COR2ED

THE HEART OF MEDICAL EDUCATION




LUNG CONNECT

THE CRITICAL ROLE OF TESTING AND
MANAGEMENT IN NTRK-POSITIVE NON-SMALL
CELL LUNG CANCER

Dr Herbert Loong, MD
The Chinese University of Hong Kong, China

June 2026



DEVELOPED BY LUNG CONNECT

This programme is developed by LUNG CONNECT, an international group of experts in the LUNG PR ECISION
field of thoracic oncology and brought to you alongside PRECISION ONCOLOGY . % ONCOLOGY
connect W%

CONNECT, an international group of experts in the field of detection and treatment of connect
targetable genetic/genomic alterations in various cancers
POWERED BY COR2ED POWERED BY COR2ED

Acknowledgement and disclosures

This LUNG CONNECT programme is supported through an independent educational grant from Bayer.
The programme is therefore independent, the content is not influenced by the supporter and is under the sole
responsibility of the experts.

Please note:
A This educational programme is intended for healthcare professionals only

A The views expressed within this programme are the personal opinions of the experts. They do not
necessarily represent the views of the expertso/ji/nstitu

Expert disclosures:

A Dr Herbert Loong has received financial support/sponsorship for research support, consultation, or speaker
fees from the following companies: AbbVie, Amgen, Bayer, Boehringer-Ingelheim, Celgene, Eisai, Eli-Lilly,
George Clinical, Guardant Health, lllumina, Janssen, Novartis, Merck Sereno, Pfizer, Takeda




CLINICAL TAKEAWAY S

Although rare (~0.1-0.3%), NTRK fusions represent an actionable driver in
advanced NSCLC and should not be overlooked in comprehensive biomarker testing

Upfront broad molecular profiling, ideally incorporating RNA -based NGS, is critical to
ensure detection of functional NTRK fusions and enable targeted therapy in the first-line
setting

TRK inhibitors including larotrectinib, entrectinib and repotrectinib, achieve high
response rates and durable disease control , including intracranial activity,
with toxicity profiles that are generally manageable in routine practice

Disease progression can be mediated by on-target resistance mutations and

off-target resistance pathways. Molecular reassessment at progression may
guide subsequent therapy

NGS, next-generation sequencing; NSCLC, non-small cell lung cancer; RNA, ribonucleic acid




EDUCATIONAL OBJECTIVES

Be able to implement optimal testing strategies and interpretation of results
to drive early identification of patients with NTRK fusion-positive lung cancer

Understand the evolving profiles of TRK inhibitor therapies for the treatment of
NTRK fusion-positive lung cancer

Recognise the appropriate placement of therapies  for the treatment of NTRK
fusion-positive lung cancer across the patient journey




INTRODUCTION TO NTRK



NON-SMALL CELL LUNG CANCER AND ONCOGENIC DRIVERS
GENE FUSI ONS HAVE A PIVOTAL ROLE I N LUNG
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BRAF, B-Raf proto-oncogene; EGFR, epidermal growth factor receptor; HER2, human epidermal growth factor receptor 2; KRAS, Kirsten ras oncogene;
MET, MET proto-oncogene; NTRK, neurotrophic tyrosine receptor kinase; RET, RET proto-oncogene; ROS1, ROS proto-oncogene 1 receptor tyrosine kinase

Tan AC and Tan DSW. J Clin Oncol. 2022;40:611-25




TYPES OF FNUBRW®R®SI|I TI VE CANCERS
AND ADULTS
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NTRKEENE FUSI ONS ARE ONCOGENI C DRI VERS
OF SOLI D TUMOURS
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TESTI NG



TESTI NG ALGORITIRHMU FIOBRRN CANCER
ESMO RECOMMENDATION
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https://www.nccn.org/professionals/physician_gls/pdf/nscl.pdf

COMPARI SON OF THE VARI OUS METHOD S
FORNTRKENE FUSI ONS

RNA-BASED NGS OF TUMOUR TISSUE IS CONSIDERED THE GOLD STANDARD
METHOD OF IDENTIFYING NTRK GENE FUSIONS

_______lHC ___[FisH RT-PCR

Advantages A Widely used A Widely available A Highly specific A Most comprehensive and inclusive
A Cost effective A Approximately3-5 day s 6 A Sensitive A Can be based on either the analysis of
AT 1712 dayso turnaround time A Approximately 1-week DNA or RNA
turnaround time A Can detect the presence turnaround time A ctDNA NGS can serve as a surrogate

of a fusion event involving A Multiplexing capabilities method when a tissue specimen is not
a target gene without prior available
knowledge of the fusion
partner

Disadvantages A Pan-Trk antibody does A Can be labour- and cost- Requires prior knowledge A Relatively costly (but cost starting to

not discriminate between intensive as individual of the fusion partners come down?)

expression of the wild- analyses must be performed A RNA NGS requires optimal tissue fixation

type and fusion protein for each of the three A Technically complex

A May be used as the initial NTRK genes A DNA NGS risks false negatives

screening, but requires A Approximately 1-3 weeksd tur

confirmation with A Sensitivity varies among partner genes

secondary method A ctDNA NGS requires adequate tumour
cell shedding for detection in the
circulation

