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e Describe guideline-directed recommendations for ALK, ROS1, and
NTRK

* Review toxicities of Indicated TKiIs

 Delineate Mechanisms of Resistance




Target Directed Therapy Improves OS
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» Using multiplexed assays of oncogenic drivers in lung cancers to select targeted drugs.

« Kris MG', Johnson BEZ?, Berry LD3, Kwiatkowski DJ4, lafrate AJ®, Wistuba |1, Varella-Garcia M’, Franklin WA?, Aronson SL8, Su PF3, Shyr Y3, Camidge
DR’, Sequist LV>, Glisson BS®, Khuri FR®, Garon EB'°, Pao W?, Rudin C'", Schiller J'2, Haura EB'3, Socinski M', Shirai K'®, Chen H?3, Giaccone
GT®, Ladanyi MT, Kugler K7, Minna JD™2, Bunn PA’.

+ JAMA. 2014 May 21;311(19):1998-2006. doi: 10.1001/jama.2014.3741.
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Targeted Therapy in NSCLC: FDA approvals Voo

Z

ERBBZ amp (0.99)
RIT1 (2.29)

Lung Cancer is HRAS (0.49)
MNREAS (0.4%6)
COM PLEX RET fusion (0.9%:5)

MAPZK I (0.995) —

ALK fusion (1.39%6) Mone
ROS1 fusion (1.79%4) (Z24.4%)
EREBEBZ (1.79%5)
MET ex14 (4.396)
Tremendous progress has been made in Goseey
personalized therapy e
EGFR ALK ROS1 BRAF MET RET TRK KRAS G12C
Erlotinib Crizotinib Crizotinib Dabrafenib Crizotinib Vandetanib Larotrectinib Sotoroasib
Gefitinib Ceritinib Entrectinib Vemurafenib Tepotinib Cabozantinib Entrectinib
Afatinib Brigatinib Trametinib Capmatinib Selpercatinib
Osimertinib Alectinib Pralsetinib

Dacomitinib Lorlatinib

Ramu + Erl

Amivantamab

Mobocertinib ° 5




Targeted Therapy in NSCLC: FDA approvals
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ALK-Rearranged Lung Cancer

e

Identification of the transforming
EML4-ALK fusion gene in non-small-cell
lung cancer

Manabu Soda"?, Young Lim Choi', Munehiro Enomoto'?, Shuji Takada’, Yoshihiro Yamashita', Shunpei Ishikawa’,
Shin-ichiro Fuiiwara', Hideki Watanabe', Kentaro Kurashina', Hisashi Hatanaka', Masashi Bando®, Shoiji Ohno?,
Yuichi Ishikawa®, Hiroyuki Aburatani>’, Toshiro Niki®, Yasunori Sohara®, Yukihiko Sugiyama® & Hiroyuki Mano®”
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ALK-positive patients:

e Never or minimal smokers

* Young (average age 50 )

e Adenocarcinoma type
(signet ring morphology)

e Poor prognosis without Tx



Targeted Therapy Consistently Superior to

Chemotherapy

A Mo Mutations 1.2% I
- UMD 12.0% 100+ Hazard ratio for progression
EGFR sansitizing 19.4% — - . -
=2 or death in the crizotinib group,
Other Drivers 2 9% : 20 0.45 {95% '::'r 0.3 5—'::'5':'}
PTENasS 0.7% o i .
[ COKN2Aloss 1.9% - P<=0.001 (two-sided stratified log-rank test)

B L BRAF nonVeOoE 1.3% =
EGFA 28% = MFT loss 1.0% =

EGFR T790M 5.5% > E 60—

E

EGFR exon20 2.1% EF "h

EGFAWT Amp 1.0% R E 40—

ALK fusion 3.8% ) | KRAS25.3% e ‘A - Crizotinib
" 3 Uy

ROST fusian 2.6% KRAS 25.3% ' B 20
RET fugion 1.7% o
BRAF VE0OE 2.1% o

METsplice 3.0% :Ch-er'n-:lthe:ra p-:'r
MET Amp 1.4% N ,{fff ; E 0.7% 0 I I I | | | |
ERBB2 Amip 1.4% 5129
BACAL o 5 % o PIKICA20% 0 5 10 15 20 25 30 35
TSC12 1058 0.7% 2o mganiut 2.3% Months

