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BOI Ha dboHe Tepanuun ocumepTUHUOOM B
3aBUCUMOCTM OT 0ObemMa onyxosieBon Harpy3ku

A- Progression-free Survival by Number of Lesions B Progression-free Survival by Number of Metastases
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Survival prabability

Group

KnuHnyeckue hakrTopbl, onpeaensouwime nporHo3
OonbHbIX HeonepabenbHbiM ALK+ HMPIJ1
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TP53 ko-myTauuoHHbIn ctatyc npu HMPJ1 ¢ pegkumu

MyTaundsMu

A) Stage I-lll RFS and Stage IV PFS by TP53 status  (B) Stage IV PFS to 1* Targeted Therapy by TP53 Status
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BapuaHT TpaHCcnokaumu, Ko-MmyTauMOHHbIN
cTaTtyc U adbpeKTuBHOCTb MHFALK
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Bbi6op nepBou nnHuu
(AHanu3 6a3bl Cochrane)

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Next generation ALK inhibitor Crizotinib Hazard Ratio Hazard Ratio

1.2.1 Alectinib Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
ALUR 2018 -1.609438  0.258066 6.1% 0.20[0.12,0.33] ¢=—— -
Subtotal (95% CI 61%  0.20[0.12,0.33] e

ubtotal (95% CI) 2520 s pe g ' ALESIA 2019 -0.9943 0.2652 125 62  11.2% 0.37[0.22, 0.62] e
Heterogeneity: Not applicable ALEX 2017 -0.84397 0.151714 152 151 29.3% 0.43[0.32,0.58] -
Test for overall effect: Z = 6.24 (P < 0.00001) J-ALEX 2017 -0.9943 0.18 103 104 22.2% 0.37[0.26 , 0.53] -

Subtotal (95% CI) 380 317 62.6% 0.40 [0.32, 0.49] ’

Heterogeneity: Tau? = 0.00; Chi2 = 0.50, df =2 (P = 0.78); 2= 0%
Test for overall effect: Z = 8.66 (P < 0.00001)

1.2.2 Crizotinib

PROFILE 1007 2013 -0.71335 0.13979 20.9% 0.49 [0.37, 0.64] —a—

PROFILE 1014 2014 -0.798508 0.137502  21.6%  0.45[0.34,0.59] —— 2.1.2 Brigatinib

PROFILE 1029 2018 -0.911303  0.173685  13.5%  0.40[0.29, 0.57] — . ALTA-1L 2019 -0.7133 0.2017 137 138 18.2% 0.49[0.33,0.73] -
Subtotal (95% CI) 56.0% 0.45[0.38, 0.53] ‘ Subtotal (95% CI) 137 138 18.2% 0.49 [0.33, 0.73] ‘

Heterogeneity: Not applicable

Heterogeneity: Chi? = 0.79, df =2 (P = 0.67); 2 = 0%
Test for overall effect: Z = 3.54 (P = 0.0004)

Test for overall effect: Z =9.30 (P < 0.00001)
2.1.3 Lorlatinib

1.2.3 Ceritinib CROWN 2020 -1.272966  0.196211 149 142 19.1% 0.28[0.19, 0.41] -
ASCEND-4 2017 -0.5978 0.1376  21.6% 0.55[0.42, 0.72] —— Subtotal (95% CI) 149 142 19.1% 0.28[0.19, 0.41] ’
ASCEND-5 2017 071335 0.158466  16.3%  0.49[0.36, 0.67] —— HeterogeneiysNorapplicable
Test for overall effect: Z = 6.49 (P < 0.00001)
Subtotal (95% CI) 37.8% 0.52[0.43, 0.64] ‘
Heterogeneity: Chi = 0.30, df = 1 (P = 0.58); I* = 0% Total (95% CI) 666 597 100.0% 0.39[0.32, 0.46] ¢
Test for overall effect: Z = 6.23 (P < 0.00001) Heterogeneity: Tau? = 0.01; Chi? = 4.66, df = 4 (P = 0.32); I2 = 14%
Test for overall effect: Z = 10.30 (P < 0.00001) 0_65 OiZ é 2=0
Total (95% CI) 100.0% 0.45 [0.40 , 0.52] ‘ Test for subgroup differences: Chi2 = 4.16, df =2 (P = 0.12), I? = 52.0% Favours Next generation ALKi Favours Crizotinib
Heterogeneity: Chi? = 13.06, df =5 (P = 0.02); I2 = 62%
Test for overall effect: Z = 12.34 (P < 0.00001) 0.2 0.5 2 5
Test for subgroup differences: Chi2 = 11.97, df = 2 (P = 0.003), I? = 83.3% Favours ALKi Favours Chemotherapy

