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INTRODUCTION

The RET gene can be oncogenically activated by
point mutations, in-frame deletions, and chromosomal
rearrangements, 2 gain-of-function events that render
the RET tyrosine kinase constitutively active.>® In pe-
diatric and young adult patients, RET gene fusions have
been reported in 22% to 45% of papillary thyroid car-
cinomas (PTCs)®® and less frequently in pediatric and
young adult patients with glioma,' lipofibromatosis, !
inflammatory myofibroblastic tumor,'? and infantile
myofibromatosis.*® In addition, activating point muta-
tions of RET have been reported in 40% to 50% of
sporadic medullary thyroid cancers (MTCs).141° If they
are constitutional, such mutations lead to the hereditary
autosomal-dominant cancer syndrome called multiple
endocrine neoplasia type 2 (MEN2), one characteristic
of which is predisposition to MTC.®'” Currently, no
highly specific RET-targeted agents are approved for
the treatment of patients with RET-altered cancers.

Selpercatinib  (LOX0-292) is a potent, adenosine
triphosphate—competitive, highly selective small mole-
cule RET inhibitor with nanomolar potency against di-
verse RET alterations (including anticipated acquired
gatekeeper resistance mutations).'®!° Preliminary re-
sults for selpercatinib in a phase I/l trial (LIBRETTO-
001; ClinicalTrials.gov identifier: NCT03157128) are
highly encouraging, showing that it is generally well
tolerated and has marked antitumor activity in ado-
lescent and adult patients with RET-altered cancers,
including those with brain metastases and those with
tumors resistant to previous multitargeted kinase
inhibitors.2%2! We report the clinical activity of selper-
catinib in five pediatric patients with tumors harboring
RET alterations, four of whom were ineligible for the
selpercatinib clinical trial open at the time their treat-
ment was started because of their young age (younger
than 12 years).

METHODS
Patients

Given the lack of other treatment options, access to
selpercatinib for the four patients ineligible for an

ongoing clinical trial was enabled by single patient
protocols that were allowed by country-specific reg-
ulatory agencies and approved by institutional review
boards. All four patients received selpercatinib (cap-
sule or liquid formulation) orally in continuous 28-day
cycles at a starting dose of 90 mg/m? twice per day.
This dose was intended to deliver exposure equivalent
to the recommended adult phase Il dose of 160 mg
twice per day. One patient was enrolled to the 80-mg
cohort of the ongoing selpercatinib phase /Il trial
(ClinicalTrials.gov identifier: NCT03157128) and un-
derwent intrapatient dose escalation to 160 mg per
protocol.

Pharmacokinetic Analysis

Serial blood samples were collected for pharmacoki-
netic analyses. Plasma concentrations of selpercatinib
were determined by liquid chromatography with de-
tection by mass spectrometry. Pharmacokinetic pa-
rameters were calculated using Microsoft Excel
(Microsoft, Redmond, WA)

RESULTS

The analysis cutoff date was October 1, 2019. Two
patients had thyroid cancers and three had soft-tissue
sarcomas (Table 1).

Thyroid Cancers

Patient 1. A 15-year-old boy presented with symptoms
of night sweats, flushing, cramping, and weight loss. A
biopsy revealed the presence of an MTC, with me-
tastases detected in the lung, bone, and liver. The
patient underwent total thyroidectomy and bilateral
neck dissection. Molecular analysis showed that the
tumor harbored an RET exon 6 deletion (d378_
G685>E), and the patient was treated sequentially
with four multitargeted kinase inhibitors: vandetanib,
sunitinib, cabozantinib, and lenvatinib, which were
each discontinued because of either adverse events or
lack of efficacy. The patient was subsequently enrolled
on the LIBRETTO-001 ftrial, and selpercatinib was
initiated at 80 mg twice per day. After 8 weeks of
treatment, a partial response was demonstrated, with
a maximum tumor reduction of 86% at 40 weeks
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Selpercatinib in Pediatric RET-Altered Cancer

(Fig 1A-D). The patient remains in response and in excellent
health after 25 cycles of treatment with no adverse events
reported. Calcitonin was 53,125 pg/mL at the onset of
therapy and is now 555 pg/mL; carcinoembryonic antigen
was 1,850 ng/mL attreatment cycle 1 and is now 287 ng/mL.

