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ROS 1+ huidige status In Belgié
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Lorlatinib in TKI naive, advanced ROS1-positive
non-small cell lung cancer: a multicenter, open-
label, single-arm, phase 2 trial

Beung chul Ahn’, Yu Jung Kim?, Youngjoo Lee’, Dong-Wan Kim®, Ki Hyeong Lee?, Ji-Youn Han’




K-LORLATINIB  studieopzet

Select inclusion criteria

Age 218 years
Locally advanced or metastatic

Continue Lorlatinib until:

NSCLC Lorlatinib Progression (PD)
100 mg once Unacceptable toxicity

ROS1+ by local testing daily Withdrawal of consent
TKI naive | | | Death
34% prior chemotherapy

28% baseline hersenmetastase

Primary endpoint Secondary endpoints Select exploratory endpoints

* Objective response rate * Progression free survival * Pre treatment/Post PD tissue and
(ORR) (PFS) blood NGS to find out :

* Overall survival (OS) Fusion partner
* Disease control rate (DCR) Resistance mechanism
» Safety Variant allele frequency

8519 : Lorlatinib in TKI naive, advanced ROS1-positive non-small cell lung cancer: a multicenter, open -label, single -arm, phase 2 trial .



K-LORLATINIB  ORR, PES en OS

Systemic PFS in final analysis cohort (N=30)
Data cut off Mar 2024

== mPFS 53.7m (95% CI 27.7-79.7)
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8519 : Lorlatinib in TKI naive, advanced ROS1-positive non-small cell lung cancer: a multicenter, open -label, single -arm, phase 2 trial .



K-LORLATINIB  toxiciteit

Lorlatinib (N=32)

TEAE, %
ALL GRADE GRADE 23

Hypertriglyceridemia 78 25
Hypercholesterolemia 78 16
Increased ALT level 25 0
Increased AST level 22 0
Peripheral sensory neuropathy 19 0
Dizziness 13 0
Nervous system disorders 13 0
Edema 13 0
Diarrhea 13 0
Eye disorders 9 0
Stroke 6 3
Memory impairment 6 0
Hypothyroidism 6 0
Weight gain 6 0
Hypertension 6 0

Resultaten te confirmeren in fasesBudie versus SoC

8519 : Lorlatinib in TKI naive, advanced ROS1-positive non-small cell lung cancer: a multicenter, open -label, single -arm, phase 2 trial .
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EFFICACY AND SAFETY OF TALETRECTINIB IN
PATIENTS WITH ADVANCED OR METASTATIC
ROS1+ NON-SMALL CELL LUNG CANCER: THE
PHASE 2 TRUST-I STUDY

Wei Li," Anwen Xiong', Nong Yang,? Huijie Fan,® Qitao Yu,* Yanqiu Zhao,® Yongsheng Wang,® Xue
Meng,” Jingxun Wu,® Ziping Wang,® Yunpeng Liu,'® Xicheng Wang,'" Xintian Qin,'?2 Kaihua Lu,™ Wu
Zhuang,’ Yizhong Ren'’>, Xianyu Zhang'>, Bing Yan,' Christine M. Lovly,'® Caicun Zhou



TRUST -1 studieopzet

Key Eligibility Criteria

/ studiepopulatie

Cohort A: ROS1 TKI naive

Taletrectinib 600 mg QDP

Inclusion Criteria:
+ Locally advanced or metastatic

Primary:
+ |RC-assessed cORR per RECIST v1.1

NSCLC [ Fo— ]

+ Age 218 years « DOR « TIR

’ EC.OG S 0-1 . Cohort B: Crizotinib pretreated * IC-ORR o PES

« Evidence of ROS1 fusion in Taletrectinib 600 mg QDP + BOR « Safety?
tumor tissue « DCR

8520 : Efficacy and safety of taletrectinib

Category TKI Naive Crizotinib Pretreated Overall
n=106 n=67 n=173
Median age, years (range) 56.0 (26-78) 51.0 (31-77) 55.0 (26-78)
Female, n (%) 59 (55.7) 41 (61.2) 100 (57.8)
ECOG PS 0/1, n (%) 20 (18.9)/86 (81.1) 19 (28.4)/48 (71.6) 39 (22.5)/134 (77.5)
Stage |V disease 97 (91.5) 65 (97.0) 162 (93.6)
Prior anticancer chemotherapy, n (%) 22 (20.8) 23 (34.3) 45 (26.0)
Never smoker 78 (73.6) 49 (73.1) 127 (73.4)
Brain metastasis, n (%) 18 (17.0) 28 (41.8) 46 (26.6)

Onvoldoende intracraniéle controle met crizotinib

in patients with advanced or metastatic ROS1+ non-small cell lung cancer: The phase Il TRUST-I study .



TRUST -I respons cohort A (crizotinib  -nalief)

Responses TKI Naive
n=106
IRC-assessed cORR, % (95% CI) 90.6 (83.33, 95.38)
DCR, % (95% Cl) 95.3 (89.33, 98.45)
Median TTR, months (95% CI) 1.4 (1.38,1.41)
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8520 : Efficacy and safety of taletrectinib in patients with advanced or metastatic ROS1+ non-small cell lung cancer: The phase II TRUST-I study .