Next G ALKi vs Crizo
BAN

ALKi vs XT
BAN

Cameron LB et al. // Cochrane (2022)



KPUTEPUN BbIBOPA

ooLwasa BbHDKMBAeMOCTb

Next generation ALK inhibitor Crizotinib Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
2.11.1 Alectinib
ALESIA 2019 -1.273 0.4323 125 62 7.6%  0.28[0.12, 0.65] — .
ALEX 2017 -0.398366 0.2043 152 151 339%  0.67[0.45, 1.00] |
J-ALEX 2017 -0.2231 0.3209 103 104  13.8%  0.80[0.43, 1.50] —
Subtotal (95% CI) 380 317 55.3% 0.62 [0.45 , 0.85] ‘
Heterogeneity: Chi2 = 4.16, df =2 (P = 0.12); [2 = 52%
Test for overall effect: Z = 2.97 (P =0.003)
2.11.2 Brigatinib
ALTA-1L 2019 -0.087739  0.228065 137 138 27.2%  0.92[0.59, 1.43]
Subtotal (95% CI) 137 138 27.2% 0.92 [0.59, 1.43] :
Heterogeneity: Not applicable
Test for overall effect: Z = 0.38 (P =0.70)
2.11.3 Lorlatinib
CROWN 2020 -0.328504  0.284378 149 142 17.5%  0.72[0.41,1.26] —
Subtotal (95% CI) 149 142 17.5% 0.72 [0.41, 1.26] ‘
Heterogeneity: Not applicable
Test for overall effect: Z = 1.16 (P = 0.25)
Total (95% CI) 666 597 100.0% 0.71 [0.56 , 0.90]

Heterogeneity: Chi? = 6.10, df = 4 (P = 0.19); I> = 34%
Test for overall effect: Z = 2.89 (P = 0.004)

Test for subgroup differences: Chi2 = 1.93, df =2 (P =0.38), [2 = 0%

L 4

0.05

0.2

L

Favours Next generation ALKi

Favours Crizotinib

Cameron LB et al. // Cochrane (2022)



RWD noaxoabl K CUCTEMHOMY JIe4eHUIO
HeonepabenbHoro ALK+ HMPIJI

Grace Chazan et al. // JTO Clinical and Research Reports (2024)



CROWN: nopnatuun6, ALK UTK 3 nokoneHuns no cpaBHEHUIO
C KPpU30TUHMOOM B NepBOU JINHUU Tepanuun

JNopnatnHn6

= 100 mr QD
n=149

KpuTepum BKNIoueHns NMepBMYHaA KOHe4YHasn TouKa
« [IIB/IV ALK+ HMPN Crpatndukaums * BBIl12 no He3aBMUCMMOW OLIEHKE
Hp 1 BTOpUYHbIE KOHEYHbIE TOUKM
annine meracrasos -, O6uwas BbRKMBAEMOCTb

B 'M (ecTb nnu HeT) BEM
L]
« DTHUYecKas rpynna Nno oueHkKe nccregoBartend

+ OTcyTCcTBME NpeaLlecTBYOLEN
CUCTEMHOW Tepanuu
« ECOG PS 0-2

+ BeccMMNTOMHbIE NeYeHble Un (asuaTckas vs * YOO (HesaBucumas oLieHka 1
HeneyeHble MeTacTasbl B LIHMC Hea3suaTckast) nccnegosatens)
Aonyckanucb « 00, NK-YO0O, K OO