GaExpert opinion, Herbert Loong

ct DNA, <circulating tumour DNA; DNA, deoxynucleic acid; 6E6&5peélgehkbuat esenenice i
sequencing,; RNA, -PCRpnuevVer sepalivdmesréals eotdani n reacti on

Repetto M, et al. CahGAaL7Tné€aT®mENt Revi ews. 12




CLINICAL UTILITY OF LIQUID BIOPSY IN NTRK FUSION-
POSITIVE PATIENTS

|l denti f NCRKusehnhoat i |l denti fication of Identification of NTRK fusions as
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TKI, tyrosine kinase inhibitor
Rolfo C, et al. British Journal of Cancer. 2022;126:514-20




FIRST GENERATION TRK INHIBITORS IN
NTRK FUSION-POSITIVE SOLID TUMOURS
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| NI TI AL EFFI CACY RESULTS OF APPRC
RESPONSES BY TUMOUR TYPE
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Cl, confidence interval; GIST, gastrointestinal stromal tumour; IFS, infantile fiborosarcoma; MASC, mammary analogue secretory carcinoma,
NSCLC, non-small-cell lung cancer

1. Drilon A, et al. N Engl J Med. 2018;378:731-9; 2. Doebele RC, et al. Lancet Oncol. 2020;21:271-82
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* Maximum change in tumour size of 93% tumour growth; APatients with brain metastases; ¥ Patients with a pCR
GIST, gastrointestinal stromal tumour; IFS, infantile fibrosarcoma; pCR, pathological complete response
Hong D, et al. Lancet Oncol. 2020;21:531-40
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LAROTRECTINIB: RESPONSE ACROSS TUMOUR TYPES
(EXPANDED ANALYSIS)

RESPONSE DURATI ON OF RESPONSE

100 q
l nvestigator
( N1=5)9

Evaluable patients, n 1532

\l
q

Patients with an objective response 121 (79%) [72-85]
n (%) [95% CI]

Best response, n (%)

Complreetsep 8 ns e 24 (16%)

N
(6)]
|

Partial response 97 (63%)

Patients with response (%)
(o)
o
|

Stable disease 19 (12%)

Progressive disease 9 (6%) 0 - - - - - - - -
0 6 12 18 24 30 36 42 48

Not determined 4 (3%) No. at risk 108 73 48 29 16 8 4 1 0

(no. censored) (0) (26) (43) (59) (96) (76) (79) (82) (83)

Data cutoff Feb 19, 2019

a Evaluable patients include 13 patients with unconfirmed PR pending confirmation, Time since start of treatment (months)
does not include 6 patients awaiting an initial response assessment. ® Including 3

patients with pCR; 2 patients had CR pending confirmation after earlier assessment of

PR (ie, classified overall as confirmed responses)

Cl, confidence interval; (p)CR, (pathological) complete response; PR, partial response
Hong D, et al. Lancet Oncol. 2020;21:531-40




LAROTRECTINIB: SAFETY ACROSS TUMOUR TYPES
(EXPANDED ANALYSIS)
ADVERSE EVENTS

Adverse events, regardl ess of Tedtnentirdatet adeerse enentg #4%)
N=260 N=260

Grade 1.2

Fatigue 79 (30%) 6 (2%) 1 (<1%)

Alanine aminotransferase increased 64 (25%) 7 (3%) 2 (<1%) 7 (3%) 1 (<1%)
Cough 71 (27%) 1 (<1%) 0 0
Constipation 69 (27%) 1 (<1%) 0 0
Anemia 44 (17%) 25 (10%) 0 6 (2%)
Aspartate aminotransferase increased 62 (24%) 6 (2%) 1 (<1%) 2 (<1%)
Dizziness 64 (25%) 2 (<1%) 0 1 (<1%)
Nausea 62 (24%) 2 (<1%) 0 2 (<1%)
Vomiting 62 (24%) 2 (<1%) 0 0
Diarrhea 59 (23%) 3 (1%) 0 0
Pyrexia 50 (19%) 2 (<1%) 1 (<1%) 0
Dyspnea 35 (13%) 6 (2%) 0 0
Myalgia 38 (15%) 3 (1%) 0 2 (<1%)
Peripheral edema 40 (15%) 1 (<1%) 0 0
Headache 38 (15%) 1 (<1%) 0 1 (<1%)
Neutrophil count decreased 18 (7%) 12 (5%) 2 (<1%) 4 (2%) 1 (<1%)
Lymphocyte count decreased 22 (8%) 7 (3%) 2 (<1%) 2 (<1%) 0
Hypokalaemia 12 (5%) 8 (3%) 1 (<1%) 0 0
Hypophosphatemia 5 (2%) 9 (3%) 0 0 0
The adverse events listed here are those that occurred at any grade in at least 15% of patients, or at grade 3 or worse in at least 3% of patients, regardless of attribution.