TRUST -1 respons cohort B (post crizotinib)

Responses Crizotinib Pretreated
n=662
IRC-assessed cORR, % (95% Cl) 51.5(38.88,64.01)
DCR, % (95% Cl) 83.3(72.13,91.38)
Median TTR, months (95% CI) 1.4 (1.38,1.41) 0 I )
CORR: G2032R mutations, % (n/N) 66.7 (8/12) 67% vs. 59% In Tridefit
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8520 : Efficacy and safety of taletrectinib in patients with advanced or metastatic ROS1+ non-small cell lung cancer: The phase II TRUST-I study .



TRUST -1 Intracraniéle respons
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8520 : Efficacy and safety of taletrectinib in patients with advanced or metastatic ROS1+ non-small cell lung cancer: The phase II TRUST-I study .



TRUST -1 toxiciteit

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5" Any grade
n (%) n (%) n (%) n (%) n (%) n (%)

Increased AST 92 (53.2) 26 (15.0) 14 (8.1) 0 0 132 (76.3)
Diarrhea 99 (57.2) 16 (9.2) 6 (3.5) 0 0 121 (69.9)
Increased ALT 79 (45.7) 29 (16.8) 8(4.8) 1 (0.6) 0 117 (67.6)
Vomiting 75 (43.4) 16 (9.2) 1 (0.6) 0 0 82 (53.2)
Anemia 52 (30.1) 30 (17.3) 3{1.7) 1] ] 85 (49.1)
Nausea 64 (37.0) 8 (4.6) 1(0.6) 0 0 73 (42.2)
Decreased neutrophil count 25 (14.5) 10 (5.8) 6 (3.5) 4 (2.3) 0 45 (26.0)
Abnormal hepatic function 21 (12.1) 8 (4.8) 14 (8.1) 0 1(0.6) 44 (25.4)
Decreased WBC count 27 (15.6) 14 (8.1) 3(1.7) 0 0 44 (25.4)
a = s B laad Bilicphbin A L = (1 5 (1 4 O

8 [ _3(1.7) ] 0.
. : .

Proteinuna : : : ' U j X

Increased weight 17 (9.8) 16 (9.2) 3(1.7) 0 0 36 (20.8)
Increased blood creatinine 33 (19.1) 2(1.2) 0 0 0 35 (20.2)
QT prolongation 26 515_{]! 4 52.3} 5 [2_9} II_} E_} 39 (20.2

IHEElerchulestemlemia 29 (16.8) 4(2.3) 0 ] 0 33(19.1) I

Hyperuricemia 30 (17.3) 2(1.2) 0 0 0 32 (18.5)
Decreased weight 23 (13.3) 8 (4.6) 0 0 0 31 (17.9)
Constipation 28 (16.2) 2(1.2) 0 0 0 30 (17.3)
Decreased appetite 26 (15.0) 3(1.7) 0 0 0 29 (16.8)
Increased conjugated bilirubin 22 (12.7) 3(1.7) 2(1.2) 1(0.6) 0 28 (16.2)
COVID-19 10 (5.8) 15 (8.7) 3(1.7) 0 0 28 (16.2)
Pyrexia 23 (13.3) 3(1.7) 1 (0.6) 0 0 27 (15.6)
Increased blood CPK 21 (12.1) 5 (2.9) 0 0 0 26 (15.0)
Hypertriglyceridemia 24 (13.9) 2(1.2) 0 0 0 26 (15.0)

8520 : Efficacy and safety of taletrectinib in patients with advanced or metastatic ROS1+ non-small cell lung cancer: The phase II TRUST-I study .



In perspectief

N %brainM+ ORR IGORR MDOR MPFS
Crizotinib 53 ? 72% ? 24.7 m 19.3 m
C_:eriti_nib 30 25% 62% <63% 21.0m 19.3 m
Entrectinib 53 38% 77% 55% 24.6 m 19.0 m
Lorlatinib 21 57% 62% 64% 25.3m 21.0m
Shaw AT. Lancet Oncol 2019 (49% behandeld)
Abstract 8519 32 28% 80% ’) ’) 537 m
Repotrectinib 71 55% 79% 75% 34.1m 35.7m
Taletrectinib 9 ? 66.7% ? 23.5m 29.1m
OuSHI. JT@IlinResRep 2020
Taletrectinib 104 17% 90.6% 87.5% NR NR

TRUST¢ Abstract 8520




In perspectief

Taletrectinib lijkt mogelijk de beste
respons/toxiciteitsverhouding te hebben
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Huidige status ALK+ In Belgié

Table 3 Major ALK Inhibitor Clinical Trials for First-Line Therapy in ALK-Rearranged Non—-Small Cell Lung Cancer

Trial PROFILE 10147 ASCEND-4>? J-ALEX®® ALEX®’ ALTA IL"”?
ALK Crizotinib (n=172) Ceritinib (n=189) Alectinib (n=103) Alectinib (n=152) Brigatinib (n=137)
inhibitor
Comparator | Platinum-based Platinum-based Crizotinib (n=104) Crizotinib (n=151) Crizotinb (n=138)
chemotherapy (n=171) chemotherapy (n=187)
Primary end | Median PFS (months) Median PFS (months) Median PFS (months) | Median PFS (months) Median PFS (months)
point
Response 74 vs 45 72.5 vs 26.7 Not reported 829 vs 75.5 71 vs 60
rate (%)
Median PFS 10.9 vs 7 (HR 0.45, 95% | 16.6 vs 8.1 (HR 0.55, 34.1 vs 10.2 (HR 348 vs 10.9 (HR 0.43, | Not reached vs 9.8 (HR
(months) Cl 0.35-0.60; p<0.001) 95% Cl 0.42-0.73; 0.37, 95% Cl 0.26— 95% Cl 0.32-0.58; 0.49, 95% Cl 0.33-0.74;
p<0.00001) 0.52; p<0.0001) p<0.01) p=0.0007)
Median OS Not reached vs 47.5 (HR | Not reached vs 26.2 — Not reached vs not —
(months) 0.76, 95% CIl 0.548—1.05; | (HR 0.73, 95% CI 0.5— reached (HR 0.76, 95%
p=0.0978 1.08; p=0.056 Cl 0.50-1.15)

Abbreviations: OS, overall survival; PFS, progression-free survival.