* 21 3KCTpakpaHuanbHbIN * VK Bpemsi 4o nporpeccupoBaHus

o KpusotnHun6 . B 00 1 VK

nsmepsiemblin odar (RECIST 1.1) N . .rBD pemMs 0o pa3BuTus oTeeTa ( n VK)
6e3 npeaLwecTByoLLErO n=147 » besonacHocTb
06nyyeHus » KayecTBO XM3HK

KpoccoBep He gonycKanca

Solomon B, et al. AACR Annual Meeting. April 8-13, 2022. Abstract CT223.
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JNlopnatuHMO vs KPU3OTUHUO

Bl — 60 mecsiueB HabnNoaAeHUSA

Crizotinib
(n=147)

Events, n

PFS, median
(95% CI), months

HR (95% Cl)

115

9.1
(7.4-10.9)

0.19 (0.13-0.27)

0O 4 8 12

No. at risk

— Lorlatinib 149 126 118 111
— Crizotinib 147 107 70 42

16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76

Time, months

103 96 93 89 87 81
30 19 16 16 11 10

HR, hazard ratio; ITT, intention to freat; NR, not reached; PFS, progressiondfree survival.
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JNlopnaTtuHMO vs KPU3OTUHUO
Bl Bbiwe Ha hOoHe Tepanuu NnopraTMHNMOOM BO BceX

noarpynnax
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)
Ethnic origin

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 s 0.22 (0.13-0.37)

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

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

=265 years 53 (36) 37 (25) 22 27 —— 0.26 (0.14-0.47)
Smoking status

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

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

0.0625 0.25 05 1 2
Favors lorlatinib Favors crizotinib
PFS, progression-free survival. - -
2024 ASCO presenen Bv: Benjamin J. Solomon (Ben.Solomon@petermac.org) ASCO sastvensr
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JNlopnaTtuHMO vs KPU3OTUHUO

Bl Bbiwe Ha poHe Tepanuu nopriaTUHNOOM HE3aBUCUMO OT

100
90
80
704
60 4
504

PFS, %

40 4
304
20
104

0

nopaxeHunA royfioBHoro Mmo3ra

With Baseline Brain Metastases

Events, n

PFS, median
(95% CI), months
HR (95% CI)

0.08 (0.04-0.19)

PFS, %

0

No. at risk

— Lorlatinib 35 31 29 28 28 26 26 25 23 20 20 20 19 18 1510 7 5 2 0O
— Crizotinib 382114 3 1 0 0 00 OO O 0000

4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80

Time, months

HR, hazard ratio; NR, not reached; PFS, progression-free survival.
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Without Baseline Brain Metastases

Lorlatinib Crizotinib

(n=114) (n=109)
Events, n 39 81
PFS, median NR 10.8
(95% Cl), months (64.3-NR) (9.0-12.8)
HR (95% CI) 0.24 (0.16-0.36)

0

63%

Time, months

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
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JNlopnaTtuHMO vs KPU3OTUHUO
Bpemsa oo nporpeccnpoBaHuUAa B rofIOBHOM MO3re

With Baseline Brain Metastases Without Baseline Brain Metastases
Lorlatinib Crizotinib Lorlatinib Crizotinib
(n=35) (n=38) (n=114) (n=109)
Events, n 5 26 Events, n 4 39
Time to IC progression, NR 12 Time to IC progression, NR 239
median (95% CI), months (NR-NR) (3.7-11.0) median (95% Cl), months (NR-NR) (16.4-30.8)
HR (95% CI) 0.03 (0.01-0.13) HR (95% CI) 0.05 (0.02-0.13)
100 - 100 96%
s 32
g 901 83% g 907
2 ; : - 2 o
o 804 ! w80+
3 1 8
E‘ 70 1 1 5 707
o
5 60" : 5 607
(6] (S ]
E 50 1 I E 50 A
. I ]
g © - : @ .
b4 30 1 | $  30- i # can o B A
(2] %]
201 ' £ 201 '
2 I @ 1
ko 10 1 = -
o : 5 10 I
0 v 0