* Jordan Ca Disc 2017
e Shaw NEJM 2013



Next-generation ALK TKI efficacy: Indirect comparison®

post-crizotinib (+/- prior chemo)

PFS REMARKABLY consistent across trials for same drug but differs by druqg, despite ‘similar’ ORR

Differ in control of CNS? Differ in suppression of acquired resistance not dominant at baseline? Including non-ALK mechanisms?

ORR % mPFS (months)
Brigatinib 55% (Phase Il) 16.7 months per IRC (90—180mg) (n=110)5
Brigatinib = 76% (Phase I/ll) 16.3 months (90—180mg) (n=25)*
Lorlatinib = 57% (Phase I) 13.5 months® (heterogeneous populations at varying doses; n=14)
Lorlatinib ~ 69% (Phase I) 95% CI 12.5-NR Pre/post chemo (n=59)°
Overlapping
Lorlatinib ~ 73% (Phase Il) 12.5 months (NO ALK mutant detected pre/post chemo) (n=45)" dsalzg‘cgg#t)s
Lorlatinib = 73% (Phase Il) 95% Cl 1.7-NR ALK mutant+ pre/post chemo (n=11)" et
Ensartinib ~ 69% (Phase Il) 9 months’
Alectinib | 50% (Phase Il) 8.9 months (n=138)3
Alectinib 52% (Phase Il) 8.1 months (n=87)?
Alectinib ~ 36% (Phase lll) 7.1 months (IRC) (9.6 by Inv) (n=72)
Ceritinib 56% (Phase I) 6.9 months (n=163)’
Ceritinib 38.6% (Phase Il) 5.7 months (n=140) 12

50% 70% 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17

Median not reached

*Cross-trial comparisons are potentially confounded by differences in trial design and study populations.

ALK, anaplastic lymphoma kinase; CNS, central nervous system; mPFS, median PFS; ORR, objective response rate; PFS, progression-free survival; TKI, tyrosine kinase inhibitor.

1. Gadgeel S et al. ESMO 2017 abstract 12990. and associated presentation. 2. Shaw AT, et al. Lancet Oncol. 2016;17:234-242.. 3. Ou S-HlI, et al. J Clin Oncol. 2015;34:661-668. 4. Bazehnova LA, et al. Annals of Oncology. 2017;28(suppl_5):479-480. 5

Ahn MJ, et al. Journal of Thoracic Oncology. 2017;12(11S2):S1755-S1756. 6. Shaw et al, TLO 2017 (‘1 previous TKI'); 7. Crino et al, JCO 2016 ASCEND 2; 8. ALUR Novello, ESMO 2017; 9. Shaw et al, AACR 2018; 10. Solomon et al, WCLC 2017; 11. Horn
etal CCR 2018; 11. Shaw et al, AACR 2018 12. Crino L et al. J Clin Oncol 2016; 34: 2866-73




ORIGINAL ARTICLE

Alectinib versus Crizotinib in Untreated ALK-Positive Non—Small-Cell Lung Cancer

Solange Peters, M.D., Ph.D., D. Ross Camidge, M.D., Ph.D., Alice T. Shaw, M.D., Ph.D., Shirish Gadgeel, M.D., Jin S. Ahn, M.D., Dong-Wan Kim, M.D., Ph.D., Sai-Hong I.
Ou, M.D., Ph.D., Maurice Pérol, M.D., Rafal Dziadziuszko, M.D., Rafael Rosell, M.D., Ph.D., Ali Zeaiter, M.D., Emmanuel Mitry, M.D., Ph.D., et al., for the ALEX Trial
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Presentation ID 1300P
Efficacy of brigatinib (BRG) vs crizotinib (CRZ): Updated results from the