Singh A. Cancer Manag Research 2020
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Health-related quality of life (HRQolL)
results for adjuvant alectinib vs
chemotherapy in patients with resected
ALK+ NSCLC: data from ALINA

Makoto Nishio," Yi-Long Wu,? Fabrice Barlesi,® Jin Seok Ahn,* Dae Ho Lee,® Jong-Seok Lee,® Wenzhao Zhong,? Hidehito Horinouchi,’
Maximilian Hochmair,® Hiroshi Tanaka,® Maciej Gtogowski, '® Achim Rittmeyer,"" Mary J. Fidler,'> Anna Wrona,® Carla Mamolo,

Andres Cardona,'® Vlatka Smoljanovic,'® Benjamin J. Solomon'®



Rationale voor alectinib adjuvant:

ALINA studiedesign - ADAURA in EGFR+ NSCLC

Resected stage IB (24cm)-llIA )
ALK+ NSCLC Alectinib
per UICC/AJCC 7th edition 600 mg BID Recurrence

2 years Further
treatments at

Other key eligibility criteria:

« Eligible to receive platinum-based ! R

« ECOGPS 01
investigator’s
chemotherapy 1:1 cr;z';?vzr;d
« Adequate end-organ function f
: : ollow u
« No prior systemic cancer therapy | I::I:(:lr:gme‘iaa:?/? R ecirrence P
Stratification factors: N=257 Q3W:; 4 cycles

« Stage: B (z4cm)vs Il vs llIA
« Race: Asian vs non-Asian

Primary endpoint _ _ 9ther endpoints _ Disease assessments (including brain
« DFS per investigator, tested hierarchically: » CNS disease-free survival MRI)* were conducted: at baseline
« Stage lI-IIIA— ITT (stage IB-IIIA)* « OS every 12 weeks for year 1-2, every
o Safety 24 weeks for year 3—-5, then annually

« Patient-reported outcomes

Indicatie voor adjuvante chemotherapie in ALK?

8006 : Health -related quality of life (HRQoL) results for adjuvant alectinib vs chemotherapy in patients with resected ALK+ NSCLC: data from ALINA.



ALINA resultaten

DFS in stage IB-IlIA (ITT)* CNS-DFS in stage IB-IIIA (ITT)*
Primary endpoint Exploratory endpoint
100 @ L e 98;10/20—-'—-—?9—5{_50/0 Alectinib
§ 80 - : Alectinib E 80 4 ‘_—u\\\_‘—m Chemotherapy
2 : z | 79.7%
€ 60+ : o 601 l i
7] Chemotherapy o | I
(] I l et _‘ ”””” ".‘ | |
£ 404 | I & 40- | !
o : ' l i
2 | | DFS HR: 0.24 g .. . | CNS-DFS HR: 0.22
& 20 | i (95% ClI: 0.13, 0.43) = : | (95% CI: 0.08, 0.58)
a | | pt<0.0001 z : |
0 . . : : . . . ' . = B . . . ' ' L v . ;
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
Time (months) ) Time (months)
No. at risk No. at risk
Alectinib 130 123 123 118 74 55 39 22 10 3 Alectinib 130 124 124 118 74 53 39 22 10 3
Chemo 127 112 98 89 33 41 27 18 11 2 Chemo 127 113 98 90 57 43 27 18 11 2

FDA approval in 62024 | EMA approval 62024

8006 : Health -related quality of life (HRQoL) results for adjuvant alectinib vs chemotherapy in patients with resected ALK+ NSCLC: data from ALINA.



ALINA toxiciteit

2 year
O

0

4 months

U
(m
()

g g g
000 Alectinib 1=l Chemotherapy
Adverse events in 215% of patients g capsules (N=128) (N=120)

Blood creatine phosphokinase increased
Constipation

Aspartate aminotransferase increased
Alanine aminotransferase increased
Blood bilirubin increased

CovID-19

Myalgia

Blood alkaline phosphatase increased
Anemia

Asthenia

Mausea

Womiting

AE grade: B1/2 Kl
B 34

Decreased appetite
Neutrophil count decreased

Meutropenia
White blood cell count decreased

100% 80% 60% 40% 20% 0 20% 40% B0% 80%

Geen onverwachte toxiciteit

100%

AEs leading to:
« Dose reduction

Alectinib: 26% / Chemo: 10%
e Dose interruption

Alectinib: 27% / Chemo: 18%
« Treatment withdrawal

Alectinib: 5% / Chemo: 13%

Median treatment duration

Alectinib: 23.9 months
Chemo: 2.1 months

8006 : Health -related quality of life (HRQoL) results for adjuvant alectinib vs chemotherapy in patients with resected ALK+ NSCLC: data from ALINA.