Patient 2. A 7-year-old boy with neonatal hypotonia, ab-
dominal pain, hollow feet, and unexplained laryngeal
spasms was referred for diagnostic exome sequencing of
genomic DNA (SureSelect XT Clinical Research Exome,
Agilent, Santa Clara, CA). This revealed a constitutional de
novo RET M918T mutation, a pathogenic variant asso-
ciated with MEN2B that confers the highest risk of early
onset MTC.*® The patient was subsequently diagnosed
with an MTC and underwent thyroidectomy with trache-
ostomy followed by vandetanib therapy, which was dis-
continued because of the onset of grade 3 colitis.
Selpercatinib was subsequently initiated at 90 mg twice
per day. Treatment-related adverse events included grade
1 vomiting and diarrhea. After two cycles of treatment,
stable disease was observed (Fig 1E-H).

Soft-Tissue Sarcomas

Patient 3. A 7-month-old girl presented with lower ex-
tremity paraplegia. Magnetic resonance imaging showed
a mass infiltrating the spinal canal, retroperitoneum, and
pelvis. Initial pathology revealed clusters of CD56* spindle
cells consistent with neuroblastoma. Because of its loca-
tion, the primary tumor was deemed unresectable.

The patient was started emergently on chemotherapy
with cyclophosphamide and topotecan. Treatment was

complicated by Pseudomonas-associated ecthyma gan-
grenosum, pneumonia, and bacteremia. Final pathology
resulted in a definitive diagnosis of infantile myofibroma/
hemangiopericytoma. Magnetic resonance imaging dem-
onstrated new lung nodules indicative of metastatic
disease.

An RNA-based next-generation sequencing (NGS) fusion
assay (Solid Fusion Assay V2; ArcherDx, Boulder, CO)
indicated that the tumor harbored an MYHIO-RET gene
fusion. The patient was started on vandetanib and achieved
a partial tumor response by Response Evaluation Criteria in
Solid Tumors (RECIST) 1.1.22 However, after 4 months of
treatment, she developed disease progression at the pri-
mary site. Treatment with selpercatinib was subsequently
initiated. After 23 days, imaging demonstrated a partial
response, which was confirmed 3 weeks later. Repeat
imaging after 6 months of treatment showed complete
resolution of the paraspinal mass and a 50% decrease in
the size of the retroperitoneal, pelvic, and lumbosacral
mass (Fig 2A-D). Together with tumor response, the patient
regained normal sensation and muscle movement in her
lower extremities and was able to stand and walk with
support. No adverse events were reported.

Patient 4. During repair of congenital bilateral inguinal
hernias, a 2-month-old girl was found to have a right renal
mass, and she underwent a right nephrectomy. Pathology
identified mesoblastic nephroma (cellular type) with posi-
tive surgical margins. The patient initially did well without
systemic therapy. She subsequently presented with the
sudden onset of inconsolable crying and refusal to bear

FIG 1. Selpercatinib activity in patients with medullary thyroid cancer. Patient 1: magnetic resonance imaging scans of (A) right lateral and (B) left
anterior liver metastatic lesions at baseline and after 22 months of treatment with selpercatinib of (C) right lateral and (D) left anterior in a heavily
pretreated patient with RET-mutated medullary thyroid cancer. A rapid improvement in symptoms and a partial response were reported after two
cycles of treatment, which deepened over time. Patient 2: computed tomography scans at baseline and after 4 months of treatment with selpercatinib
of thorax (E, F, respectively) and mediastinum (G, H, respectively) showing metastatic disease in a patient with RET-mutated medullary thyroid cancer.

Early disease control was achieved after two cycles of treatment.
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FIG 2. Selpercatinib activity in patients with soft-tissue sarcoma. Patient 3: (A, C) computed tomography (CT) scans of the abdomen at baseline and
(B, D) after 6 months of treatment with selpercatinib, revealing multiple paraspinal retroperitoneal and pelvic lesions in a patient with infantile
myofibroma/hemangiopericytoma harboring an MYH10-RET fusion. A partial response was observed after one cycle of selpercatinib; after six cycles,
the paraspinal lesion had completely resolved, and the patient regained lower extremity neurologic function. Patient 4: CT scans at baseline of (E) the
lungs and (G) brain and after 8 months of treatment with selpercatinib of (F) the lungs and (H) brain in a patient with an SPECCIL-RET fusion—positive
congenital mesoblastic nephroma and infantile fibrosarcoma. After two cycles of selpercatinib, a partial response was observed with a 41% tumor
reduction, which deepened to 66% by cycle 8. Patient 5: CT scans (I, K) at baseline and (J, L) after 2 months of treatment with selpercatinib of the left
foot in a patient with an NCOA4-RET fusion—positive lipofibromatosis. Selpercatinib treatment resulted in a significant decrease in tumor burden
leading to improvements in gait and locomotion.