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
Time, months

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80

Time, months

No. at risk No. at risk
— Lorlatinib 35 32 29 28 28 26 26 25 22 22 20 20 19 18 17 12 7 5 2 0 - — Lorlatinib 114 96 90 84 77 72 70 67 67 64 64 61 60 59 55 38 22 9 3 1 0
— Crizotinib 38 21 12 5 3 1 0 0 0 0 0 0 0 0 0 O 0O O O O - — Crizotinib 109 86 63 41 31 21 19 18 12 12 10 10 9 8 6 4 2 0 0 0 O

HR, hazard ratio; IC, infracranial; NR, not reached.
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JNlopnatnHmob vs KPpU3OTUHNO
A dekTnBHOCTL B 3aBUcumMmoctu ot MIIN

Variant 1 Variant 3a/b Lorlatinib Crizotinib
Lorlatinib  Crizotinib  Lorlatinib  Crizotinib TP53mut(-) TP53mut(+) TP53mut(-) TP53mut(+)
(n=20) (n=26) (n=18) (n=23) (n=56) (n=41) (n=58) (n=42)
Events, n 8 23 7 21 Events, n 20 18 49 36
100 $- - PFS, median 64.3 74 60.0 56 100 1 PFS, median NR 516 9.1 57
90 - 7| (95% Cl). months (26.0-NR) (5.5-9.0) (33.3-NR) (5.3-76) 90 - (95% Cl), months (60.0-NR) (16.4-NR) (7.6-11.1) (54-72)
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EML4::ALK variant 1 Time, months Lorlatinib Time, months
No. at risk No. at risk
— Lorlatinib20 17 16 14 13 13 12 11 11 11 11 9 6 3 1 1 0 — TP53mut(-) 56 50 47 40 38 38 36 33 33 32 31 28 20 12 4 1 0
— Crizotinib 26 18 5 2 1 1 1 1 1 1 1 1 1 0 0 0 0 ~=-TP53mut (+)41 30 29 25 21 20 18 18 17 15 15 12 6 4 1 0 0
EML4::ALK variant 3 Crizotinib
No. at risk No. at risk
-= Lorlatinib 18 15 14 13 11 11 9 8 8 7 7 6 3 3 1 0 - — TP53mut(-) 58 40 23 12 5§ 5 4 3 3 3 3 2 1 1 0 - -
== Crizotinb23 15 5 2 0 0 0 0 0 0 0 0 0 0 0 0 - == TP53mut(+)42 28 10 4 3 3 3 2 2 2 2 2 1 0o o0 - -

mut, mutation; NR, not reached; PFS, progression-free surviva
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NMporpeccupoBaHue B uccnegosaium CROWN

Clinical Characteristics Fadyprograssers  Nenprogressors Total (n=73) Molecular profiling, n (%)¢ Early progressors  Nonprogressors
(n=28)2 (n=45)2 £ (n=28)2 (n=45)2

Age, mean (SD), years 60.5 (12.9) 56.1(14.0) 57.8 (13.7) . .