ALINA assessment HRQoL

SF-36v2
Two summary scores: Mental component Physical component
summary (MCS) summary (PCS)
Eight health domains: Role Bodily General
emotional pain health
Social Physical Role
functioning physical

functioning
SF-36v2 every 3 weeks SF-36v2 every 12 weeks

until Week 12 until Week 96*
J )
f f 1
Baseline Week 12

Mental
health

Vitality

Chemo arm: I
safety follow-up visit

8006 : Health -related quality of life (HRQoL) results for adjuvant alectinib vs chemotherapy in patients with resected ALK+ NSCLC: data from ALINA.



ALINA HRQoL tot 12 weken

MMRM adjusted mean change from baseline at Week 12 (95% CI)

Minimal
SF-36v2 health domain important Difference
difference’? Chonictherapy (alectinib - chemo)*
Bodily pain +3 +4.33 (2.79, 5.87) + 1.27 (-0.36, 2.89) + 3.06 (0.83, 5.30)
Improvement in HRQoL
General health +2 +0.28 (-1.05, 1.62) - 2.94 (-4.38, -1.50) + 3.23 (1.26, 5.19) 2 positive MID
Physical functioning £3 - 0.86 (-2.15, 0.43) - 0.75 (-2.12, 0.62) - 0.11 (-1.99, 1.77)
Decline in HRQoL
Role physical +3 + 3.46 (1.89, 5.03) -1.18 (-2.84, 0.47) + 4.64 (2.36, 6.92) > negative MID
Role emotional +4 + 2.75 (0.80, 4.69) - 2.94 (-5.00, -0.89) + 5.69 (2.86, 8.51) ] Clically Tieaingi
Mental health +3 + 3.65 (2.06, 5.24) -0.31 (-1.99, 1.38) +3.96 (1.64, 6.27) difference between arms”
Social functioning +3 + 3.88 (2.26, 5.50) - 2.17 (-3.91, -0.44) + 6.05 (3.68, 8.43)
Vitality +2 + 2.39 (0.75, 4.03) - 2.03 (-3.76, —0.29) + 4.41 (2.02, 6.80)

Klinisch significant verschil in HRQoL op meerdere domeinen, o.a. pijn
MCS en PCS waren vergelijkbaar met de gewone bevolking op week 96

MCS en PCS bij chemotherapie verbeterden vanaf week 12

8006 : Health -related quality of life (HRQoL) results for adjuvant alectinib vs chemotherapy in patients with resected ALK+ NSCLC: data from ALINA.
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Global Retrospective Study Comparing Consolidation ALK
TKI to Durvalumab or Observation after Chemoradiation in
Unresectable Locally Advanced ALK+ NSCLC

Ritujith Jayakrishnan, Amin H. Nassar, Jamie Feng, Frances Shepherd, Elio Adib, Justin M. Cheung, Jessica J. Lin, Yufei Liu, Steven H. Lin,
Kaushal Parikh, Arthi Sridhar, Purnima Shakya, Thomas J. Dilling, David Kaldas, Jhanelle E. Gray, Anastasiya Lobachov, Jair Bar, Heike
Luders, Christian Grohe, Shruti Gupta, Ticiana Leal, Bailey Fitzgerald, Fionnuala Crowley, Yu Fujiwara, Thomas U. Marron, Molly Wilgucki,
Joshua Reuss, Luxi Chen, Kamya Sankar, Jacqueline V. Aredo, Joel W. Neal, Heather A. Wakelee, Rohit Thummalapalli, Helena Yu, Ryan
Whitaker, Ana Velazquez, Meera Ragavan, Alessio Cortellini, David J. Kwiatkowski, Abdul Rafeh Nagash, Sarah B. Goldberg, So Yeon Kim




Retrospectief ALK Inclusiecriteria

Inclusion Criteria:
1) Stage lll, locally advanced, unresectable NSCLC that

harbored ALK gene rearrangement
2) Atleast 2 doses of concurrent platinum-based chemo
and definitive radiation given between 2015 and 2022

N=15 N=30 N=22

ALK TKI
consolidation

l
Lortatinib || Brigatinib
(n=1) (n=1)

Rationale voor ALK+ consolidatie:

- Geen PFS benefit in EGFR+ in PACIFIC (11.2 vs.cle=3%5)

- Geen benefit van durvalumab in ATLANTIC of IMMUNOTARGET
- Geen gerandomiseerde evidentie (RTOG 3106 poor accrual)

Durvalumab Observation

consolidation

Alectinib

(n=10)

8013 : Global retrospective study comparing consolidation ALK tyrosine kinase inhibitors (TKI) to durvalumab (durva ) or observation (obs) after chemoradiation (CRT) in
unresectable locally)advanced ALK+ non-small cell lung cancer (NSCLC).



Retrospectief ALK studiepopulatie
R 0 e el el s meesl =

Age - Median (IQR) 50 [49-83) 57 [50-65] 60 [49-67] 0.9
Sex 0.4
Female 39 (58%) 11 (73%) 17 (57%) 11 (50%)
Male 28 (42%) 4 (27%) 13 (43%) 11 (50%)
Race 0.03
White 39 (63%) 6 (40%) 20 (71%) 13 (69%)
Asian 19 (30%) 6 (40%) 8 (29%) 5 (26%)
Black 1(2%) 0 (0%) 0 (0%) 1(5%)
Other 3(5%) 3 (20%) 0 (0%) 0 (0%)
Not Reported 5 0 2 3
PD-L1 TPS 0.6
<1% 13 (27%) 4 (31%) 5 (21%) 4 (36%) - - :
i I T Geen grote verschillen in AO-expressie
Not Reported 19 2 6 1
Stage 0.3
A 18 (27%) 2 (13%) 7 (23%) 9 (41%) _ _ _
ne 39 (58%) 11 (73%) 17 (57%) 11 (50%) Geen grote verschillen in stadium
nic 10 (15%) 2 (13%) 6 (20%) 2 (9%)
ECOG PS Status 0.6
0 24 (39%) 6 (40%) 13 (46%) 5 (26%) : _
1 36 (58%) 9 (60%) 14 (50%) 13 (69%) Geen grote verschillen in ECOG
2 2 (3%) 0 (0%) 1(4%) 1(5%)
Not Reported 5 | 2 — 3

