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ALINA Updated Results
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ALINA: background and study design

.

Alectinib, an ALK inhibitor, is an approved standard-of-care for patients with resected or advanced ALK+ NSCLC'-?
o Alectinib has demonstrated efficacy and delayed disease progression in the CNS'-3
o Long-term data show alectinib is tolerable and has a manageable safety profile'-3
ALINA is the only positive phase Ill trial of an ALK inhibitor in resectable, stage IB-IIIA (UICC/AJCC 7th edition), ALK+ NSCLC?
o The primary analysis showed a significant DFS benefit with alectinib vs chemotherapy (HR: 0.24; 95% CI 0.13-0.43; p<0.0001)23

Alectinib
N L 600 mg BID Recurrence

Key eligibility criteria: 2 years Further treatments
+ Resected stage IB (24cm)-llIA ALK+ R at investigator’s

NSCLC per UICC/AJCC 7t edition N choice and survival
+ ECOGPSO-1 Platinum-based follow-up
« No prior systemic cancer therapy chemotherapy* Recurrence

N=257 Q3W; 4 cycles

Stratification factors: Primary endpoint Other endpoints

Stage: IB (= 4cm) vs Il vs lIIA

g \ - DFS per investigator tested hierarchically: Stage II-IlIA — stage IB-IIIA (ITT)
Race: Asian vs non-Asiant

- CNS-DFS, OS, safety

Here, we present updated data from the ALINA study with a median follow-up of 4 years

All patients in the alectinib arm had completed 2 years of treatment with 21 year of follow-up

NCT03456076. Crossover was not permitted prior to disease recurrence. *Cisplatin + pemetrexed, cisplatin + vinorelbine or cisplatin +

I 1d be switched in case of intolerabilty. 'Stratfication by patient race recorded n the

interactive voice/web response system. 1. Alecensa Prescribing Information Genentech Inc. 2024; 2. Solomon et al. ESMO 2023 (LBA2); 3. Wu et al. N Engl J Med 2024; 4. Ahn et al. ESMO Asia 2023 (LBA1). ALK, anaplastic lymphoma kinase; AJCC,
American Joint Committee on Cancer; BID, twice daily; CI, confidence interval; CNS, central nervous system; DFS, disease-free survival; ECOG PS, Eastemn Cooperative Oncology Group performance status; HR, hazard ratio; ITT, intention fo freatt

Prof. Rafal Dziadziuszko

Content of this p

is copyright and r of the author. Permission is required for re-use.

08, overall survival; Q3W, every 3 weeks; R, randomisation; UICC, Union for International Cancer Control
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ALINA Updated Results

Disease-free survival Alectinib was stopped at 2 years.

DFS in stage II-llIA* DFS in stage IB-IIIA (ITT)*

1004 1001 P . d . d . d .
80 74.5% 804 75.5% J
T e T e chemotherapy
& 601 & 601 47.0%
@ 46.3% » 7
& &
2 0 TTee—y 101 e
Median DFS (95% CI), months: Chemotherapy Median DFS (95% CI), months: Chemotherapy
201 NE (59 6-NE) 201 NE (NE-NE)
41.4 (30.6-67.2) 41.4 (30.6-NE)
HR (95% Cl): 0.36 (0.23-0.56) HR (95% CI): 0.35 (0.23-0.54)
O 6 2 1s 24 30 36 42 43 66 72 0 6 12 18 24 30 36 42 48 66 72
No. at risk Time (months) No. at risk Time (months)
Alectinib 116 111 105 87 43 NE Alectinib 130 123 116 97 48 NE
Chemo 115 88 69 54 28 NE Chemo 127 98 77 61 33 NE

Median follow-up (ITT): alectinib, 48.0 months; chemotherapy, 47.4 months

DFS benefit was sustained with alectinib versus chemotherapy in the stage II-IlIA

and stage IB-IlIA (ITT) populations

Data cut-off: 8 December 2024. DFS defined as the time from randomisation to the first documented recurrence of disease or new primary NSCLC as determined by the investigator, or death from any cause, whichever occurred first
*Per UICC/AJCC 7th edition. Chemo, chemotherapy; NE, not estimable

Prof. Rafal Dziadziuszko

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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ALEX: randomised, open-label, Phase 3 multicentre study