S ) Confirmed ALK positive 14 (50) 35(78)
. 16 (57) 24 (53) 40 (55) EML4-ALK variant 1 6 (21) 10 (22)
Fernale 12 (43) 21 (47) 33 (45) EML4-ALK variant 2 0 5(11)

Race, n (%)b EML4-ALK variant 3 5(18) 11 (24)
Asian 15 (54) 28 (62) 43 (59) EML4-ALK other variant 3(11) 7 (16)
White 12 (43) 16 (36) 28 (38) Other ALK fusion 0 2 (4)

ECOG performance status, n (%) Unconfirmed ALK positive® 14 (50) 10 (22)
0 11(39) 23 (51) 34 (47) TP53 mutation detected 16 (57) 10 (22)
1 15 (54) 22 (49) 37 (51)

2 2(7) 0 2(3)

Brain metastases at baseline, n (%)

Yes 6 (21) 10 (22) 16 (22)
No 22 (79) 35 (78) 57 (78)

Tumor burden at baseline, mm NA

Mean (SD) 84.9 (45.7) 54.7 (34.4) NA

T. Mok et al. // 2024 World Conference on Lung Cancer



NMporpeccupoBaHue B uccnegosaium CROWN

Lorlatinib (n=38)

Crizotinib (n=109)

First subsequent systemic anticancer therapy, n (%)

ALK TKI 23 (61) 101 (93)
Alectinib 12 (52) 68 (67)
Crizotinib 4 (17) 5 (5)
Ceritinib 3(13) 3 (3)
Lorlatinib 3(13) 4 (4)
Brigatinib 1(4) 21 (21)

Chemotherapy t anti-angiogenic 13 (34) 4 (4)

Chemotherapy/immunotherapy 1(3) 0

Chemotherapy/immunotherapy/anti-angiogenic 1(3) 0

Other? 0 4 (4)

DOT on first subsequent systemic anticancer therapy, median (IQR), months 9.3 (2.6-22.6) 14.9 (5.3-38.4)

ALK TKls as first subsequent therapy® 12.5 (2.0-31.7) 15.8 (7.0-39.9)

Non—ALK TKls as first subsequent therapy® 6.7 (2.6-19.7) 1.2 (0.8-2.7)

T. Mok et al. // 2024 World Conference on Lung Cancer




PFS2 B uccneposainun CROWN

Lorlatinib Crizotinib
(N=149) (N=147)
Duration of follow-up for PFS2, 61.4 58.4
median (95% Cl), months (59.2-62.5) (56.8-61.9)
PFS2 events, n (%) 48 (32) 78 (53)
. " NR 37.9
PFS2, median (95% Cl), months (NR-NR) (27.4-50.1)
l -
e 0.6 - ~ ' HR (95% Cl) 0.43 (0.30-0.62)
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Hypercholesterolemia

Hypertriglyceridemia

Edema

Peripheral neuropathy

CNS effects

Weight gain

HexxenaTtenbHble sBNeHUs Ha (hoHe Tepanun NnopnaTuHUoom
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CHunxeHue no3bl nopnartnHnba npu HA co ctopoHsl LLHC

Table 1. CNS AEs (All Causality) in the Lorlatinib Arm by

Maximum Grade (Safety Population)

Lorlatinib
(N=149)

Grade 1 Grade 2 Grade 3 Total*

n (%) n (%) n (%) n (%)

With any CNS AEs 32(21) 15 (10) 5(3) 52(35)

m==P>| COGNITIVE EFFECTS 20(13) 9.(6) 3(2) 32(21)
Memory impairment 1A 2(1) 0 13(9)
Disturbance in attention 5(3) 2(N 0 7(5)
Confusion 2(1) 2(1) 2(1) 6(4)
Amnesia 4(3) 1(1) 0 5(3)
Cognitive disorder 1(1) 1(1) 1(1) 3(2)
Delirium 1(1) 1(1) 0 2(1)
Disorientation 0 1(1) 0 1(1)
Mental impairment 1(1) 0 0 1(1)