Data cut-off: Feb 19, 2019

Hong D, et al. Lancet Oncol. 2020;21:531-40
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ENTRECTINIB: UPDATED EFFICACY ACROSS SOLID TUMOURS

BEST INDIVIDUAL PATIENT RESPONSES
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* CNS metastases (investigator) Data cut-off August 31, 2020

CNS, central nervous system; CR, complete response; CRC, colorectal carcinoma; CUP, cancer of unknown primary; Gl, gastrointestinal; MASC, mammary
analogue secretory carcinoma; ND, not determined; NE, not estimable; NSCLC, non-small cell lung cancer; PD, progressive disease; PR, partial response; SD,
stable disease; SLD, sum of longest diameter

Demetri GD, et al. Clin Cancer Res. 2022;28:1302-12




ENTRECTINIB: UPDATED EFFICACY ACROSS SOLID TUMOURS

RESPONSE DURATION OF RESPONSE

100 q
Efficacy parameter Efficacy -evaluable population
(N=121)

ORR, n (%) 74 (61.2)
(95% Cl) (51.9-69.9)

CR 19 (15.7)

PR 55 (45.5)
Stable disease 13 (10.7)
Progressive disease 13 (10.7)
Non-CR/non-PD2 6 (5.0)
Missing or unevaluable® 15 (12.4)

( %)

BI CR

DoR by

DoR N=74 — Total (N=74)
Median, mo (95% CI) 20.0 (13.0-38.2) + Censored

pFS T T T T T T T 1
Median, mo (95% CI) 13.8 (10.1-19.9) 6 12 18 24 30 36 4 2 48
oS Time (months)
Median, mo (95% ClI) 33.8 (23.4-46.4) Patientsatrisk 74 72 58 54 46 37 32 27 20 17 10 7 4 2 2 1

Data cut-off: August 31,2020. Duration of response in responding patients

a Patients with non-measurable lesions; P Missing or unevaluable included patients with unevaluable on-study scans or who discontinued prior to obtaining
adequate scans to evaluate or confirm response

BICR, blinded independent central review; ClI, confidence interval; CR, complete response; DoR, duration of response; mo, months; ORR, objective response
rate; OS, overall survival, PD, progressive disease; PFS, progression-free survival; PR, partial response

Demetri GD, et al. Clinical Cancer Research. 2022;28:1302-12




ENTRECTINIB: UPDATED SAFETY ACROSS TUMOUR TYPES

TREATMENT-RELATED ADVERSE EVENTS

MedDRA system organ class NTRK fusion -positive safety -evaluable Overall safety -evaluable population
Preferred term, n (%) population (N=193) (N=626)

Overall number (%) of patients with 127 211 213
01 event (15.0) (34.2) (36.8) (2.1) (20.3) (33.7) (34.0) (3.2)

Dysgeusia 54 (28.0) 14 (7.3) 0 194 (31.0) 30 (4.8) 1(0.2)
Dizziness 29 (15.0) 14 (7.3) 5 (2.6) 113 (18.1) 49 (7.8) 6 (1.0)
Diarrhea 39 (20.2) 17 (8.8) 4(2.1)
Constipation 35(18.1) 15 (7.8) 0
Nausea 28 (14.5) 4(2.1) 0
Fatigue 27 (14.0) 17 (8.8) 9 (4.7)

115(18.4)  35(5.6)  12(1.9)
111 (17.7)  45(7.2) 1(0.2)
112 (17.9) 13 (2.1) 2 (0.3)
94 (15.0) 69 (11.0) 17 (2.7)
79 (12.6) 51 (8.1) 3(0.5)
57 (9.1) 64 (10.2)  50(8.0)
8 (1.3) 16 (2.6) 19 (3.0)
38 (6.1) 36(5.8)  24(3.8)

Blood creatinine increased 32 (16.6) 16 (8.3) 2 (1.0)
Weight increased 23 (11.9) 14 (7.3) 16 (8.3)
Neutrophil count decreased 5 (2.6) 6 (3.1) 4(2.1)
Anemia 14 (7.3) 9(4.7) 10 (5.2)

0
0
0
0
0
0
0
0
0
0

Data cut-off August 31, 2020. Data are n (%) of patients. Adverse events were encoded using MedDRA (version 21.0)
Demetri GD, et al. Clin Cancer Res. 2022;28:1302-12 (supplementary appendix)




TRK INHIBITORS IN
NTRK FUSION-POSITIVE NSCLC

NSCLC, non-small cell lung cancer



LAROTRECTINIB IN TRK FUSION -POSITIVE LUNG CANCER

TUMOUR RESPONSE OF PATIENTS WITH TRK FUSION LUNG CANCER (N=32)

Efficacy Patients with CNS Patients without CNS All patients
metastases metastases
(n=12) (n=20) (N=32)

ORR, % (95% CI) 67 (35-90) 70 (46-88) 69 (50-84)
BOR, n (%)
Complete response 4 (20) 4 (13)
Partial response 10 (50) 18 (56)
Stable disease 4 (20) 6 (19)
Progressive disease 0 2 (6)
Not evaluable/undefined 2 (10) 2 (6)

BOR, best overall response; Cl, confidence interval; CNS, central nervous system; ORR, objective response rate
Lin JJ, et al. J Clin Oncol. 2026;44(16_suppl; abstr 8618). Poster presentation (ASCO 2026)