Key eligibility criteria

» Histologically/cytologically confirmed advanced
ALK-positive NSCLC (by Ventana IHC)

* Aged 218 years

+ ECOGPS 0-2

* No prior systemic therapy for advanced disease

—> Alectinib (600 mg BID)
R

1:1 Imaging every eight weeks until PD/death

Treat until PD,
unacceptable
toxicity, withdrawal

or death

No crossover

Crizotinib (250 mg BID) S e BIDIHE,

Stratification factors Primary endpoint Secondary endpoints

« ECOGPS(0or1vs2) * PFS per investigator using RECIST v1.1 « PFS by IRC
* Race (Asian vs non-Asian) « Time to CNS progression
+ Baseline CNS metastases (yes vs no) « ORR
« DoR
* | OS; safety
- AN J L

Prof. Tony Mok

NCT02075840.

BID, twice daily; CNS, central nervous system; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status;
IHC, immunohistochemistry; IRC, independent review committee; ORR, objective response rate; PD, progressive disease; RECIST, Response Evaluation Criteria in Solid Tumours.

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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OS in the ITT population

» Median follow-up was 53.5 months with alectinib and 23.3 months with crizotinib
« 7-year OS rate: 48.6% with alectinib vs 38.2% with crizotinib

100 A
Alectinib (n=152) Crizotinib (n=151)
80 7
Patients with event, n (%) 76 (50.0) 73 (48.3)
o 60 7 Median, months (95% CI) 81.1 (62.3-NE) 54.2 (34.6-75.6)
:;’ Stratified HR (95% CI) 0.78 (0.56-1.08)
O 401 p-value (stratified log-rank) 0.1320
20 71— Alectinib (n=152)
— Crizotinib (n=151)
0- +  Censored ; ;

Day 1 12 24 36 48 60 72 84 9% 108 120

No. at risk Time (months)

Alectinib 152 120 94 81 79 72 66 58 56 50 20
Crizotinib151 104 73 60 50 45 38 34 33 32 9

Alectinib induced a clinically meaningful OS benefit compared with crizotinib

NCT02075840. Data cut-off date: 28 April 2025.
The study was not powered for 0S. Median follow-up was shorter than the additional 6-year follow-up time in this analysis due to patients who died, withdrew consent or were lost to follow-up. ITT, intent to treat; NE, not estimable.

Prof. Tony Mok
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. mcongress



OS by CNS metastases* at baseline

Patients with CNS metastases at baseline Patients without CNS metastases at baseline
« Median OS: 63.4 months with alectinib vs 30.9 months « Median OS: 94.0 months with alectinib vs 69.8 months
with crizotinib (HR 0.68; 95% CI 0.40-1.15) with crizotinib (HR 0.87; 95% CI 0.58-1.32)
100 A 100 -
80 80 -
S 60 < 60 7
s n
O 40 - O 40
20 1 — Alectinib (n=59) 20 1 — Alectinib (n=93)
— Crizotinib (n=53) — Crizotinib (n=98)
+  Censored + Censored
0 i T T T T T T T T T T T 0 i 1 1 1 T T T T T T T T
Day1 12 24 36 48 60 72 84 96 108 120 Day1 12 24 36 48 60 72 84 96 108 120
No. at risk Time (months) No. at risk Time (months)
Alectinib 59 40 33 28 27 24 22 20 19 16 5 Alectinib 93 80 61 53 52 48 44 38 37 34 15
Crizotinib53 30 17 13 8 7 6 6 5 5 0 Crizotinib 98 74 56 47 42 38 32 28 28 27 9

Alectinib induced a clinically meaningful OS benefit compared with crizotinib

in patients both with and without CNS metastases

NCT02075840. Data cut-off date: 28 April 2025.
*Assessed by investigator.

