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ARTICLE INFO ABSTRACT

Keywords: Objectives: The selective RET-inhibitor pralsetinib has shown therapeutic activity in early clinical trials in patients
RET gene fusion with non-small cell lung cancer (NSCLC) harboring rearranged during transfection (RET) gene fusions. To date,
RET rearrangement the real-world efficacy of pralsetinib in this population is unknown.

Tyrosine kinase inhibitor (TKI)
NSCLC

Targeted therapy

Personalized treatment

Materials and methods: A retrospective efficacy and safety analysis was performed on data from patients with RET-
fusion positive NSCLC enrolled in the pralsetinib Italian expanded access program between July 2019 and
October 2021.

Results: Overall, 62 patients with RET-fusion positive NSCLC received pralsetinib at 20 Italian centers. Next-
generation sequencing was used to detect RET alterations in 44 patients (73 %). The most frequent gene
fusion partner was KIF5B (75 % of 45 evaluable). Median age was 62 years (range, 36-90), most patients were
female (57 %) and never smokers (53 %). Brain metastases were known in 18 patients (29.5 %) at the time of
pralsetinib treatment. 13 patients were treatment naive (unfit for chemotherapy), 48 were pretreated (median
number of previous lines: 1, range, 1-4). The objective response rate (ORR) was 66 % [95 % confidence interval
(CD), 53-81] in the evaluable population (n = 59). The disease control rate (DCR) was 79 %. After a median
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follow-up of 10.1 months, the median progression free survival was 8.9 months (95 %CI, 4.7-NA). In patients
with measurable brain metastases (n = 6) intracranial ORR was 83 %, intracranial DCR was 100 %. Overall, 83.6
% of patients experienced any-grade treatment-related adverse events (TRAEs), 39 % grade 3 or greater (G > 3).
The most common G > 3 TRAEs were neutropenia (9.8 %), dry mouth/oral mucositis (8.2 %), and thrombo-
cytopenia (6.6 %). Seven patients (12 %) discontinued pralsetinib due to TRAEs, twenty-six had at least one dose
level modification due to TRAEs. Two treatment-related deaths were observed (1 sepsis, 1 typhlitis).
Conclusions: In the real-world setting, pralsetinib confirmed durable systemic activity and intracranial response in
RET-fusion positive NSCLC. Toxicity profile was consistent with previous reports.

1. Introduction

Among the increasing list of targetable oncogenes in non-small cell
lung cancer (NSCLC), the identification of rearranged during trans-
fection (RET) gene fusions has rapidly modified the landscape of treat-
ment options in patients harboring these rare gene alterations. RET gene
rearrangements determining RET chimeric fusion proteins (trans-
membrane receptor-tyrosine kinase — RTK) with constitutively active
intracellular kinase domain, are identified in approximately 1-2 % of
NSCLCs, predominantly with adenocarcinoma histology|[1].

RET fusion-positive NSCLCs frequently present with brain metastases
at advanced stage diagnosis. Although chemotherapy has shown modest
efficacy, the use of ICI-based therapies has shown limited benefit in
treating advanced RET-positive tumors[2-4]. The use of multiple kinase
inhibitors (MKIs - e.g., cabozantinib, lenvatinib, vandetanib), with
modest activity in other tumors with RET gene fusions or RET point
mutations (approximately 10 % of thyroid cancers), showed very limited
activity in NSCLC histology[5-7].

The development of highly potent and specific RET inhibitors in the
latest years, lead to the first evidence of treatment efficacy and pro-
longed clinical benefit in patients harboring RET gene alterations, across
histologies[8].

Pralsetinib (formerly BLU-667) and selpercatinib (formerly LOXO-
292) are highly selective small molecule inhibitors of RET.

In the multicenter, open-label phase I/II LIBRETTO-001 trial, sel-
percatinib showed high objective response rate (ORR) in 105 previously
treated patients with advanced RET fusion-positive NSCLC (ORR 64 %,
95 %CI 54-73), with median progression free survival (PFS) of 19.3
months (95 % CI 13.9-NR) and prolonged median duration of response
(DoR 17.5 months, 95 % CI 12.1-NR)[9,10]. In the same study, with
updated follow up, ORR was 85 % (95 % CI 70-94) in previously un-
treated patients (n = 69), with median PFS 22 months and median DoR
20.2 months[11]. In addition, intracranial ORR (icORR) was 84.6 % (95
% CI 65.1-95.6), with a CNS mDoR of 9.4 months (95 %CI 7.4-15.3),
among 26 patients with measurable CNS metastases at baseline.