ALTA-1L trial

Figure 2. Updated Overall BIRC-Assessed PFS
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No. at risk Time (months)
Brigatinib 137 97 84 75 39 3 0
Crizotinib 138 80 49 37 17 2 0
No. (%) of Patients Median PFS,
Treatment With Events mo (95% CI)
Progression Death
Brigatinib (n=137) 56 (41) 7 (5) 24.0 (18.5-NR)
Crizotinib (n=138) 82 (59) 5(4) 11.0 (9.2-12.9)

BIRC-Assessed PFS Event-Free Rate

ITT Population, % Brigatinib Crizotinib
(95% CI) n=137 n=138

2 months 93 (87—96) 91 (85-95)
4 months 87 (79-91) 75 (66—81)
6 months 80 (72—-86) 67 (58-75)
12 months 69 (60-77) 46 (36-54)
18 months 63 (54—71) 36 (27—45)
24 months 48 (39-57) 26 (18-35)

Popat et al, ESMO 2020
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Presentation |ID 1300P
Intracranial efficacy of brigatinib (BRG) vs crizotinib (CRZ): Updated

results from the ALTA-1L trial

Figure 4. Updated BIRC2-Assessed Intracranial PFS
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No. at risk Time (months) No. at risk Time (months)
Brigatinib 137 103 B89 76 41 4 0 Brigatinib 47 34 29 22 12 3 v
Crizotinip 138 77 45 36 18 2 0 Crizotinib 49 17 5 4 2 o o
Median Intracranial Median Intracranial
No. (%) of Patients PFS, mo 2-Year PFS, No. (%) of Patients PFS, mo 2-Year PFS,
Treatment With Events (95% CI) % (95% CI) Treatment With Events (95% CI) % (95% CI)
Intracranial Intracranial
Progression Death Progression Death
Brigatinib (n=137) 30 (22) 10 (7) 32.3 (29.5-NR) 65 (55—73) Brigatinib (n=47) 21 (45)c 0 24.0 (12.9-NR) 48 (30-63)
Crizotinib (n=138) 45 (33)¢ 6 (4) 24.0 (12.9-NR) 50 (38—60) Crizotinib (n=49) 29 (59)° 3 (6) 5.6 (3.7-7.5) 15 (5-32)

2 Intracranial reviewers were independent from systemic reviewers. Only brain lesions were reviewed. Patients were counted as having an event if there was radiologic progression,
radiotherapy to the brain, or death. * Per BIRC assessment. © Includes 1 patient with radiotherapy to the brain. 4 Includes 5 patients with radiotherapy to the brain. ® Includes 2 patients
with radiotherapy to the brain

Popat et al, ESMO 2020



Presentation ID LBA2

Lorlatinib vs Crizotinib in the First-line Treatment of Patients with
Advanced ALK-Positive NSCLC: Results of the Phase 3 CROWN Stud

BAESMD “© CROWN Study Design

Key Eligibility Lorlatinib 100 mg QD Primary endpoint
« Stage llIB/IV ALK+ NSCLC n=149 * PFS* by BICR
* No prior systemic treatment

for metastatic disease Stratified by Secondary endpoints

* PFS by investigator
« ECOG PS 0-2 * Presence of brain metastases FGY-1=] Jy BICR gnd

» Asymptomatic treated or ] : :
Randomized (yes vs no) investigator
untreated CNS metastases 11 . Ethn|c|ty « IC-ORR, DR and IC-DR

were permitted (Asian vs non-Asian) by BICR
» 21 extracranial measurable * |C-time to progression

target lesion (RECIST v1.1) by BICR
with no prior radiation * 0S
required Crizotinib 250 mg BID  Safety
n=147 * QoL

No crossover between treatment arms was permitted

*Defined as the time from randomization to RECIST-defined progression or death due to any cause.