Prof. Tony Mok
Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. mcongress



First Line Lorlatinib: CROWN

« 296 patients randomized to lorlatinib or crizotinib
5y f/u: median PFS still not reached (vs 9.1m)
« PFS HR 0.19 (0.13-0.27)

100+
90 4
80 -
70 4
60 -
50 4
40 4
30 1
20 4
10 +
0

Median PFS of
Alectinib in
ALEX was 34
months

PFS, %

I | 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
No. 2 risik Time, months
— Lorlatinib 149 126 118 111 103 96 93 89 87 81 81 79 77 74 67 45 26 14 4 1 0
— Crizotinib 147 107 70 42 30 19 16 16 11 10 9 9 9 8 6 4 2 0 0 0 0

Solomon, ASCO 2024



CNS Activity: Updated Results

C
Lorlatinib Crizotinib
(n=112) (n=108)
Events 1 25
Number censored 111 83
Median time to NR 30-8
intracranial progression, (NR-NR) (18-4-NR)
months (95% Cl)
HR (95% Cl) 0.02 (0-002-0-14)

104

0 , .
0 ﬁ 21 ﬁl EI\ llﬂ 1|2 1I4 llﬁ 1‘8 2ID ZIZ 2I4 2‘6 ZIS 3IU 3|2 3I4 3|6 3|8 4|0 4|2 4|4 4|6 4I8 5lD 52I

Patients without intracranial progression (%)

Time since randomisation (months)
Number at risk

(number censored)
Lorlatinb 112 99 96 93 90 87 85 84 81 79 76 74 74 73 71 69 61 49 44 31 27 20 13 7 3 1 O
(0) (12) (15) (18) (21) (24) (26) (27) (30) (32) (35) (37) (37) (38) (40) (42) (50) (62) (67) (80) (84) (91) (98) (104)(108)(110)(111)
Crizotinib 108 89 76 67 54 47 36 34 28 24 18 17 17 17 16 12 9 7 6 5 4 2 1 1 1 0 0
(0) (17) (28) (34) (43) (49) (55) (57) (62) (63) (67) (68) (68) (68) (68) (72) (74) (76) (77) (78) (79) (81) (82) (82) (82) (83)

Figure 3: Time to intracranial progression by blinded independent central review per modified Response Evaluation Criteria in Solid Tumours, version 1.1
(A) Intracranial time to progression in the intention-to-treat population. (B) Intracranial time to progression in patients with baseline brain metastases.
(C) Intracranial time to progression in patients without baseline brain metastases. HR=hazard ratio. NR=not reached.



Adverse Events

ALK Inhibitor Rate of Dose Rate of Special Toxicity Considerations
Reduction Discontinuation

Median PFS of second line Lorlatinib is 7-9 months
Preferred first-line agent in my practice is Lorlatinib




Novel Treatment Strategies in ALK+ NSCLC

Lifestyle
Modificatio
ns

Cancer
Metabolism

4th
Generation
TKI

Multi-
Targeted
Kinase
Inhibitors

Novel
Treatment
Strategies

Covalent
Inhibitors

Combinatio
n Strategies

Greater Benefit
Overcome Resistance
Less Toxicities

Live a Wholesome Life



Resistance to 29 Line lorlatinib!

Post-lorlatinib tissue biopsies?
(with prior ALK TKI)

Compound ALK mutation
(29%)

No ALK
mutation

Single ALK mutation
(19%)

NVL-655, preclinical activity?
(phase | evaluation ongoing; ALKOVE-1 - NCT05384626)

'.~o‘\°‘\’0
‘}0@‘5‘0“
S

S

(}4’ ()e, v}l?; ;\\ 0

PDC Fusion Mutation Last treatment
%  MGH048-1  EML4-ALKv1 - -
“Z  MGH064-1 EML4-ALKv2 - -
? . MGH026-1 EML4-ALKv3 - -
MGH045-1 EML4-ALKv1 L1196M Crizotinib
- MGH953-4 EML4-ALKv3 G1202R Alectinib
gu YU-1077  EML4-ALKv3 G1202R Alectinib
é’ g MGH9037-2 EML4-ALK v3 G1202R Brigatinib
} MGH953-7 EML4-ALKv3 G1202R/L1196M Lorlatinib .
MR448re  EML4-ALKv3 G1202R/T1151M  Lorlatinib

}

1. Solomon BJ, Lancet Oncol 2018; 2. Shiba-Ishii A, Nat Cancer 2021, 3. Fujino T, EORTC-NCI-AACR 2022
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Neladalkib (NVL-655)

Preliminary Activity: Radiographic Tumor Responses Across
Previously Treated Patients with ALK+ NSCLC

