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Several fusion-driven lung cancers are
technically classified as “rare”
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As lung cancer iIs a common cancer, “rare” T
subsets are not as uncommon as you think
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Many different oncogenic fusion types exist

ALK, ROS1, RET, NTRK, MET, EGFR, HER2,

EGFR, HER2, LTK fusions FGFR fusions .
Cytoplasmic

ALK, ROS1, NTRK,
MET, EGFR, HER2,
RET, LTK, BRAF,

RASGRF1 fusions

BRAF, RASGRF1 fusion

RASGRF1 fusions
Harada et al, Nat Rev Clin Oncol 2023
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For advanced NSCLCs with RET, ROS1, and
NTRK fusions, 15t line TKI therapy is standard

Advanced RET,

ROS1, NTRK fusion-
positive lung cancer

= 4 1Kl therapy

 RET: selpercatinib or pralsetinib
« ROST: repotrectinib, entrectinib, or crizotinib
 NTRK1/2/3: larotrectinib, or entrectinib
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TKI therapy for RET fusion-positive lung
cancers is highly active
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TKI therapy for ROS1 fusion-positive lung
cancers is highly active
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TKI therapy for NTRK1/2/3 fusion-positive lung

cancers is highly active
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Lung cancer targeted therapy exploration has
supported tumor-agnostic drug approvals
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Targeted therapy has not yet been approved for
NRG1 fusion-positive lung cancers
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NRG1 fusion-positive lung cancers are
biologically distinct, targeted therapy is active
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zenocutuzumab

T = tieatment ongoing

EGF-like X e NRG1

>domain : — T I
0 0 (EjGF-IiI_<e : P

NRG1 > omain

fusion

NRG1

HER2'S  HER3 M fusion
A QTR SRR Mo seribantumab

PI3K/AKT
(Cell proliferation/survival)

tage change from baseline
N
o

| 92% of patients had tumor reduction from baseline per RECIST v1.1

Schram at al ESMO 2023, Carrizosa et al, ASCO 2022
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Targeted therapy resistance can take many

forms
On-target resistance

Progression on

TKI therapy »  Off-target resistance
(primary or acquired)

Lineage plasticity

*combinations of the above may occur
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Fusion-positive lung cancers can acquire
resistance mutations in response to TKI therapy

Schram et al, NRCO 2017
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Next-generation TKls are currently approved or <&
in trials for patients with PD on a 1st line TKI

standard of care

positive lung cancer

Advanced RET, ChemOtherapy
ROS1, NTRK fusion- K -2

TKI therapy

approved
-ROS71: repotrectinib
(post crizotinib/entrectinib)

clinical trials
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Repotrectinib is active in ROS1 fusion-positive

lung cancers with prior PD on a TKI
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Targeted therapy resistance can take many

forms

On-target resistance
Progression on /

TKI therapy — " Off-target resistance
(primary or acquired)

Lineage plasticity

*combinations of the above may occur

Selpercatinib and crizotinib combination rescues MET amplification-mediated
resistance to selpercatinib in a patient with a RET fusion-positive lung cancer

Rosen et al, CCR 2020

TASLC | Zssaciarion , ,
!-! FOR THE STUDY Speaker: Alexander Drilon MD, @alexdrilon

OF LUNG CANCER
Conaquering Thoracic Cancers Woridwide

@TLCconference #TexasLung24



Side effects of TKils for fusion-positive lung
cancers depend on the kinases inhibited

On-target adverse events

ROS1
e Unknown
* Unknown
* Hypertriglyceridaemia
Lorlatinib «—1 ¢ Hypercholesterolaemia
TRK . Entrectinib g‘?"t”_"t_’b _
¢ Dizziness/ataxia Repotrectinib rigatini <, °Hypertension
e Cognitive changes * CPK elevation

e Pain modulation
* Paresthesias

* Neuropathy

* Weight gain Crizotinib <y Bartartion
¢ Hypopigmentation

e Thyroid dysfunction
¢ Hand—-foot syndrome

Cabozantinib < >

MET
* Peripheral oedema

Drilon et al NRCO 2021
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RET

ROS1

NTRK

NRG1

Choice for 1st Line Targeted Therapy

Selpercatinib
Pralsetinib

Repotrectinib
Entrectinib
Crizotinib

Larotrectinib
Entrectinib

Clinical trial
(e.g., zenocutuzumab,
seribantumab)

Choice for Later Line Targeted Therapy

Clinical trial
(e.g., APS03118, EP0031-101)

Repotrectinib (if not previously received)
Lorlatinib (NCCN guidelines)
Clinical trial (e.g., taletrectinib, NVL-520)

Clinical trial
(e.g., repotrectinib, zurletrectinib, SIM1803)
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