m==P>| MOOD EFFECTS 14 (9) 8(5) 2(1 24(16)
Anxiety 7(5) 3(2) 0 10(7)
Depression 3(2) 3(2) 0 6(4)
Affect lability 3(2) 0 0 3(2)
Affective disorder 1(1) 1(1) 0 2(1)
Agitation 2(1) 0 0 2(1)
Irritability 1(1) 0 1(1) 2(1)
Mood altered 2(1) 0 0 2(1)
Anger 0 1(1) 0 1(1)
Bipolar I disorder 0 0 1(1) 1(1)
Depressed mood 1(1) 0 0 1(1)
Depressive symptom 1] 1(1) 0 1(1)
Euphoric mood 1(1) 0 0 1(1)
Mood swings 0 1(1) 0 1(1)
Stress 1(1) 0 0 1(1)
SPEECH EFFECTS 6(4) 0 1(1) 7(5)
Dysarthria 4(3) 0 0 4(3)
Speech disorder 1(1) 0 1(1) 2(1)
Slow speech 1(1) 0 0 1(1)
PSYCHOTIC EFFECTS 4(3) 1(1) 0 5(3)
Hallucination 3(2) 0 0 3(2)
Hallucination, visual 1(1) 1(1) 0 2(1)
Hallucination, auditory 1(1) 0 0 1(1)
Delusion 1(1) 0 0 1(1)

B. Solomone,

A Patients withot

1.0 '
|
0.9+ :
|

Events, n/N (%)
Patients with dose reduction by Week 16~ 2/17(11.8)

jose reduction by Week 16 20/105 (19.0;

0.8

0.7+

0.6

0.5

Probability of PFS

0.3+

0.2+

0.0

No. at risk
Pts w/ reduction 17 17 16 14 13 10 9
Pts w/o reduction105 101 98 97 92 82 63

1.0
0.9+
0.8+
0.74
0.6
0.5

Probability of PFS

0.4+
03+
02
0.1

0.0+

T T
18 20 22 24 26 28 30 32 34
Time, mo

8 6 6 4 1 1 1 0 0
51 36 25 16 10 7 3 2 0

Events, n/N (%)
Patients with RDI = mean by Week 16 20/106 (18.9)

Patients with RDI < mean by Week 16 2/16 (12.5)

No. at risk

Time, mo

et al. // 2021 European Society for Medical Oncology (ESMO) Virtual Congress



KnnHunyeckue ocob6eHHOCTU nonynfauum ¢ pa3ButTuem
HeBponornyecknx HA Ha cooHe nopnatnHmba

MGH Cohort (n = 124) 1 B7461001 Cohort (n = 248)

Any Neurocognitive Effect

I Brain RT (p = 0.019), Antiepileptics (p<0.001), Psych Meds (p = 0.002),
I Benzo (p = 0.002), Stimulants (p = 0.026), Steroids (p = 0.036)

Cognitive Effect p=0.03

1 Brain Mets (p = 0.008), Brain RT (p = 0.033), Stimulants (p = 0.026)
| Antiepileptics (p<0.001), Psych Meds (p<0.001),
I Psych lliness (p = 0.008)

Mood Effect p=0.01

Psych lliness (p = 0. 02)l Brain Surgery (p = 0.020), Psych Meds (p<0.001),
Stimulants (p = 0. 01)I Benzo (p = 0.002), Sedatives (p — 0.034)

Speech Effect PEYYN

I Brain RT (p=0.012)

| Antiepileptics (p<0.001)

Psychotic
Effect
Brain Surgery (p = 0.001) I

80% 60% 40% 20% 40% 60%
Frequency of Adverse Event in Cohort

p=005

Age (p=0.014)

Ibiayi Dagogo-Jack et al. // Journal of Thoracic Oncology (2022)



JNlopnaTtuHMO vs KPU3OTUHUO
Bpems no nporpeccnpoBaHust He 3aBUCESIO OT CHMXKEHMUS
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= With dose reduction 18 17 15 15 15 14 12 12 11 1110 9 9 8 7 5 3 0 0 0 - — With dose reduction 18 17 15 15 15 14 12 12 11 11 10 10 10 9 8 5 3 0 O 0O -

== Without dose reduction 108 101 96 88 81

79 77 75 70 70 69 68 65 59 38 21 11 4 1 0 -

IC, intracranial; NR, not reached; PFS, progression-free survival.
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WA | 2024 Targeted Therapies
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