BICR, blinded independent central review; DR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; OS, overall
survival; PFS, progression-free survival, QoL, quality of life; RECIST, Response Evaluation Criteria in Solid Tumors.
ClinicalTrials.gov number, NCT03052608

Solomon et al, ESMO 2020




Presentation ID LBA2

Lorlatinib vs Crizotinib in the First-line Treatment of Patients with Advanced ALK-

Positive NSCLC: Results of the Phase 3 CROWN Study

CONgress
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Solomon et al, ESMO 2020



Presentation ID LBA2

Lorlatinib vs Crizotinib in the First-line Treatment of Patients with Advanced ALK-
Positive NSCLC: Results of the Phase 3 CROWN Study

ERRESMD ™ Intracranial Time to Progression by BICR

00 4 .. S
- = Lorlatinib  Crizotinib
90 + Lorlatinib (n=149) (n=147)
80 -
Patients with event
3 70 1 ’ 9(3 45 (31
- - n (%) ( ) ( )
S = 60
28 50 - Median time to CNS NE 16.6
g5 | Crizotin progression, months '
& 40 NE-NE 11.1-NE
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O 30
201 HR 0.07
. (95% Cl) (0.03-0.17)
1-sided P value* <0.001
0 T T T T T 3 T T T T T
0 3 6 9§ 1 H 18 21 A4 24 0 I *By stratified log-rank test.
No. at Risk Months
Lorlatinib 149 131 122 117 110 78 65 39 25 12 4 2
Crizotinib 147 115 84 65 38 21 16 8 5 2 1 0

Solomon et al, ESMO 2020



\\ 2020 Presidential
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AUGUST 8, 2020 | WORLDWIDE

Phase 3 Randomized Study of Ensartinib vs Crizotinib in Anaplastic
Lymphoma Kinase (ALK)—Positive NSCLC Patients: eXalt3

BIRC-Assessed mPFS (ITT)

100 -
80 Ensartinib  Crizotinib
(n=143) (n=147)
60 1 25.8 12.7
X mPFS (95% Cl), mo
" s ‘, (21.8-NR) (9.2-6.6)
& 40l —e—— Hazard ratio (95% Cl) 0.51 (0.35-0.72)
H Pvalue (log-rank test) .0001
20 1
0 I T I T I T I T T I T I T I T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 Median follow-up
No. at risk Time, months (range), mo
Ensartinib 143 125 107 98 86 78 72 54 30 21 10 5 1 1 1 0 Ensartinib 23.8 (0_44)
Crizotinib 147 124 94 75 56 43 32 23 10 6 2 1 1 0 0 0
Crizotinib 20.2 (0-38)

NR, not reached.

Horn et al, ESMO 2020
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Phase Ill ALK Studies to date

DRUG

CONTROL
ARM

mPFS (mo)

Control (mo)

HR (PFS)
ORR

CERITINIB
CHEMO

16.6
8.1

0.55
72.5

ALECTINIB
CRIZOTINIB

25.9
10.2

0.38
92

ALECTINIB
CRIZOTINIB

34.8
10.9

0.43
83

ALECTINIB
CRIZOTINIB

NR
11.1

0.22
91

BRIGATINIB
CRIZOTINIB

24.0
11.1

0.49
71

LORLATINIB
CRIZOTINIB

NR
9.3

0.28

ENSARTINIB
CRIZOTINIB

25.8
12.7

0.51



Phase Ill ALK Studies to date

| | ASCEND-4 | JALEX ALEX ALESIA ALTA-1 CROWN EXALT-3

DRUG CERITINIB ALECTINIB ALECTINIB ALECTINIB BRIGATINIB ~ LORLATINIB ~ ENSARTINIB
CONTROL CHEMO CRIZOTINIB  CRIZOTINIB  CRIZOTINIB  CRIZOTINIB  CRIZOTINIB  CRIZOTINIB
ARM

mPFS (mo) 16.6 25.9 34.8 NR 24.0 NR 25.8
Control (mo) 8.1 10.2 10.9 111 111 9.3 12.7

HR (PFS) 0.55 0.38 0.43 0.22 0.49 0.28 0.51

ORR 72.5 92 83 91 71

Does PFS benefit translate into improved OS?