8013 : Global retrospective study comparing consolidation ALK tyrosine kinase inhibitors (TKI) to durvalumab (durva ) or observation (obs) after chemoradiation (CRT) in
unresectable locally)advanced ALK+ non-small cell lung cancer (NSCLC).



Retrospectief ALK progressievrije overleving

ALK TKI == Durvalumab === Observation

NR [22.7NR]

(7))
& 0504 = =w =
E |
0.25- | 11.3 m [92185]
" ; -
0001 T ' T T A L T l I -
0 10 20 30 40 50 60
7.2 m [3 410 6] Time in months
Number at risk
ALK TKI 15 10 6 5 3 3 1
Durvalumab s 30 16 7 4 3 3 0
Observation = 59O 7 1 0 0 0 0
0 10 20 30 40 50 60

Time in months

ALKTKI vs. durvalumab: HR 0.12 (p=0.006)
ALKTKI vs. observatie: HR 0.04 (p=0.002)

8013 : Global retrospective study comparing consolidation ALK tyrosine kinase inhibitors (TKI) to durvalumab (durva ) or observation (obs) after chemoradiation (CRT) in

unresectable locally)advanced ALK+ non-small cell lung cancer (NSCLC).



Retrospectief ALK toxicitelt
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8013 : Global retrospective study comparing consolidation ALK tyrosine kinase inhibitors (TKI) to durvalumab (durva ) or observation (obs) after chemoradiation (CRT) in
unresectable locally)advanced ALK+ non-small cell lung cancer (NSCLC).



Retrospectief

ALK overall survival

ALK TKI == Durvalumab === Observation OS UnderDOWG red

100 = uwﬁk.__w_ﬁ_‘_m__ﬂ NR [NRNR]
T 075 e — NR [NH\|R]
. . )
B | e 70.6 m [24.9NR]
E 0.25
5 ALKTKI vs. observatie: p=0.04
o0 T T T T T T
0 10 20 30 40 50 60
Time in months
Number at risk
ALK TKI 15 10 6 6 5 5 3
Durvalumab g 30 28 26 20 14 8 9
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Zie ook LAURStudie

Consolidatie met ALKhibitor dient verder onderzocht te worden

unresectable locally)advanced ALK+ non-small cell lung cancer (NSCLC).

study comparing consolidation ALK tyrosine kinase inhibitors (TKI) to durvalumab (durva ) or observation (obs) after chemoradiation

(CRT) in
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: : Rationale voolorlatinib 1L:
CROWN studlede3|gn - Fase 2 in 2L na crizotinib: ORR 69.5%RK& 87%

- In EGFR osimertinio AURA3 > FLAURA

Key Eligibility Lorlatinib 100 mg QD Primary endpoint
- Stage IlIB/IV ALK+ NSCLC n=149 * PFS™ by BICR
* No prior systemic treatment VC——
. E)Cr: g]gtz;s;agf:? disease ..StFrJatlfled by]c N « PFS by investigator
* Asymptomatic treated or oy TITESESS -ORR l_)y BICR and
Randomized (yes vs no) investigator
untreated CNS metastases 11 « Ethnicity « IC-ORR. DR and IC-DR
were permitted (Asian vs non-Asian) by BICR
» >1 extracranial measurable « |C-time to progression
target lesion (RECIST v1.1) by BICR
with no prior radiation * OS
required Crizotinib 250 mg BID * Safety

n=147 * QoL

No crossover between treatment arms was permitted

Solomon B et al. ESMO 2020

LBA8503 : Lorlatinib vs crizotinib in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival and safety from the
CROWN study .



CROWN progressievrije overleving

mediane follow -up 60.2 maanden

PFS by BICR

70% Lorlatinib Crizotinib
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No. at risk
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LBA8503 : Lorlatinib vs crizotinib in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival and safety from the
CROWN study .



CROWN PFS per subgroep

Patients, n (%) Events, n

Subgroup Lorlatinib  Crizotinib  Lorlatinib Crizotinib HR (95% CI)
All patients (stratified) 149 (100) 147 (100) 55 115 —— 0.19 (0.13-0.27)
Presence of brain metastases

Yes 35 (23) 38 (26) 16 34 . 0.08 (0.04-0.19)

No 114 (77) 109 (74) 39 81 —— 0.24 (0.16-0.36)

Asian 66 (44) 65 (44) 25 50 —— 0.23 (0.14-0.38)

Non-Asian 83 (56) 82 (56) 30 65 — 0.19 (0.12-0.31)
Sex

Male 65 (44) 56 (38) 24 48 A 0.22 (0.13-0.37)

Female 84 (56) 91 (62) 31 67 T 0.21 (0.13-0.32)
Age

<65 years 96 (64) 110 (75) 33 88 —— 0.19 (0.12-0.28)

=65 years 53 (36) 37 (25) 22 27 — 0.26 (0.14-0.47)
Smoking status

Never 81 (54) 94 (64) 30 75 — 0.18 (0.12-0.29)

Current/former 68 (46) 52 (35) 25 39 B a— 0.27 (0.16-0.45)

00625 025 05 1 2
.o Favors lorlatinib Favors crizotinib
Grootste HRbenefit in hersenmetastasen - -

LBA8503 : Lorlatinib vs crizotinib in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival and safety from the
CROWN study .



