TARGETED THERAPY FOR
RET NSCLC

Edgardo S. Santos Castillero, MD FACP

Genesis Care US

Thoracic Oncology

Medical Director of Research Services

Clinical Associate Professor

Florida Atlantic University

Treasurer, Florida Society of Clinical Oncology (FLASCO)
President, FLASCO Foundation

April 1, 2023

Endorsed by Accredited by Presented by
}
AN
TASLC | INTERNATIONAL '-‘-“‘ )
ASSOCIATION U Iy XX
FOR THE STUDY ‘ 4 MECM b ¥:/ Health
*e@ OF TUNG CANCER ’ THE MEDICAL EDUCATOR CONSORTIUM e
“onquering Thoracic Cancers Worldwide Creating Aha! Moments In Healthcare




RET Pathway

RET fusions are known oncogenic drivers
in NSCLC1.2

Up to half of patients with advanced NSCLC will
develop brain metastases?

Multikinase inhibitors
Provide a modest clinical benefit

Associated with significant toxicity
(non-RET kinase inhibition)

Immunotherapy drugs (PD-1/PD-L1 inhibitors)
may be less efficacious in patients with driver-
positive NSCLC, including RET fusion4>

Presented by Loong HH, et al. ESMO 2021.

1. Drilon A, et al. Nat Rev Clin Oncol. 2018;15(3):151-167. 2. Wang R, et al. J Clin Oncol. 2012;30(35):4352-4359.
3. Drilon A, et al. J Clin Oncol. 2017;35(Suppl):9069-9069. 4. Sabari JK, et al. J Clin Oncol. 2018;36(15 Suppl):9034.
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KIF5B (most common in lung cancer)
CCDC6 or NCOA4 (most common in thyroid cancer)
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RET biology

Normal RET signaling : Oncogenic RET signaling
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Other solid tumors (< 1%)
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RET Inhibitor Resistance
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Off-target/polyclonal resistance to selective RET TKI therapy

RTK activation

e.g. MET/KRAS/EGFR amp/mt
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Acquired MET amplification can be targeted

selpercatinib + crizotinib (for acquired MET amp)

pralsetinib + crizotinib (for acquired MET amp)

adenocarcinoma
(pre pralsetinib)

Histologic transformation
at praseltinib progression

small cell carcinoma
(post pralsetinib)
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MKI

Cabozantinib Vandetanib Selpercatinib (LOX0-292) Pralsetinib (BLU-667)

® RET

@ KDR/VEGFR2
FGFR1-3/EGFR
MET/ALK/ROS

@ Other kinases

ICs0 RET, nM2 11 4 3 04
ORR, 37 18 68 58
% 5 0 2 1
CR
aCell free.

Presented by Loong HH, et al. ESMO 2021.
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Selective RET TKlI’s; Efficacy & Safety Data

ORR* Median PFS ORR# Median PFS Treatment-Related"
Selpercatinib Drilon A et al. 105 64% 16.5 mo 39 85% NR Dry mouth (36%),
NEJM 2020 Diarrhea (22%), HTN
(25%), elevated
Besse B, et al. 218 57% 19.3 mo 48 85% NR ALT/AST(20-22%), fatigue
ASCO 2021 Update 19%
Pralsetinib Gainor JF, et al. 87 61% 17.1 mo 27 70% 9.1 mo Neutropenia (42%), AST
Lancet Oncol 2021 increase (39%), anemia
(38%), WBC decreased
Curigliano G, et al. 126 62% 16.5 mo 43 74% 109 mo  (30%), ALT increase (27%)
ASCO 2021 Update HTN (25%)
25%* 88% NR

# Based upon blinded independent review; A Data from most recent report; * Pre-eligibility revision; ** Post-eligibility revision

INTERNATIONAL
ASSOCIATION

FOR THE STUDY Speaker: Edgardo S. Santos, MD, FACP, L 4 @TLCconference #TexasLung23

OF LUNG CANCER

Conquering Thaorack Cancers Wordwide




Selective RET inhibitors are active in the CNS
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Drilon et al, J Clin Oncol 2022; Griesinger et al Ann Oncol 2022; Rosen et al, JCO P) 2019; Murciano-Goroff et al, J Thor Oncol 2023
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Targeted therapy versus standard of care chemo+-immunotherapy

Phase 3 AcceleRET Study Phase 3 LIBRETTO-431 Study

Treatmoent untd progrossion,

unaccoptable toxicity, or death Optional; cross-over

Key eligibility criteria pﬁ:nm:;m Selparoatinb ot PD by DICR
EOT survival 160 mg BID
* RET fusion-positive follow-up
metastatic NSCLC R
+ ECOG PS 01 1
Pemetrexed (500 mg/m* Q3W)
* No prior systemic treatment +
Physiclan’s choice of:
n=228 Carboplatin (AUC 5 Q3W, 4 cycles)
PD by INV Optional or
crossover to Cisplatin (75 mg/m* Q3W, 4 cycles)
Non-squarmous hiskokgy and BICR pralsetinib +/- pambrollzuma' (200 mg Q3W)

a) Carboplativersplabn and pemetiexed or
b) Pembioizumab. carboplatiosplatn and pemetiexed
Squamous halolgy 7 Brain motastasos: (prosence ve absence)
Cabopltwvcisplatin and gemcdabine of 7 Intended troatment (arm 1) (+/ pembrobzumab)
Perbrolzumab carboplatin and pacitaxel of non pacitaxel