ALK Fusion and ALK Single/Compound Mutation Activity Brain Penetrance Avoidance of TRK Inhibition
Potent activity (IC., = 0.1 - 30 nM) against ALK-driven Preclinical pharmacokinetic data Selective inhibition of ALK and ALK mutants over TRK
cell lines, including ALK single and compound mutants similar to lorlatinib
More
10 active for o) A
A ALK [
)
10 e % ‘*& ﬁ R 057 ] QE
= 10 8:& oﬁ ob Clé A 3 oad 3w . A
s 4 Q z c A
< '"g'r"'lig""'%'""'n """"" NA"'““M 3 g Z | abeecacacan e
§ g @ ¢ 5 Z w ¢
= 9 9 3| H 4
100 HA 2w a 2
A 5
. . 3 019 —a
Crizotinib Ceritinib Alectinib Brigatinib  Lorlatinib B 00- active for
rizotinil eritini lectinil rigatinil orlatini NVL-655 Lorlatinio NVL-655 TRKB 01 !

Cell lines harboring EML4-ALK fusion Lorlatinib  NVL-655

L Wistar Han rats
3-day cell viability assay

10 mg/kg, single dose PO
1-hour timepoint

ICsp (pTRKB)

Selectivity index = ———
Cs (Ba/F3 EML4-ALK)

REC';T 1.1 ORR, NSCLC Response-Evaluable (Any Prior ALK TKI, range 1 — 5) Prior Lorlatinib (22 ALK TKIs) Lorlatinib-naive (21 2G % 1G)
% (n/N) B ——

All patients + Al Any /.\LK G1202R Al Any A.LK Ccmpou[\d ALK All Any A_LK
chemotherapy mutation mutation mutation mutation

All Doses 38% (39/103) 52% (30/58) 69% (22/32)¢ 35% (30/85) 47% (23/49) 54% (15/28) 53% (9/17) 88% (7/8)
RP2D 38% (15/39) 55% (12/22) 71% (10/14) 35% (11/31) 50% (8/16) 64% (7/11) 57% (4/7) 80% (4/5)
0 Prior Lorlatinib © Lorlatinib-naive ©

“ 60
2 a0 [
i I 4
E o
< Z % % % %2%%%
: 11191 1] [/
= ARCARIY .
T %

PD PD PD PD PD PD PD PD PD PD PD SD SD SD SD SD SD PD SD SD SD PD SD SD PD PD SD SD SD PD SD SD SD PD PD PD SD SD SD SD SD D SD SD SD SD SD SD PR PR SD PR SD PR PR PR PR PR PR SD PR PR PR PR PR PR PR PR PR PR PR PR PR PR PR PR PR PR SD PR PR PR PD SD SD PD SD SD PR SD PR PR PR PR PR PR PR PR

Most common toxicities were AST/ALT elevation

15% required dose reduction
2% Drug discontinuation

Drilon, A, ESMO 2024



Global Phase 3 study of Neladalkib
vs alectinib as firstline treatment for

F«
ALKAZAR i

Neladalkib
mmmeOral 150 mg once daily

1:1 Randomization

TKI-Naive

e ALK e StratBit::’lta:tI;as:;g;Ssz(yes VS. no)
NN-SSZI;:'):O i Alectinib L * Ethnic origin (Asian vs. non-Asian)
P 1 Oral 600 mg twice daily * ECOGES (Divs S
\ n="~225 y

Primary Endpoint: Progression Free Survival



Relative cell viability (% of control)
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Gilteritinib for refractory ALK NSCLC

Ba/F3 PT

T = - e
1 10 100 1000 10000

Concentration of gilteritinib (nM)

.e.
10000
= Ba/F3-EML4-ALK-WT
A~ Ba/F3-EML-ALK-11171S
~ 1000
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Lorlatinib
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[1171S + G1269A 1

1171N + F11741-

71N + F1174L -
71N + L1196M -
71N + L1198F A
71N + L1198H -
71N + L1256F o »*
1171N + G1269A -

T = T = T
T - T =

Gilteritinib has broad
activity against
compound ALK
mutations and
activity through FLT3,
AXL, TRKA, and
MER pathways

Mizuta, et al, Nature Communications 2021
Slide Courtesy Dr. Tejas Patil, TTLC 2025