The activity of pralsetinib in RET fusion-positive NSCLC was evalu-
ated in the phase I/Il ARROW trial. In this study, ORR was 61 % (95 % CI
50-71) in previously treated and 70 % (95 % CI 50-86) in treatment-
naive patients (ineligible for platinum-based chemotherapy), and me-
dian PFS was 17.1 (95 % CI 8.3-22.1) and 9.1 (95 % CI 6.1-13) months,
respectively[12]. In updated results including treatment-naive patients
eligible for platinum-based chemotherapy, ORR was 79 % and median
PFS was not reached (with 8.2 months of median follow up) in this
cohort[13]. Overall, 33 % of patients had baseline CNS involvement in
this study, and icORR was 70 % (95 % CI 35 — 93) among those with CNS
measurable disease, with 10.5 months (95 % CI 5.5-12.6) median CNS
DoR.

Following these results, both drugs received approval by Food and
Drug Administration (FDA) and, more recently, by European Medicines
Agency (EMA) for the treatment of advanced or metastatic RET fusion-
positive NSCLC.

Awaiting the regulatory approvals, pralsetinib use was available in
Italy through an Expanded Access Program (EAP) for the treatment of
patients with advanced or metastatic RET fusion-positive NSCLC who
were not candidate for clinical trial and had no other treatment options.
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We conducted a retrospective collection of efficacy and safety data from
the Italian EAP pralsetinib use.

To date, a real-world (RW) experience has been published with sel-
percatinib, however, only few series have been presented on the use of
pralsetinib in the real-world setting.

To our knowledge, the current work represents the largest retro-
spectively collected multicenter RWD on pralsetinib selectively in RET
fusion-positive NSCLC patients.

2. Materials and methods
2.1. Patients and study design

We conducted a retrospective analysis of efficacy and safety of
pralsetinib on data from patients with RET-fusion positive NSCLC
enrolled in the pralsetinib Italian expanded access program (EAP) be-
tween July 2019 and October 2021.

Anonymized data about patient demographics, clinical characteris-
tics, as well as pralsetinib treatment details, tumor responses and safety
information, were extracted from available medical records by the
treating physician, centrally collected, and analyzed at European Insti-
tute of Oncology (IEO), Milan, Italy.

Patients received an initial dose of pralsetinib 400 mg (four 100 mg
capsules) orally, once daily. Some patients, based on clinical evaluation
by treating physician, might have received a reduced initial dose as
safety precaution. Pralsetinib administration was then carried on ac-
cording to tolerance and safety as per EAP indications and following
clinical practice at the treating physician’s discretion.

Pralsetinib treatment was continued until disease progression, un-
acceptable toxicity, patient’s withdrawal of consent or death.

This retrospective study was conducted in accordance with the
principles of Good Clinical Practice and following the Declaration of
Helsinki. All the study procedures were carried out by the general
authorization to process personal data for scientific research purposes
from “The Italian Data Protection Authority” (http://https://www.gar
anteprivacy.it/web/guest/home/docweb/-/docwebdisplay/export/
2485392, accessed on 10 April 2022). The study protocol was approved
by the ethics committee of the European Institute of Oncology, Milan
(LUNG-013) and each participating center. All information regarding
subjects was managed using anonymous numerical codes and handled in
compliance with the Declaration of Helsinki.

2.2. Study endpoints

The primary endpoint of this study was ORR, defined as the pro-
portion of patients with complete response (CR) and partial response
(PR), according to RECIST v1.1 criteria.

Secondary endpoints were: DCR, defined as the summed percentage
of CR, PR and stable disease (SD); intracranial ORR and DCR (icORR,
icDCR); median PFS, defined as the time from first dose of pralsetinib
and first occurrence of disease progression; median duration of treat-
ment (mDoT), assessed as the time from first to last dose of pralsetinib
received; median duration of response (mDoR), measured as the time
from first response to pralsetinib and disease progression or death due to
any cause; treatment-related adverse events (TRAEs) determined by the
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treating physician.

08, defined as the time between the start of pralsetinib treatment and
the occurrence of death from any cause, was examined as an exploratory
endpoint.