Stratification factors:
»  Goography: (East Asian v

Popat et al, ASCO 2022; Solomon et al, Future Oncol 2021
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Novel RET inhibitors in development

Resistance Coverage

TPX-0046 RET, SRC RET G810C/S/R NCT04161391

Zeteletinib RET RET V804M NCT03780517
(BOS172738; DS-5010)

TAS0953/HMO06 RET RET V804M/L & RET NCT04683250
G810R/S

LOXO-260 RET, TrkC RET V804M/L & N/A
RET G810S

Schoffski P, et al. ASCO 2021. 3. Miyazaki I, et al. Mol Cancer Ther 2021. 4. Kolakowski GR, et al. AACR 2021
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TPX-0046

TPX-0046 BLU-667* LOXO-292*
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Drilon A, et al. ASCO 2020
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TASO0953/HM06

ECLC5B Xenograft (lung cancer)
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Miyazaki I, et al. AACR-NCI-EORTC 2021
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Zeteletinib (BOS172738; DS-5010)

BOS172738

150 mg QD (n =13)

Adult patients with 100 mg QD (n = 19)

an advanced solid tumor _
and any RET gene 75 mg QD (n = 20)
alteration, no prior

RET-targeted agents 50 mg QD (n = 10)
(N=67)
40 mg QD (n = 3)

10 mg QD (n=1)

Schoffski, P et al. ASCO 2021
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Most Frequent TEAESs in 215% of Patients Related Grade 3 or Higher TEAEs
All Grades (N=67) (N=67)

Event n (%) n (%)
» CPK Increase 40 (60) 17 (25)

Dyspnea 25 (37) 1(1)
AST Increase 20 (30) 1(1)
Diarrhea 20 (30)
Anemia 19 (28) 4 (6)
Face Edema 19 (28)
Fatigue 18 (27)
Constipation 15 (22)
Neutropenia 15 (22) 7(10)
Asthenia 14 (21) 2(3)
Hypertension 13 (19) 2 (3)
Muscle Weakness 13 (19) 3(4)
Cough 12 (18)
Hypophosphatemia 12 (18) 1(1)
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Zeteletinib (BOS172738; DS-5010)

100 =%
Primary Tumor Type
B Medullary Thyroid Cancer
80 - [0 Non-Small Cell Lung Cance
[ Other
60
£ a0 Overall Cohort
g (N=54*)
§ ™ I Objective Response Rate 17 (31%)
g’ 0 III Best Overall Response
2 Confirmed Complete 1(2%)
g #85 Response (CR) .
P Confirmed Partial -
@ = Response (PR) 19130%)
60 Stable Disease (SD)T 27 (50%)
Progressive Disease 10 (19%)
] L .
:\lgfer:c(eir;:t:mg:vfi;m?:::mz:eﬁ::‘measurable disease are not plotted. — bt
100 : All RET+ Patients were naive to

Patients

selective RET inhibitors

Schoffski, P et al. ASCO 2021
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LOXO-260

Phase 1a - Dose Escalation
N~80, 20 patients/cohort

Phase 1b - Dose Expansion
N~40, 20 patients/cohort

Advanced or metastatic RET fusion-
positive solid tumors or RET mutant Cohort 1
MTC or MEN2-associated cancers? P e e

Advanced or metastatic RET mutant MTC
or MEN2-associated cancers®®

Cohort 2
Advanced or metastatic RET fusion-
positive, NSCLC, or thyroid cancers®<©

* i3+3 design

Objectives

Phase 1a - Dose Escalation | Phase 1b - Dose Expansion

Primary Objectives

* Determine the safety, tolerability, and |* Assess the ORR per RECIST v1.1
RP2D of LOX0O-260 monotherapy

Secondary Objectives

* Characterize the PK properties of * Assess the PFS, TTR, DOR per
LOXO-260 RECIST v1.1
* Evaluate the antitumor activity of * Determine the safety and tolerability of
LOXO-260 LOXO-260
- ORR, DOR = AEs, SAEs

* Characterize the PK properties of
LOXO-260

Pennel N, et al. ASCO 2022
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Summary of select next generation KDR sparing RET inhibitors

RET G810X RET V804X Other RET Non-RET kinases
Solvent Front Gatekeeper Substitution inhibited
Coverage Coverage Coverage
LOXO-260 v v G810S + V804M TRKC (40x selectivity)
HMO06/TAS0953 v v
TPX-0046 v less potent TRKB, FGFR1, JAK2, SRC
APS03118 v v Y806H (hinge)
EP0031-101/A400 v

Kolakowski et al, AACR 2021; Odintsov et al, AACR-NCI-EORTC 2021; Miyazaki et al, AACR-NCI-EORTC 2021; Drilon et al, AACR 2022, Ellipses.life
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Conclusion

(J On-target resistance is relatively uncommon with sRETi (selpercatinib and praseltinib)

J Increasingly smaller patient populations to target

J Understand intrinsic and extrinsic mechanisms of resistance

d Multiple RET inhibitors in development for solvent front, hinge and gatekeeper coverages

(J Combination approaches to overcome resistance?

FAU
MEDICINE

Py
rGenesisCore :.OE'A BT%T\\_

FLORIDA ATLANTIC UNIVERSITY

INTERNATIONAL
ASSOCIATION

FOR THE STUDY Speaker: Edgardo S. Santos, MD, FACP, @TLCconference #TexasLung23

OF LUNG CANCER
Con Wordmide




