://doi.org/10.1002/bimj.202100292
https://doi.org/10.1515/1557-4679.1382
https://doi.org/10.2147/BCTT.S162841
https://doi.org/10.1016/j.ctarc.2022.100637
https://www.ncbi.nlm.nih.gov/pubmed/36162323
https://doi.org/10.1371/journal.pone.0175679
https://www.ncbi.nlm.nih.gov/pubmed/28410405
https://doi.org/10.1186/s12885-020-07714-3
https://www.ncbi.nlm.nih.gov/pubmed/33402119
https://doi.org/10.1007/s10637-023-01390-3
https://doi.org/10.1177/17588359211019675

Cancers 2024, 16, 140 21 of 21

27. Lu, S.; Cheng, Y,; Huang, D.; Sun, Y.; Wu, L.; Zhou, C.; Guo, Y.; Shao, ].; Zhang, W.; Zhou, ]. Efficacy and safety of selpercatinib in
Chinese patients with advanced RET fusion-positive non-small-cell lung cancer: A phase II clinical trial (LIBRETTO-321). Ther.
Adv. Med. Oncol. 2022, 14, 17588359221105020. [CrossRef]

28. Jen, M.H.; Kiiskinen, U.; Khanal, M.; Han, Y.; Hess, L.; Tian, W.; Vickers, A. Matching Adjusted Indirect Comparison (MAIC) of
Selpercatinib vs Cabozantinib in RET Mutation-Positive Advanced Medullary Thyroid Cancer (MTC); Poster Presented at the ISPOR
Europe 2023; ISPOR: Copenhagen, Denmark, 2023.

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1177/17588359221105020

	Introduction 
	Materials and Methods 
	Study Measures and Definitions 
	Statistical Analysis 
	Research Ethics 
	Subgroup Analyses 
	NSCLC Cohort 
	MTC Cohort 
	TC Cohort 


	Results 
	RET Fusion-Positive aNSCLC Cohort 
	RET-Mutated MTC Cohort 
	RET Fusion-Positive TC Cohort 

	Discussion 
	Conclusions 
	References