2.3. Assessments and statistical analysis

Tumor response and progression were assessed based on a computer
tomography (CT) scan of the chest and abdomen performed every 6-12
weeks, according to the clinical practice of each institution and evalu-
ated as per RECIST v1.1. CNS disease was assessed with brain CT or
magnetic resonance imaging (MRI) evaluation, and follow-up brain
scans were conducted according to local standards of care.

ORR, DCR, icORR, icDCR, DoT, DoR, PFS and OS were analyzed in
the overall population, as well as separately for pretreated and treat-
ment-naive patients.

Median PFS, DoT, DoR and OS were estimated by using
Kaplan-Meier methods. Median follow-up was calculated with the
reverse Kaplan-Meier method.

The Cox regression model was used for subgroup analysis on survival
outcomes; the Log-rank test was used to test comparison between sub-
groups (previous lines of systemic anticancer therapy, as well as pre-
treated patients versus treatment-naive patients or different RET fusion
partners).

Adverse events (AEs) were documented according to safety assess-
ment performed at baseline and at every subsequent visit or clinical
evaluation. AEs were judged treatment-related based on the assessment
made by the local treating physician. Dose modifications or in-
terruptions and treatment discontinuation due to TRAEs were reported.
All reported TRAEs were graded as per the Common Terminology
Criteria for Adverse Events (CTCAE, version 5.0).

Median values were used to describe continuous variables, percent-
ages were used for categorical variables. Mann-Whitney test was used to
compare continuous variables, whereas two-sided chi-squared or fisher
exact test were used to compare categorical variables, as appropriate.
Data were presented as hazard ratios (HR) or odds ratios (OR) and their
95 % confidence interval (CI), as appropriate. Cls for proportions, such
as ORR and DCR, were calculated using the Clopper-Pearson method.

Statistical significance level was set at p < 0.05 for all tests. All
statistical analyses were performed with R Studio version 4.1.2.

3. Results
3.1. Patients and treatment

Overall, 62 patients with advanced or metastatic NSCLC harboring
RET gene fusions received pralsetinib treatment at 20 Centers in Italy.
One patient was excluded due to incomplete data collection. Thirteen
patients (21.3 %) received pralsetinib as their first-line treatment
(treatment naive) because they were assessed as unfit for any chemo-
therapy treatment. 48 patients (78.7) were previously treated and
received pralsetinib as subsequent treatment (median number of pre-
vious lines: 1, range, 1-4).

Median age at pralsetinib start was 62 years (range, 36-90) in the
overall population, and 66 years (range, 36-90) in treatment-naive
population (Table 1). Most patients were female (57.4 %), never (52.5
%) or former (34.4 %) smokers, with adenocarcinoma histology (91.8
%). The majority of patients (83.6 %) had ECOG PS 0-1 in the overall
population. Of note, 30.8 % of patients in the treatment-naive group had
ECOG PS 2 or greater.

Next-generation sequencing was the most adopted testing method to
detect RET alterations, performed in 44 patients (72.1 %). Fluorescent in
situ hybridization (FISH) and real-time polymerase chain reaction (RT-
PCR) were used in 12 (19.7 %) and 9 (14.8 %) cases, respectively. The
most frequent gene fusion partner was KIF5B (75 % of 45 evaluable).

Brain metastases were known in 18 patients (29.5 %) at the time of
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Table 1
Demographics and clinical characteristics of study population.