Study schema

Enroll patients DLT occurs

in groups of 3 oLr
Assessment

v

Dose: 120mg

DLT does not
occur

*Prior Treatment Cohorts

Cohort 1: Prior 1% generation ALK TKI (crizotinib) and/or prior 2™ generation TKI
(ceritinib, brigatinib, alectinib) and/or lorlatinib

Cohort 2: Prior 1% generation ALK TKI (crizotinib) and/or prior 2™ generation TKI
(ceritinib, brigatinib, alectinib) and/orlorlatinib, and platinum-doublet
chemotherapy

Cohort 3: Prior 1% generation ALK TK (crizotinib) and/or prior 2™ generation TKI
(ceritinib, brigatinib, alectinib) and/or lorlatinib, platinum-doublet
chemotherapy, and any other number of antineoplastic agents (including
immunotherapy, standard or investigational)

Enroll patients one-at-a-time

Dose: based on prior Tx cohort®
and likelihood CRM

DLT occurs

Enroll patients in
groups of 3

Dose: 120mg

NCT06225427; PI- Dr. Angel Qin, University of Michigan



Resistance to 1st line lorlatinib
Felip E, ESMO 2022- CROWN

Resistance mutation at EOT Lo::g:ib Cris:;icl;lib
New single ALK mutation, n (%) 6 (8)
ALK compound mutation, n (%) 2(2)
Bypass mechanism, n (%) 9 (35) 10(12)
MAPK pathway aberration 3(12) 1(1)
PISK/mTOR/PTEN pathway aberration 2(8) 0
RTK pathway aberration 4(15) 5(6)
Cell cycle pathway aberration 2 (8) 5(6)
Other mutation, n (%) 9 (35) 15(19)

*Each sample could harbor >1 bypass mechanism.




Covalent Inhibitors and PROTACs

Covalent Inhibitors Mechanism of Action Clinical Status

ConB-1 Covalent bound to Cys1259 Pre-Clinical
BNP7787 Covalent bound to Cys1156 Pre-Clinical
TL13-112 ALK-TKI bound to E3 ubiquitin Pre-Clinical
CPD-1224 Iigase.or cereblon leading to Pre-Clinical

degradation by proteasome system

TD-004 Pre-Clinical

Voena, C, et al, Nature Reviews Cancer, 2025



Engaging the immune system in ALK+ NSCLC

*****************************************************************

a ALK fusions (NSCLC, ALCL) ALK peptides in

MHC-I (or MHC-II)

| |

| |

| |

ALK vaccine PFN, GZMB, | |
IFNy or TNF | @ 1

TCR | i L 1

, Endogenous | . @ |
pc  oh¥g— | Tcell | —— i 9 o ER
‘ (effector) | K @ !
MHC-I Cancer cell i o o i
death | 'y |

| —L_H ~ @ |

____________________ | Y N |

Engineered i - Ul;Jb v 3

ALKTCR TCR Tcell | ' b | / :

T cells specific | Cytoplqsmlc —. |

for ALK | L e &J/‘— Proteasome :

_________________________________________________________________

ALK can be immunogenic and its expression is restricted to tumor tissue
Titers of ALK antibodies in treatment naive patients correlated with disease stage
ALK specific T-cells can be detected in peripheral blood in ALK patients

Voena, C, et al, Nature Reviews Cancer, 2025



Percent survival

Engaging the immune system: Peptide ALK vaccines

100

(&)
o
|

Eml4-ALK"EERVAR
i.v. injection

l ALK vax

!

0

I

... S

50

T T

100 150

Time after injection (d)

200

250

ALK vax ALK vax

! !

Lorlatinib (2 mg per kg
(body weight) DIE)

Follow-up

—b
e

21

I

Anti-PD-1 or anti-CTLA-4
(200 pg per injection)

Untreated (n =12)
P < 0.0001
Lorlatinib (n =16) ?
|NS @)
Lorlatinib + anti-PD-1 (n = 15) '8
Lorlatinib + anti-CTLA-4 (n=9) 3

Lorlatinib + ALK vax (n =15)
Lorlatinib + ALK vax + anti-PD-1(n =14)
Lorlatinib + ALK vax + anti-CTLA-4 (n =10)

LOOO'0 >d
L0000 >d

€000°0=d

Time after injection (d)

Mota et al. Nature Cancer 2023



PRMT5 activity

Cancer Metabolism- MTAP Deletion

ﬁ[[l:l]:){ﬁ Chromosome 9p21 MTAP is involved in methionine salvage pathway
deleted in 15% of cancer
--------- 3 Loss of MTAP leads to accumulation of MTA

> MTAP enzyme is lost

8 "™ @ @B suwsmerm MTA inhibits PRMT5 which regulates splicing,
,.,‘** DD accumulates gene expression and cycle.