weight. Abdominal ultrasound and chest x-ray identified
a mass in the left kidney and a large left lower lung mass;
computed tomography imaging confirmed these lesions
and identified additional, multiple small lung lesions. Brain
imaging identified a large left-sided cerebral vascular ac-
cident and multifocal right posterior brain lesions. Biopsy of
a lung mass revealed high-grade spindle cell sarcoma
consistent with an infantile fibrosarcoma; pathology review
of the original right nephrectomy specimen confirmed the
initial diagnosis of mesoblastic nephroma. She received
one cycle of actinomycin and vincristine followed by vin-
cristine, dactinomycin, and cyclophosphamide. A sub-
sequent ultrasound scan showed the renal mass to be
enlarging. The patient received additional chemotherapy
with cyclophosphamide and topotecan, but treatment was
complicated by febrile neutropenia and Enterococcus
faecalis ventriculitis.

DNA-based NGS (using Memorial Sloan Kettering in-
tegrated mutation profiling of actionable cancer targets
[MSK-IMPACT]) of the tumor from the renal and lung

344 © 2020 by American Society of Clinical Oncology

masses identified the same SPECCIL-RET gene fusion,
and the patient initiated treatment with selpercatinib.
After two cycles, a partial response was observed with
a 41% tumor reduction, (Fig 2E-H). A selpercatinib con-
centration of 4.5 ng/mL was achieved in cerebrospinal fluid
ata dose level of 48 mg twice per day (90 mg/m? per dose).
Upon detection and resection of an isolated metastasis at
the right posterior temporal occipital junction, the dose of
selpercatinib was increased to 94 mg (180 mg/m?) twice
per day, raising the concentration of the drug to 16 ng/mL in
the cerebrospinal fluid. Responses deepened to 66% by
cycle 6, and no treatment-related adverse events were
reported.

Patient 5. An otherwise healthy 21-month-old girl had
been diagnosed with lipofibromatosis of her left foot at
birth. This had progressively increased in size and affected
her ability to ambulate. She was evaluated by oncologists
and surgeons who recommended amputation. NGS anal-
ysis of a biopsy specimen (FoundationOne CDx; Founda-
tion Medicine, Cambridge, MA) identified an NCOA4-RET
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FIG 3. Pharmacokinetics of selpercatinib in children. Plasma samples
from three patients revealed that adequate plasma concentrations of
selpercatinib were achieved (greater than RET wild-type concentration
that inhibits 90% [ICg0]), which were within the range seen in adult
patients treated with the recommended dose of 160 mg in the
LIBRETTO-001 trial. The gray area represents the 95% Cls for
the median plasma concentrations observed in patients treated in
the LIBRETTO-001 trial (red circles).

fusion, which was confirmed by whole genome and tran-
scriptome analysis. Selpercatinib was initiated, and imag-
ing after 2 months revealed a partial response by RECIST
1.1, with a 59% reduction in tumor volume and resolution
of tumor infiltration of the metatarsals (Fig 2I-L). No adverse
events were reported.

Pharmacokinetic analysis. Selpercatinib pharmaco-
kinetic data are available for three pediatric patients (pa-
tients 2, 3, and 4). The estimated steady-state maximum
serum concentration (Cax) and area under the serum
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concentration-time curve for 24 hours (AUCq.24) in these
patients was similar to that of adults treated with selper-
catinib 160 mg twice per day and consistent with significant
(plasma concentrations greater than the concentration that
inhibits 90% [ICqol) calculated RET target inhibition (Fig 3;
data on file, Loxo Oncology, Stamford, CT).23

DISCUSSION

RET alterations are actionable oncogenic drivers that occur
commonly in MTCs,?* pediatric PTCs,®® and rarely in other
pediatric cancers.'®325 The multitargeted kinase in-
hibitors cabozantinib, vandetanib, and lenvatinib have
demonstrated modest antitumor activity in adult and pe-
diatric patients with MTC,%52° and adult patients with RET
fusion—positive cancers.**%3! The clinical activity of these
agents is limited by suboptimal RET inhibition and signif-
icant toxicity, most likely because of strong inhibition of
other kinases such as KDR and VEGFR2.532

Selpercatinib has demonstrated durable tumor responses
and high tolerability in adolescents and adults with RET-
altered cancers, with response rates of 68% reported in
patients with RET fusion—positive platinum-pretreated
non-small-cell lung cancer,?® and 56% in patients with
RET mutation—positive cabozantinib and/or vandetanib-
pretreated MTC.?! The results described here in patients
with limited treatment options indicate that selpercatinib is
also effective and safe in pediatric patients whose tumors
harbor RET alterations. A phase I/ll pediatric trial for pa-
tients with advanced RET-altered solid or primary CNS
tumors is ongoing (LIBRETTO-121; ClinicalTrials.gov
identifier: NCT03899792).
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