Characteristic® All patients Pre-treated Treatment naive
(n=61) (n =48) (n=13)
Age, years 60 60 66
median” (range) (35-90)62 (42-85)62 (35-90)66
median” (range) (36-90) (43-85) (36-90)
Gender, n (%) 26 21 5
Male (42.6)35 (43.7)27 (38.5)8
Female (57.4) (56.3) (61.5)
Smoking status, n (%) 32 29 3
Never (52.5)21 (60.4)13 (23.1)8
Former (34.4)5 (27.1)4 (61.5)1
Current (8.2)3 (8.3)2 (7.7)1
Unknown (4.9) (4.2) 7.7)
ECOG PS, n (%) 23 19 4
0 (37.7)28 (39.6)23 (30.8)5
1 (45.9)10 (47.9)6 (38.5)4
>2 (16.4) (12.5) (30.8)
Histology subtype, n (%) 56 45 11
Adenocarcinoma (91.8)1 (93.8)0 (84.6)1
NSCLC NOS (1.6)4 0)3 7.7)1
other (6.6) (6.2) (7.7)
RET testing method, n (%) 5 4 1
RT-PCR (8.2)43 (8.3)33 (7.7)10
NGS© (70.5) (68.9) (76.9)
RT-PCR + NGS 1(1.6)12 1 (2.1)10 0(0
FISH (19.7) (20.8) 2 (15.4)
RET fusion partner, n (%) 34 27 7
KIF5B (55.7)6 (56.3)5 (53.8)1
CCDC6 (9.8)2 (10.91 (7.7)1
NCOA4 (3.3)3 (2.1)2 7.7)1
other (4.9)16 (4.2)13 (7.7)3
ND (26.2) (27.1) (23.1)
Site of metastasis, n (%) 18 12 6
Brain (29.5)25 (25)19 (46.2)6
Lung (41)21 (39.6)14 (46.2)7
Bone (34.911 (29.8)9 (53.8)2
Liver (18)24 (18.8)20 (15.4)4
Pleura (39.3)27 (41.7)21 (30.8)6
Lymph nodes (44.3)12 (43.8)10 (46.2)2
other (19.7) (20.8) (15.4)
Previous treatments 1 1
Median (range) 0-4) 1-4 -
Previous treatment 43
regimens’, n (%) - (89.6)15 -
Platinum-based CTx" (31.3)14
Anti-PD-1/PD-L1 (29.2)11
monotherapy (22.9)
Other CTx regimens
TKIs
Brain radiotherapy, n (%) 14 11 3
Yes' (23)7 (22.9)5 (23.1)2
For symptomatic mets (14.9)7 (10.4)5 (15491
For asymptomatic mets (14.9)47 (10.4)37 (7.7)10
No 77) (77.1) (76.9)

§Percentages may be not equal to 100% because of rounding.

# at advanced stage diagnosis.

b at pralsetinib start.

¢ 3 cases detected by NGS on liquid biopsy.

4 cumulative across treatment lines.

€ 11 patients received platinum-based chemotherapy in combination with
anti-PD-1/anti-PD-L1.

f 11 patients received previous brain radiotherapy, 4 patients received brain
radiotherapy during pralsetinib treatment.

pralsetinib treatment. Among them, 13 patients received CNS radio-
therapy: 11 patients received radiotherapy previous to pralsetinib
treatment, whereas 3 additional patients received radiotherapy (and one
patient was reirradiated to the brain) during pralsetinib. Of note, 6 pa-
tients with CNS involvement were not previously treated (46.2 % among
the treatment-naive population).

Overall, 57 patients received pralsetinib at initial dose of 400 mg
once daily, whereas four patients were administered a reduced initial
dose of 300 mg once daily as safety precaution adopted by their treating
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physicians.

Median follow-up was 10.1 months (IQR 7.4- 13.8 months) for OS
and 11 months (IQR 7.7-20.5 months) for PFS in the overall population.
In the previously treated and in the treatment-naive population, median
follow up for PFS was 11.5 (IQR 8.4-20.5) and 7.5 months (IQR 6.6—
15.4), respectively.

Median DoT in the overall cohort and in the previously treated
population was 8 months (95 % CI 4 months — NA) (Fig. 1a—c). Median
DoT was not estimable (95 %CI 3— NA) in the treatment-naive cohort
(Fig. 1b).

3.2. Efficacy

The ORR was 66.1 % (95 %CI 53-78) in the evaluable population (n
= 59), n = 2 patients were excluded from ORR evaluation because no
radiological assessment was available before the occurrence of death.
ORR was higher in pretreated patients (68.8 %, 95 %CI 53.7-81.3) as
compared to treatment naive patients (46.2 %, 95 % CI 19.2-74.9). DCR

Lung Cancer 174 (2022) 118-124

was 79.7 % (95 % CI 67— 89), similar between the two groups (Table 2).
Responses were not found to be affected by previous exposure to im-
mune checkpoint inhibitors or gene fusion partner (p = 0.44, p = 0.89,
respectively).

Median DoR in the overall cohort was not reached (95 % CI 9.3— NA)
(Fig. 1d). Median DoR was 11.7 months (95 % CI 8.9— NA) in the pre-
viously treated population, and not estimable in the treatment-naive
cohort (Fig. 1e and f).

In patients with measurable brain metastases (n = 6), intracranial
ORR was 66.7 % (95 % CI 22.3- 95.7 %), and intracranial DCR was 100
%.