CROWN PFS Iintracranieel

With Baseline Brain Metastases

Lorlatinib Crizotinib
(n=35) (n=38)
1004 Events, n 16 34
90 | PFS, median NR 6.0
(95% Cl), months (32.9-NR) (3.7-7.6)
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LBA8503 : Lorlatinib vs crizotinib

CROWN study .

in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival

PFS, %

No. at risk
— Lorlatinib

— Crizotinib

Without Baseline Brain Metastases

Lorlatinib Crizotinib
(n=114) (n=109)
100 Events, n 39 81
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10985 59 38 27 18 16 16 11 10 9 9 9 8 6 4 2 0 0 0 O

and safety from the



CROWN tid tot Intracraniéle progressie

100 - Lorlatinib Crizotinib
2 (n=149) (n=147)
" 90 N ]
c i Events, n 9 65
% 80 A I Time to IC progression, NR 16.4
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No. at risk

— Lorlatinib 149 128 119 112 1056 98 96 92 89 86 84 81 79 77 72 50 29 14 5 1 0
— Crizotinib 147 107 75 46 34 22 19 18 12 12 10 10 9 8 6 4 2 0 0 0 O

Neuroprotectieve effect valorlatinib

LBA8503 : Lorlatinib vs crizotinib in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival and safety from the
CROWN study .



CROWN tijd

With Baseline Brain Metastases
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LBA8503 : Lorlatinib vs crizotinib
CROWN study .

in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival
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CROWN toxiciteit
Lorlatinib (n=149) Crizotinib (n=142)

m Grade 3-4
B Any grade

Hypercholesterolemiat
Hypertriglyceridemiat
Edemat

Weight increased
Peripheral neuropathy®
Cognitive effectst
Diarrhea

Anemia

Fatiguet
Hypertension

Vision disordert

ALT increased
Constipation

Mood effectst
Nausea

AST increased
VVomiting
Hyperlipidemia
Dysgeusia
Decreased appetite
Bradycardia

Metabole toxiciteit
Hypertensie
Oedeem

Neurotoxiciteit

80% 60% 40% 20% 0% 20% 40% 60% 80%

Solomon B et al. ESMO 2020

LBA8503 : Lorlatinib vs crizotinib in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival and safety from the

CROWN study .



CROWN toxicitelt

Edema? -
Hypercholesterclemia2
Diarrhea -
Hypertriglyceridemia? -
Nausea =

Fatigue?® -

Peripheral neuropathy?
Vision disordera =
Weight increased -

ALT increased -
Vomiting

Constipation -

All cause AEs in 230% of patients in either treatment arm

Grade 1/2

B Grade 3-5
L]

Lorlatinib

Crizotinib

Grade 1/2
(Grade 3-5

100

LBA8503 : Lorlatinib vs crizotinib

CROWN study .
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graad 3/4 AEs in 77% vs. 57%

dosisreductie in 23%

tijdelijke discontinuatie in 62%

permanente discontinuatie in

11%

treatment

-related AEs leidend

tot discontinuatie in 5% vs. 6%

(all emaal I n

in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival
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and safety from the



CROWN PFS en IC -PFS na dosisreductie

PFS Time to IC Progression
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Geen significant verschil in PFS o TP bij dosisreductie <16 weken

LBA8503 : Lorlatinib vs crizotinib in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival and safety from the
CROWN study .



CROWN HRQoL

54001 Significant betere HRQoL mletlatinib
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No. of Patients Cycle
Global QoL .
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Difference (95% Cl): 4.65 (1.14-8.16) Crizotinib 133 126 122 115 105 100 94 82 75 74 62 57 49 43 40 32 28

Solomon B et al. ESMO 2020

LBA8503 : Lorlatinib vs crizotinib in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival and safety from the
CROWN study .



CROWN resistentiemechanismen

Lorlatinib Crizotinib
(n=31) (n=89)
n (%) n (%)
Resistance mechanisms
New single ALK mutation 0 8 (9)
ALK compound mutation 0 2(2)
Bypass mechanism 9 (29) 10 (11)
MAPK pathway aberration 3 (10) RGN
PISK/MTOR/PTEN pathway aberration 2 (6) 0
RTK pathway aberration 4 (13) S (6)
Cell cycle pathway aberration 2 (6) 2 (6)
Other gene aberration 11 (35) 19 (21)
Unknown 13 (42) 56 (63)

LBA8503 : Lorlatinib vs crizotinib in treatment -naive patients with advanced ALK+ non-small cell lung cancer: 5-year progression -free survival and safety from the

CROWN study .



In perspectief

100 m Lorlatinib

Alectinib
80 | pum .

;\; I I ..... I .......

