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All 6 approved ALK TKls heatmaps

2330 12.47 1.281 1.377 0.959 0.267
16.23103346 | 7.8131019.92 [ 1.07310 1.530 | 1.044 10 1.818 | 0.794 10 1.158 | 0.212100.337
2717 0.983 1.559 11.14 2.855
16.751044.09 0.711101.358 | 1.167102.082 | 7.08210 17.53 | 2.23810 3,642
361.3 167.3 34.75 3.501 0.798 7.402
2055106351  145210968.4 | 23.421051.56 | 311010 3.943 | 0.640100.995 | 8.190 t0 20.24
306.0 199.7 21.27 13.61 7.659 8.938
100610931.3 | 5409107374 | 9.057 10 82.12 | 5461103391 | 3.999t0 14.67 | 4.206t0 18.99
471.9 165.1 69.25 379.8 25.85 52.53
190310 1171 | 59.2010460.4 339.21t0 122.3| 1264101141 | 10.581063.14 | 23.421t0 117.8
2944 205.1 58.55 19.22 29.10 9.786
725210 1195 | 69.89t0601.6 | 24.8210 138.1 | 9.2221040.05 | 12.311068.78 | 5.047 10 18.98
57.91 51.28 6.992 1.988 5.165 2100
33.1310100.7 | 24.7410 1063 | 5689108593 |1.700102.325 |4.110106.491 | 1.732102.545
1145 11.87 4.436 1.563 1.650
4444102950 | 7.96210 17.70 | 3401 t0 5.786 1.233101.983 | 1.394101.953

133.8 59.53 58.74 20.09 56.52
5924103024 |31.25101134 |23.75t0 1453 |8.8411045.65 |30.07 0 106.2
27.97 0.323 201.9 48.53 56.61
14.301054.73 019910 524 | 1252103255 (29.15t080.80 |26.5110120.9
179.9 3191 138.9 25.02 11.15
§9.7210541.6 | 165.910614.0 (68.17 to 283.0 14.851042.15 |5.8581021.21
289.5 2524 316.0 30.92 31.18
197.410424.4 | 147.7104133 | 2124104702 47 1040.72 | 264110 36.81
177.5 53.14 31.45 7.216 17.56 4.704
6538104820 | 256410 110.1 |21.92t045.14 3878101343 |8.5431036.10 (2.795107.918
345.6 299.2 38.04
147.4 10 809.1 144710622 | 1067101393
197.6 216.3 22,03 13.62 26.00 7.357
684310571.3 | 87.1710536.6 (11.881040.85 | 6995102653 |12481054.18 (453810 11.93
67.13 221.8 58.66 1.41 76.39
202210154.3 97.8210503.1 | 42.831080.36 |54921023.72 [31.93t0 1827

nM

800nM

600nM

400nM

1 200nM

WT

G1123S

L1152R

C1156Y

M171T

F1174C

F1174V

V1180L

L1196M

L1198F

G1202del

G1202R

D1203N

S$1206C

S1206Y

E1210K

F1245C

G1269A | 1o

l Thorae Oncal 2010:-14-10N1-1011 Wark af Dr Chrictina | aww

EML4-ALK Variant 3

205.3 751 2492 29.51 16.75 4.456
70.5t0597.9 |29.72t0 189.8 | 9.450t065.70 | 15.53 10 56.05 | 10.1010 27.77 | 2.376 to 8.357
54,50 1.309 3.000 25.79 3.557
236510 1256 0.701102.446 | 1.424106.319 | 9.5031069.99 | 2.111 t0 5,992
124.3 165.7 14.80 3.300 0.190 4.246
66.44 10 232.6 |533.6110511.9 | 7.863 10 27.86 | 2.502104.354 |0.126 10 0.287 | 2.228 t0 8.091
110.4 58.66 10.92 5.266 2.263 2.313
69.2810176.1 | 38.68 t0 88.98 | 7.33810 16.25 | 3.842107.218 |3.842107.218 | 1.570 to 3.407
152.8 17.60 13.84 24.78 3.135 7.450
79.2610294.5 | 13.111023.62 | 6.726 t0 28.50 | 14.50 t0 42.36 |2.297 104.278 | 4.52810 12.26
257.7 2485 64.79 286.2 28.06 13.11
85.86t0 773.5 | 110.2t10 5604 | 23.95t0 175.3 | 123.0t0665.8 |13.401058.75 | 6.494 to 26.48
2388 157.4 33.28 38.43 31.92 8.258
170410 1003 |60.73t0 408.0 | 22,67 t048.86 |21.25t069.52 |20.08t0 50.75 | 5.731 to 11.90
98.12 18.63 9.423 3.523 2,653
4335102226 |7.6931045.10 | 5.058 to 17.56 1.950t0 6.365 | 1.569 to 4.484
2059 81.31 26.66 69.81
58.7410721.6 |37.03t0 178.6 11.101064.04 | 28.0410173.8
46.52 3.807 157.0 59.47
17.8410121.3 2,080 to 6.966 59.3210415.5 |313.53 10 112.2
3220 4747 104.6 26.19
125.6 to 765.0 169.0 to 1333 3376102908 | 12.51 to 54.86
4405 405.6 3159 83.82 35.72
176.7t0 1105 | 189.5t0868.1 | 194.1 to 514.1 50.43 0 139.3 | 20.46 to 62.36
332.0 329.2 2110 142.7 33.42 19.73
170.1t0648.2 | 172.010630.1 | 11.731t0 37.98 |46.29t0439.7 | 20.191t0 55.30 | 12.16 to 32.01
308.1 2222 42.49 30.94 81.80 6.129
152.910620.9 |91.30t0 541.0 | 20.41t0 88.46 | 14.02t068.29 |27.80t0 240.6 | 3.167 to 11.86
175.7 90.05 48.24 9.804 16.29 3.238
60.74 t0 508.3 | 24.02t0 337.6 | 234710 99.14 |6.057 to 15.87 |8.3131031.94 | 3.042105.134
4826 1782 | 5216 1629 7.565
1705101366 |83.58 10 380.1 | 1985101402 5892104503 | 3.78010 15.14
289.9 208.0 52.90 65.55 46.16 14.82
119210 704.8 | 63.5210 680.9 |23.83t0 117.5 |27.22t0157.9 |21.5810 98.70 | 6.461 to 34.00
- 5114 | 5265 1231 100.4 10.02 42.70
239810 1156 |65.00t0268.6 |45.831t0220.0 |5.337 to 18.82 | 20.85 to 87.42