After a median follow-up of 10.1 months, the median PFS was 8.9
months (95 %CI, 4.9-NA) (Fig. 1g).

Median PFS was 8.9 months (95 %CI, 4.6-NA) in the previously
treated population, and 5.6 months (95 % CI 3.2— NA) in the treatment-
naive cohort (Fig. 1h and i). None of the evaluated clinical factors,
including treatment line, previous immunotherapy regimens, gene
fusion partner, were found to affect PFS (p = 0.08, p = 0.3, p = 0.9,
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Fig. 1. Efficacy results with pralsetinib in the overall, treatment naive, and pre-treated populations. Duration of treatment (DoT) in the overall (a), treatment
naive (b), and pre-treated patients (c); Duration of response (DoR) in the overall (d), treatment naive (e), and pre-treated patients (f); Progression free survival (PFS)

in the overall (g), treatment naive (h), and pre-treated patients (i).
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Table 2
Efficacy results with pralsetinib in patients with RET-fusion positive NSCLC.

Treatment responses All patients (n Pre-treated (n Treatment naive

=61) = 48) (n=13)

Objective response rate 66.1 (53-78) 68.8 46.2 (19.2-74.9)
(ORR), % (95 % CI) (53.7-81.3)

Disease control rate 79.7 (67-89) 77.1 76.9 (46.2-95.0)
(DCR), % (95 % CI) (62.7-88.0)

Best response, n (%) 2 2
Complete response (CR) (3.3)37 (4.2)31 -6
Partial response (PR) (60.7)8 (64.6)4 (46.2)4
Stable disease (SD) (13.1) (8.3) (30.8)
Progressive disease (PD) 12 (19.7)2 9 (18.8)2 3(23.1)
NA 3.3) (4.2) -

Intracranial response”, % 66.7 60
(95 % CI) (22.3-95.7) (14.7-94.7) 100
Intracranial ORR 100 100 100
Intracranial DCR

Intracranial best 3 2 1
response’, n (%) (50)1 (40)1 (100)
Complete response (CR) (16.7)2 (20)2 -

Partial response (PR) (33.3) (40) -
Stable disease (SD) 0 0 -
Progressive disease (PD)

Median follow up 11 11.5 7.5
median, months (IQR) (7.7- 20.5) (8.4-20.5) (6.6-15.4)

PFS 8.9 8.9 5.6
median, months (95 % (4.9-NA) (4.6-NA) (3.2-NA)
CDh

Duration of treatment 8 8 NA
median, months (95 % (4-NA) (4-NA) (3-NA)
(@)]

Treatment 19 15 4
discontinuation, n (%) (31.1)7 (31.3)6 (30.8)1
PD (11.5)2 (12.5)2 (7.7)
TRAE 3.3) (4.2) 0
Death

? of 6 patients with measurable, non-radiated lesions.

respectively), with exception of female sex (HR 2.67, 95 % CI 1.24-5.78,
p = 0.009) but this finding was not confirmed at multivariate analysis
(data not shown).

Median OS was not estimable due to the limited follow-up (Fig. 2).
OS rate at 12 months was 56.4 % (95 % CI 43.7— 72.8 %) in the overall
cohort, 73.8 % (95 % CI 52.2- 100 %) and 53.6 % (95 % CI 39.9- 71.9
%) in the previously treated and untreated population, respectively.

3.3. Safety

Overall, 51 out of 61 (83.6 %) patients experienced any-grade
treatment-related adverse events (TRAEs). The most common TRAEs
were fatigue (49.2 %), dry mouth/oral mucositis (39.3 %), increased
liver enzymes (24.6 %) and nausea (23 %) (Fig. 3).

Twenty-four patients (39.3 %) had grade 3 or greater (G > 3) TRAEs.
The most common G > 3 TRAEs were neutropenia (9.8 %), dry mouth/
oral mucositis (8.2 %), thrombocytopenia (6.6 %), increased liver
enzyme levels (4.9 %), anemia (4.9 %), and fatigue (4.9 %). Seven pa-
tients (11.5 %) discontinued pralsetinib due to TRAEs, twenty-seven
(44.3 %) had at least one dose level modification due to TRAEs. The
most frequent adverse events leading to dose reduction were dry mouth/
oral mucositis (n = 5) and hematological toxicities (n = 5). Two deaths
were observed due to severe systemic infection (1 sepsis, 1 typhlitis),
judged as treatment-related by the investigators.