; s

L

o

m Brigatinib
1-year 2-year

3-year

Median PFS 1-year 2-year 3-year 4-year S5-year
PFS (%) PFS (%) PFS (%) PFS (%) PFS (%)

Lorlatinib’® Not reached 80 70 63 63 60
at 60.2 mos

Alectinib? 34.8 mos 67.8 56.6 46.4 43.7 N/A

Brigatinib®>”’ 30.8 mos 69 56 45 36 N/A

(1) Lorlatinib lijkt de meest potente Alukhibitor in eerste lijn (vs. crizotinib)

Lin JJ ASCO 2024 (discussant)



In perspectief

bjetive Sl Intracranial
ALK TKI | Response | Median PFS | rate @
ORR
Rate 3 years

25'
0o ‘ 4 o 0

24.0
: TaY 0 0 0
Brigatinib (HR 0.48) 43% 78%
Lorlatinib 5 NR 5 5
(CROWN) HRO27) | *4* |

(2) Lorlatinib heeft de grootste intracraniéle respons

DagogeJack I. ASCO 2024 (discussant)

CNS
PFS rate
@ 3 years




In perspectief

CROWN'

Lorlatinib
mPFS not reached at 60.2 mo

ALEX?

Alectinib
mPFS 34.8 mo

ALTA-1L3

Lorlatinib
mPFS*
5.5 mo

ORR 42.9%

Loriatinib

Brigatinib

mPFS*
5.5 mo

mPFS 30.8 mo

ORR 42.9%
1L ALK TKI PFS from indicated trials, per investigator assessment

Attrition Following 1L ALK TKI

1L Alectinib (ALEX)? 1L Brigatinib (ALTA-1L)?
No
No
subsequent Sutl:‘i?g:;nt
therapy o
39%
Subsequent Sutt':zt::;;nt

therapy

599
61% »

(3) Lorlatinib 1L lijkt superieur aan sequencing

Lin JJ ASCO 2024 (discussant)



In perspectief

(4) Toxiciteit lijkt hanteerbaar (?)

ALECTINIB BRIGATINIB LORLATINIB
ALEX ALTALL CROWN

All D x AEs 41% 70% 58%
Dose interruption 19% 72% 62%
Dose reduction 16% 44% 23%
Treatment 11% 13% 11%
discontinuation
Peripheral neuropathy ? ? 34% (2% G3)
Vision disorder 3% 0% 18%
Mood effects ? ? 16% (1% G3)
Cognitive effects ? ? 21% (2% G3)
Dizziness 8% ? ?
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Wat Is er nieuw In antibody
drugconjugaten bl NSCLC?



A D C ovandaag

Tumor
Antigen MADb , _
Targets tumor-specific antigens
Stable Linker
Releases payload in
tumor cell £ surrounding
microenvironment ‘ Potent Cytotoxic Payload

Amount/type of payload varies
among ADCs

Hamilton EP. ASCO 2024 (discussant)
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SGNB 6 A studieproduct

SV Monotherapy

Part A Part B
Sigvotatug vedotin Complete Ongoing

Disease-specific
expansion cohorts

NSCLC

*,— Anti-IB6 humanized IgG1 mAb

":._.’_

/;— Protease-cleavable linker

® — MMAE payload

Other Advanced
Solid Tumors

Integrin beta-6 (IB6)
« Highly expressed in NSCLC and other solid tumors'?2
 Implicated in tumor pathogenesis and invasiveness'+?
* > 90% of NSCLC tumors express I1B62

Monomethyl auristatin E _ . _
Mediaan 3 lijnen voorbehandeling

8521 : Efficacy and safety of sigvotatug vedotin , an investigational ADC, in NSCLC: Updated phase 1 results (SGNBGA).



SGNB 6 A effectiviteit

NSCLC - All Dose Groups?

ORR 31%
MDOR 11.6 m

Non-Squamous, Taxane Naive NSCLC - All Dose Groups
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Encouraging initial PFS and OS observed in patients with non-squamous, taxane-naive NSCLC

8521 : Efficacy and safety of sigvotatug vedotin , an investigational

ADC, in NSCLC: Updated phase 1 results (SGNBGA).

Meest effectief in NSQ



SGNB 6 A toxicitelt

Constitutional symptoms, gastrointestinal-related TEAEs, and neuropathy were the
most frequent types of TEAES observed.

Dose escalation and expansion
Most common TEAEs, n (%)
+ 215% Any grade®
» 23% grade 23°
Fatigue
Peripheral sensory neuropathy
Nausea
Diarrhea
Decreased appetite
Dyspnea
Alopecia
Cough
Weight decreased
Vomiting
Constipation
Anemia
Neutropenia
Hypomagnesemia
Pneumonia

Pulmonary embolism

8521 : Efficacy and safety of sigvotatug

NSCLC - all dose groups
(N =117)

Any grade

57 (48.7)
43 (36.8)
41(35.0)
36 (30.8)
34(29.1)
34(29.1)
29 (24.8)
25 (21.4)
21(17.9)
20 (17.1)
19.(16.2)
13 (11.1)
12 (10.3)
8(6.8)
8(6.8)
6(5.1)

Grade 23

3(2.6)
0
11(94)

5(4.3)
7(6.0)
4(34)
4(34)
6(5.1)

vedotin , an investigational

1.8 mg/kg AiBW Q2W - NSCLC

Any grade Grade 23

16 (51.6)
15 (48.4)
9(29.0)
10(32.3)
11 (35.5)
10 (323)
9(29.0)
9(29.0)
9(29.0)
6(19.4)
7(226)
2(65)
4(129)
3(9.7)
3(9.7)

132

2(6.5)

1(32)
2 (6.5)
1(32)
2 (6.5)
1(32)

1.8 mglkg AiBW
all dose groups Q2W - NSCLC
(N=117) (N=31)

NSCLC -

TEAES, n (%)

Peripheral neuropathy*

Any grade 51 (43.6) 16 (51.6)

Grade 23 0 0
Stomatitis/oral mucositis®

Any grade 27 (23.1) 5 (16.1)

Grade 23 0 0
Neutropenia®

Any grade 19 (16.2) 8 (25.8)

Grade 23 9(7.7) 3(9.7)
Hepatotoxicity®

Any grade 15 (12.8) 2 (6.5)

Grade 23 2(1.7) 0
Pneumonitis/ILD®

Any grade 6(5.1) 0

Grade 23 2(1.7) 0

9.7% TR discontinuation

ADC, in NSCLC: Updated phase 1 results (SGNBGA).