__________ MTA inhibits PRMT5 _ ]
3 : Cancer cells with MTAP deletion makes them

RN sensitive to further PRMT5 inhibition

Reduced PRMTS5 methylation MTAP deletion could be seen in 25% of ALK+
activity creates vulnerabilities to: N SCLC

( MAT2A (| PRMTS5 substrate) W

PRMTS5 (| protein)
RIOK1 (| co-complex)

C ——

MTAP-/- MTAPwt — — growth threshold MTAP-- MTAPwt

PRMT3S activity

Marjon K, et al, Cell Reports 2016; Ikushima, H, etal ESMO Open 2025



Trial in progress: BRIGHTSTAR2

Brigatinib + chemotherapy or local consolidative therapy (LCT) in TKI-naive ALK+ NSCLC

NCT06522360: Randomized, open-label, Phase 2 trial of 1L brigatinib monotherapy versus
brigatinib + carboplatin + pemetrexed or brigatinib + LCT in advanced ALK+ NSCLC (US)

SELECT INCLUSION CRITERIA

+ Age 218 years N=168" N _
) - - 4 Brigatinib + carboplatin + pemetrexed
* Histologically or cytologically

confirmed Stage IV ALK+ NSCLC
(or recurrent NSCLC not a

candidate for definitive R
multimodality therapy)
* ECOGPS0-2
. TKl-naive* = Brigatinib monotherapy

PRIMARY ENDPOINT SECONDARY ENDPOINTS

* Incidence of AEs according to NCI CTCAE v5.0 * 2-year PFS
* 0S
* TTP of non-LCT lesions (brigatinib + LCT arm only)
» Safety and tolerability



First Line Lorlatinib: CROWN

» 296 patients randomized to lorlatinib or crizotinib

5y f/u: median PFS still not reached (vs 9.1m)
« PFS HR 0.19 (0.13-0.27)

1004

90 -){*k
80 - '
70 -
60 -
50 -
40 -
30 -
20 -
10 -
0

g 63% 60%

PFS, %

E .10% !.10% 18%
1! T
1

1 ] 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
No. at risk Time, months

— Lorlatinib 149 126 118 111 103 96 93 89 87 81 81 79 77 74 67 45 26 14
— Crizotinib 147 107 70 42 30 19 16 16 11 10 9 9 9 8 6 4 2 0

4 1 0
¥ 8 H Solomon, ASCO 2024



BFAST- Relevance of p53 co-mutations

— MUT TP53
— WTTP53
1009 —— Alectinib 600 mg BID (n = 87) 100 i }
+ Censored w
80 -1 I 'l
80 - | !
_ 1
2 60 S 60— "
re ” 12-month PFS rate, % |
L I
40 < QO 40— WTTP53  90.9% I
MUT TP53 62.5% I
20 - Median, months At 12 months, % HR 0.28 (95% Cl: 0.11-0.74) |
(95%Cl) (95%Cl) 20 — .
NE 78.4(69.1-87.7) :
: X : ' ' 0 | | | 1 T
0 3 6 9 12 15 0 3 6 9 12 15
Time (months) .
Patients at risk Time (months)
Patientsatrisk 87 85 77 66 37 7 MUT TP53 38 37 31 25 14 3
WTTPS3 49 48 46 41 23 4
PFS- Overall Population PFS- p53 mutated and p53 wild type

18.7 (12.6-40.5)
vs 39.5 (31.5-NE)

TP53 co-mutation vs

TP53 wild type 38 (44) vs 49 (56)

1.68 (1.00-2.82)

Gadgeel, ESMO 2019, ESMO 2023



ALK fusion variants

® 22, 25%

gmEmE
R

n
=

2, _
"2 2%

= 8, 9%

= 27, 30%

u 25, 28%

Fusion Variants

= EML4-ALK (E13:A20)
= EML4-ALK (E6:A20)