No statistically significant differences were observed in the occur-
rence of any grade or G > 3 TRAEs according to previous exposure to
immune checkpoint inhibitors (OR 1.12, 95 % CI 0.28-5.07 and OR
0.90, 95 % CI 0.29-2.77, respectively).

4. Discussion

In our real-world data analysis, sixty-one patients with NSCLC
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harboring RET-gene fusions were treated with pralsetinib (48 previously
treated and 13 treatment-naive). This number is more than half the first
presented efficacy population of the phase I/II ARROW (92 pre-treated
and 29 treatment-naive among total 233 patients included)[12]. Median
age of patients included was similar compared to the pivotal trial, in
particular treatment-naive patients were older compared to those who
were previously treated (66 vs 62 in our experience, and 65 vs 60 in the
ARROW trial). This is possibly related to the definition of patients unfit
for any treatment options in those receiving pralsetinib in the treatment-
naive setting, consistent with the initial inclusion criteria of phase I/1I
trial.

The ORR was 66 % in our cohort, 68.8 % in previously treated,
whereas numerically lower in treatment naive patients, although DCR
was similar in the two groups (77 %). Of note, treatment naive patients
were older and had twice the incidence of PS ECOG 2 (30.8 % vs 12.5 %)
compared to previously treated patients, thus potentially justifying the
lower ORR in this subgroup. Baseline CNS involvement was 29.5 % in
our real-world population, similar to 33 % in the ARROW trial. icORR
was 66.7 % among 6 evaluable patients, with icDCR 100 %. In the
ARROW trial, updated icORR was 70 % (10 patients evaluable), and
icDCR was 100 %[8,13].

The median PFS was 8.9 months (4.6-NA) with a median follow up of
11.5 months in the previously treated population. In the ARROW trial,
the median follow up was longer, 14.7 months in the pre-treated pa-
tients, with longer median PFS of 17.1 months[12]. In our treatment-
naive cohort, median PFS was 5.6 months (3.2-NA) with median follow
up of 7.5 months. The ARROW trial had longer follow up of 11.5 months
in the treatment-naive population, with median PFS of 9.1 months. Of
note, results of the treatment-naive population in the ARROW trial
notably improved in the updated publication including the patients
enrolled after an amendment allowing front-line pralsetinib also in pa-
tients who were not unfit for other treatments[13]. Notably, this pop-
ulation is not comparable to our real-world data.

In our experience, treatment with pralsetinib lead to TRAEs in 83.6
% of patients, and G > 3 TRAEs in 39.3 %, and 44.3 % of TRAEs leading
to dose reduction. Overall TRAEs occurred in 93 % of patients in the
ARROW trial, 48 % G > 3, and 38 % dose reductions. Similar discon-
tinuation rates due to TRAEs were observed in our cohort (11.5 %) and
in the pivotal trial (7 %). Two deaths (3 %) in our population were
ascribed to TRAEs according to their treating physicians. In the overall
population of the ARROW trial (N = 281), 1 death (<1%) was reported
to be related to TRAE (pneumonia).

Clinical evidence with selpercatinib showed comparable efficacy
results than those obtained with pralsetinib, both in clinical trial and in
real-world setting[9,14]. Indeed, the phase I/1I.

LIBRETTO-001 [9] study enrolled patients with similar clinical and
biological features as compared to those of the ARROW trial, with
exception of younger median age (61) and no limitations for the defi-
nition of previously untreated patients. Of note, numerically lower
incidence of G > 3 TRAEs was reported both in the LIBRETTO-001 (28
%) and the selpercatinib (24 %) real-world data analysis, but a direct
comparison of safety profile between the two compounds is lacking, to
date [5,14]. A correlation between the incidence of TRAEs and previous
exposure to ICIs was observed with selpercatinib. However, we inves-
tigated the potential role of previous ICIs on pralsetinib outcomes, and
found no correlation with treatment response, nor with the incidence of
TRAEs.

5. Conclusions

In conclusion, we are reporting on the largest real-world experience
with pralsetinib in RET-positive NSCLC. Despite retrospective and
limited to Italian experience, our data robustly confirm efficacy results
reported in the phase I/II ARROW trial, reflecting a similar patients’
population and comparable safety outcomes.
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Fig. 2. Overall survival. Overall survival with pralsetinib in the overall (a), treatment naive (b), and pre-treated (c) populations.
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reported in percentages. Grading of AEs is indicated by different colors.
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