Toekomstige  ontwikkeling

Be6A Lung-01 Study (NCT06012435)

Key eligibility criteria Sigvotatug vedotin 1.8 mg/kg AiBW

« Stage IlIIB, IlIC, or Stage IV 28-day cycle (Q2W)
(M1a, M1b, or M1c) :
non-squamous 2L+ NSCLC

* No prior treatment with Docetaxel
antimicrotubule agents 21-day cycle (Q3W)

Momenteel beschikbaar in UZA en KLINA Fase 1 in combinatie met pembrolizumat
(niet in Belgié)

8521 : Efficacy and safety of sigvotatug vedotin , an investigational ADC, in NSCLC: Updated phase 1 results (SGNBGA).



TROP 2

target

TROP2, a transmembrane glycoprotein, is highly expressed
in NSCLC (65% adeno, 75% SCC) and other solid tumors

* High TROP2 expression is associated with poor prognosis,
making it a promising therapeutic target

—p Decreased adhesion
Increased cell migration

when TROP2 is lost

Recruitment to
tight junctions
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Results From the Phase 3 EVOKE-01 Study
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EVOKE -01 studieproduct

Sacituzumab Govitecan Is a First-in-Class
Trop-2—-Directed Antibody-Drug Conjugate

SN-38 payload

* SN-38 is more potent than the parent compound, irinotecan (Topo-1
inhibitor)

«SN-38 is rapidly internalized and efficiently released to the tumor with
minimized effect on healthy tissues

Linker for SN-38

» pH-sensitive, hydrolyzable linker for
SN-38 release in targeted tumor cells
and tumor microenvironment, allowing
bystander effect

» High drug-to-antibody ratio (7.6:1)’

/i

Humanized anti—-Trop-2 antibody
« Binds with high (Kp = 0.3 nM) affinity to Trop-2, an epithelial
antigen expressed on many solid tumors?

@ Binding
@ Internalization
@ Lysosomal degradation

@ Cell cytotoxicity { \

@ Intracellular trafficking

; Bystander
(* Bystander effect on Sacituzumab effect .
adjacent tumor cells govitecan \‘f _—
(*») SN-38 release and DNA
damage Tumor
cell

oY K

Cell death due to &
DNA damage & cell

Endosome Lysosome

Trop-2 is a transmembrane calcium signal transducer expressed on many solid tumors#
SG is a first-in-class Trop-2—directed ADC that selectively delivers SN-38, an active metabolite of irinotecan’

LBA8500 : Sacituzumab govitecan (SG) vs docetaxel

(doc) in patients (pts) with metastatic non-small cell lung cancer (MNSCLC) previously
based chemotherapy

treated with platinum (PT)-
(chemo) and PD(L) - linhibitors (1O) : Primary results from the phase 3 EVOKE-01 study .



EVOKE -01 studieopzet

62.864.2% geen respons op 1/O

Key eligibility criteria
+ Measurable stage IV NSCLC
« ECOGPS 01
* Radiographic progression after platinum-

based and anti-PD-(L)1—containing

regimen? N =603
+ In addition, patients with known AGAs

must have received > 1 approved TKI®

End points
Primary

+ OS

Sacituzumab

govitecan
10 mg/kg on Days 1 and

8 of 21-day cycles® Secondary

* PFS, ORR, DOR, and DCR
by INV per RECIST v1.1

: : Docetaxel
*» EGFR/ALK test required. Testing of other =
AGAs recommendede 75 mg/m2 on Day 1 of > Safety and tO'erablllty
- Previously treated stable brain = 95% 21-day cycles* * QoL using NSCLC-SAQ
metastases were included Stratified by

+ Histology (squamous vs nonsquamous)

* Response to last anti-PD-(L)1—-containing regimen (responsive [best response
CR/PR] vs nonresponsive [PD/SD])

* Received prior targeted therapy for AGA (yes vs no)

* No prior treatment with Topo-1 inhibitors,
Trop-2—-targeted therapies, or docetaxel

11.7-12.8% hersenmetastasen

LBA8500 : Sacituzumab govitecan (SG) vs docetaxel (doc) in patients (pts) with metastatic non-small cell lung cancer (MNSCLC) previously treated with platinum (PT)-
based chemotherapy (chemo) and PD(L)-linhibitors (lIO) : Primary results from the phase 3 EVOKE-01 study .



EVOKE -01 overall survival (ITT)

Geen significante verbetering in OS of PFS

ORR 13.7% vs. 18.1%

MPFS 4.1 mvs. 3.9 m

HR 0.92 (0.71.11)

LBA8500 : Sacituzumab govitecan (SG) vs docetaxel (doc) in patients (pts) with metastatic non-small cell lung cancer (MNSCLC) previously treated with platinum (PT)-
based chemotherapy (chemo) and PD(L)-1linhibitors (IO) : Primary results from the phase 3 EVOKE-01 study .