1000nM

800nM

600nM

1 400nM

1 200nM




250

200

150

100

50

dp\MalOS

Comparison of IC;, among ALK TKls in the back ground of EML4-ALK variant 1 and mastersin Thoracic Oncology Summit
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Alectinib vs crizotinib in Asian patients
with treatment-naive advanced ALK+

non-small cell lung cancer: 5-year
update from the Phase 3 ALESIA study
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Updated analyses from ALESIA demonstrate durable PFS benefit for
alectinib versus crizotinib, irrespective of CNS involvement at baseline

Updated PFS: ITT population PFS according to CNS status at baseline
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Efficacy and safety of first-line lorlatinib versus crizotinibin = @ ®
patients with advanced, ALK-positive non-small-cell lung
cancer: updated analysis of data from the phase 3,
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randomised, open-label CROWN study

Benjamin | Solomon, Todd M Bauer, Tony S K Mok, Geoffrey Liv, Julien Mazieres, Filippo de Marinis, Yasushi Goto, Dong-Wan Kim, Yi-Long Wu,
Jacek Jassem, Froyldn Lopez Lopez, Ross A Soo, Alice T Shaw, Anna Polli, Rossella Messina, Laura ladeluca, Francesca Toffalorio, Enriqueta Felip

Summary
Background After a median follow-up of 18-3 months, the third-generation anaplastic lymphoma kinase (ALK) Lancet Respir Med 2022
Solomon et al, Lancet Respir Med. 2023 Apr;11(4):354-366. Lorlatinib Crizotinib
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78
678 69 == _. 68.2
63.5
1-yr PFS rate (%) 2-Year PFS rate (%) 3-yr rate PFS rate (%) 4-yr Rate PFS rate (%)
OLorlatinib QOAlectinib W Brigatinib
Lorlatinib Alectinib Brigatinib
1-yr PFS (%) 78 67.8 69
2-yr PFS (%) 68 56.6 48
3-yr PFS (%) 64 46.4 43
4-yr PFS (%) NA 43.7 36

Ou et al Critical Review Oncology Hematology 2023; 187: 104019
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ALEX and CROWN
With baseline CNS mets
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PFS by 7P53 mutation status detected by ctDNA (CROWN, ALTA-1L)

Ou, Lee, Nagasaka, Critical Review Oncology Hematology 2023; 187: 104019
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PFST + PFS2 (+ PFS3) estimates sequencing of next generation ALK TKIs 36.7 month

I Lorlatinib > 36.7m and on-going (CROWN)

pectinib257m (ALEY 31.2 months

Brigatinib

Alectinib 25.7m (ALEX) 3.8m (ALTA-2_ 29.5 months

25.2 months

Ceritinib 16.8 m (ASCEND-4) Lorlatinib 6.9m 23.7 months

| Crizotinib 10.9 m (PROFILE1014) e 18.2 months

Brigatinib 24.0m (ALTA-1L)

| Crizotinib 10.9 m (PROFILE1014) UL Lorlatinib 6.9m 23.2 months

I Crizotinib 10.9 m (PROFILE1014) Alectinib 7.1m (ALUR) Lorlatinib 5.6m 23.6 months

Ou, Lee, Nagasaka
32.4 months Crit Rev Oncol Hematol.
2023 Jul;187:104019)
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PFS by EML4-ALK v1 versus v3 detected by ctDNA (CROWN, ALEX, ALTAI-1L)
Ou, Lee, Nagasaka, Critical Review Oncology Hematology 2023; 187: 104019
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