= EML4-ALK (E20:A20)
EML4-ALK (E21:A20)
" EML4-ALK (E13:A19)
= EML4-ALK (E14:A20)
= EML4-ALK (E17:A20)
= EML4-ALK (E6:A19)

= SRD5A2-ALK (S1:A20)

= Non-productive

Variants based on partner gene may have different tumor

biology

P=.023 B Variant 1 (n =33)

l—l I Variant 3 (n = 44)

57%

P<.001

32%

0%
All ALK Resistance Mutations ALK G1202R

Lorlatinib had better efficacy in variant 3

Zhao, Molecular Diagnosis and Therapy 2019; Lin J, J Clin Oncol 2018



Additive effects of co-occurring risk factors in ALK NSCLC

C EML4-ALK TP53 Median TTD
fusion mutation (95% Cl), months HR?(95% CI) P value®
— 1 mt 17.1 (8.7-37.5) 1.66 (0.92-2.99) 0.0929 HR®
— v3 mt 7.4 (4.2-31.1) 2.21(1.18-4.15) 0.0137  Variable (95% CI)
----- vi ND NE (14.3-NE Reference
----- v3 ND 23.8 (9.4-NE) 1.26 (0.70-2.28) 0.4445  TP53mt and 1.66
EML4-ALK v1® (0.92-2.99)
TP53mt and — 2.21
o EML4-ALK v3® (1.18-4.15)
c ~
‘T 2 TP53-ND and 1.26
£ = EML4-ALK v3® e (0.70-2.28)
= o PR
S E Age >65 years at start of 1.36
29 first-line ALK TKI treatment® (0.85-2.18)
3 5
@® £ 1.03
g o Female sex® e (0.65-1.62)
o
0 T T r T ; T r Brain metastases 0.77
0 6 12 18 24 30 36 42 at baseline® . (0.47-1.26)
Time (months T T T T T
EML4-ALK TP53 _ ( ) 0.1 05 1 3 10
fusion mutation  No. at risk < >
vi mt — 42 24 16 L*) 7 6 4 2 Longer TTD Shorter TTD
v3 mt — 32 13 6 5 5 3 2 1
vi ND ---- 75 48 34 23 14 11 7 5 . .
v3 ND - 52 28 19 15 6 4 3 0 Note that dual TP53 and variant 3a/b did worse.

Parikh J Thorac Oncol 2023



Drug Tolerant Persister Cells (DTPCs)

Treatment of
Neoadjuvant advanced-stage
therapy Adjuvant therapy disease

I 1 1 \
Surgery

| Selection of ALK-TKIs
Combination Strategies
Limit of detection VaCC| neS

using clinical imaging

Tumour burden

______________________ Minimal residual
___________ disease

DTP cells B

_______ -

’

Disease course

Sensitive cell

Stochasticity Phenotypic heterogeneity
‘ Treatment « Proliferation and quiescence Treatment

* Metabolic adaptation Evolvability

¢ Cellular phenotype switching
 Immune evasion No treatment

) Acquired
resistance

Pre-DTP state DTP cell
Treatment-sensitive
progenitor cells

Yi Pu, et al Nature Reviews Clinical Oncology, 2023



Lifestyle Modifications

AVAT3M Bl >30% Increase AVAT1Y
= 20%-30% Increase
3 10%-20% Increase
= Decrease or <10% Increase

Mean waist circumference
Increase- 9cm

Abdominal Obesity increase-
Total = 45 Total =38 40%

ASAT3M Bl >30% Increase ASAT1Y
= 20%-30% Increase
3 10%-20% Increase
= Decrease or <10% Increase

Lifestyle Interventions- Diet,
Exercise, GLP-1 inhibitors?

W Psychological and Physical

Health

Total = 41 3.1% Total = 32

de Leeuw S, et al J Thorac Oncol 2023



Lifestyle
Modificatio
ns

Cancer
Metabolis
m

4th
Generation
TKI

Novel
Treatment
Strategies

Combinatio
n Strategies

Conclusions

Multi-
Targeted

Kinase
Inhibitors

Covalent
Inhibitors

« Shared Decision Making has
become extremely critical

* Median PFS > 5 years with
Lorlatinib

» Several Novel Strategies being
iInvestigated

 Better understanding of each
patient’s cancer biology

» Lifestyle modifications for long
term survival
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