Presentation ID LBA2

Lorlatinib vs Crizotinib in the First-line Treatment of Patients with Advanced ALK-
Positive NSCLC: Results of the Phase 3 CROWN Study

Congress

Overall Survival

O Lorlatinib Crizotinib
o Lorlatinib (n=149) (n=147)
- 80 4
.§ 70 - Crizofinib ::;/a';lents with event, n 23 (15) 28 (19)
“§ 60 - 0
E oy Median OS, months NE NE
% 40 (95% Cl) (NE-NE) (NE-NE)
= 30
& - HR 0.72
10 (95% Cl) (0.41-1.25)
0 T T T T T T T T T T 1

No. at Risk Months

Lorlatinib 149 148 141 138 135 133 131 122 101 85 63 50 38 27 13 8 4 1 0

Crizotinib 147 139 133 127 122 116 111 97 85 68 55 40 31 22 12 5 3 0 0

value for OS was not provided since this is an interim analysis for OS and the efficacy boundary for OS was not crossed

F.‘ \
Cl, confidence interval; HR, hazard ratio; NE, not estimable; OS, overall survival

Solomon et al, ESMO 2020



Overall Survival: ALTA-1L ESMO ASIA 2019: Crossover included
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Camidge et al, ESMO 2019



Figure 2. OS-event free rate in the ITT population
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Long survival of ALK+ NSCLC patients post CRIZ if Tx'd with Next Gen ALK TKI w-y

Z

— MNext-generation ALEILD (n=84)

10028 =
Subsequent treatment other than next-generation ALED (n=T4)
Best supportive care (n=105)
802 <+
£ s0%
=
[=
E
2 40%
20%%
] | |
o0 0 L
025 } ; : ‘- ] = - ; 1
0 1 il Ei] BE S0 el T =h O}
Time (months)
g4 T ) ] 4
LEx 74 51 177 2 {0
105 A1 200 L2 K

Next Gen ALK TKI post-criz mMOS 89.6m (53.3 — NR)
Rx but no next gen ALK TKI post-criz mOS 28.2m (22.1 — 33.0)
BSC post-criz mMOS 19.6m (15.1 — 24.5) . o o



mcongress +All Causality Adverse Events with 210% Difference in Frequency

Lorlatinib (n=149) Crizotinib (n=142)
Hypercholesterolemia’ . :
Hypertriglyceridemia’ I Grade 34
Edema’ AE— = Any grade

Weight increased
Peripheral neuropathy®
Cognitive effects’
Diarrhea

Anemia

Fatigue®

Dose reduction Hypertension

rate: Vision disorder®
Lorlatinib 21% ALT increased
Constipation
Mood effects®
Nausea

AST increased
Vomiting
Hyperlipidemia

Dysgeusia
Decreased appetite
Bradycardia

TCluster term
ALT, alanine aminotransferase; AST, aspartate aminotransferase.



In vitro sensitivity to ALKi in BA/F3 cell lines with different resistance mutations:

IC50 ranking

A B Crizotinib Ceritinib Ensartinib Alectinib IBrigatinib Lorlatinib
e ” Y iy wrl 2053 [ 751 T 240 | 2951 [ 1675 | 44s6 1000nM
Crizotinib Ceritinib Ensartinib Alectinib J Brigatinib Lorlatinib 1000nM 70510597.9 | 29.72t0 189.8 | 9.4501065.70 | 1553 10 56.05 J110.1010 27.77 | 2.376 l0 8.357
wrl 230 | 1247 [ 1281 | 1317 | o095 | 0267 5450 1309 | 3000 [ 2579 | 3557
16.23103346 | 7613101992 | 1.073 101530 | 1.044 to 1,818 0.794 10 1.158 | 0.212100.337 G11238 | 5365101256 0701102446 | 1.424 106.319 950310 69.99 | 2411 105992
2717 0.983 1.559 1.14 2.855
G1123S 1243 | 1657 | 1480 | 3300 I 019 | 4248
1675 10 44.09 0.71110 1368 | 1.167 to 2.082) 7.0821017.53 | 2.238 10 3.642 LSZR | 5 14102326 [5336110511.9 | 7863102786 | 2502104 354 Jo128 100287 | 2228 108,001
SOl 1673 [ | o8 | J40 104 | 5866 | 1092 | 5266 | 2263 | 2313
L152R | 20551063611 | 1452105604 | 22421051.56 | 31010394 0840100995 | 8180102024 C1158Y | 602810 1761 | 36.68 108896 |7:39810 1625 |3842107.218 Jl3e42 107218 | 1570103407 800nM
c11sey |, 3060 | 1997 | 27.27 | 1361 | 7659 | 8938 800nM 1528 | 1760 | 1384 | 2478 | 3435 | 7.450
100.6t0931.3 | 54.09t0 737.4 | 9.057 10 82,12 | 5461 to 33.91 3.999t0 14.67 | 4.206 to 18.92 MM7T 7926102945 | 13.111023.62 | 6726102850 | 1450104236 B2297 10 4.278 | 452810 12.26
M1T1T 471.9 165.1 69.25 379.8 25.85 52.53 F1174C 257.7 248.5 64.79 286.2 28.06 13.11
190310 1171 | 59.20 to 460.4 | 3392110 122.3| 126410 1141 | 10581063.14 | 23.4210 117.8 8586107735 | 1102105604 | 2395101753 | 123.0t0665.8 J}13.401058.75 | 6:494 10 26.48
Fi174c | ., 2244 205.1 58.55 19.22 20.10 9.786 2388 157.4 33.28 38.43 31.92 8.258
725210 1195 | 69.89t0 6016 | 24.8210 138.1 | 9.222 1o 40.05' 12.311068.78 | 5.047 to 18.98 F1174V 1704101003 | 60.7310408.0 | 22.671048:86 | 2125106952 B0.08105075 | 573110 11.90
57.91 51.28 6.992 1.988 5.165 2100
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Horn et al, J Thorac Oncol 2019; 14:1901-1911In o e %



Efficacy Non-Head to Head Comparison: Post Next-Gen Gen ALK TKI

ORR| PFS
5.5

Post 2"d Gen
ALK TKI
Population

ALK TKI Trial

Non-crizotinib

ALK TKI
Lorlatinib ..
Phase 2 Alectinib
> 2 ALK TKls

28

62

111

(o)
ek months

5.5
(o)
g months

6.9
months)

40%
\_

Baseline SIECIET
. ECOG PS Prior
Brain Mets .
Therapies
46% >2 0%
NR NR NA
73% >2 5.4%

Besse et al
ASCO 2018

This tells us some but definitely not all cases are still addicted just to ALK and can respond to the right
next ALK TKI if that mechanism is covered by a different ALK TKI




Efficacy Non-Head to Head Comparison: Post Next-Gen Gen ALK TKI (off label trial data)

- I T e
> 2 ALK TKis 21 23% Horn et al NACLC 2017
Ensartinib Phase 1/ 2 atinib + >1 ond
C”ZOt'“L\bL; ;ilz Gen | 16 25% 1.9 months NR NR NR Horn et al CCR 2018
70% patients had 22 . .
Ceritinib ASCEND-9 Alectinib 20 25%  B.7 months 60% WHOPS145%  prior lines any Hor'”ouczh(; le; S
therapy
B”?:L?;i;gi; 5:; 1es Alectinib 22 17%  B.4months 82% NR 59% 2 prior TKls Lin et al JTO 2018
o . 2" Gen TKI ( \ 31% (all patients .
Bngatm&iﬁustrlan (12 patients prior ceritinib 18 77% NR including prior criz NR NR Hochma;:)eitsal wetc
as 2G TKl only) only)
Brigatinib, 0 X 0 Median=3 (includes Stinchcombe et al ASCO
Stinchcombe ISR Next-Gen ALK TKls 20 40% 5.4 months 60% NR ahamal 2019
BRIGALK- French EAP > 2 ALK TKIs o | 0 Median= 3 (includes  Descourt et al ASCO
> 0,
[ (retrospective) (93% crizotinib-ceritinib ) 104 >0% RSl 75% 22 41% chemo) 2019
Brigatinib 2001 Alectinib 9 57% N/A 44% >2 0% NR M“raka”;(')i;a' wete
UVEA- Brigatinib 1 prior ALK TKI \ 50 35% )3.7 months 60% NR Median=1 ALK TKI Novello et al ESMO 2019




Summary: ALK

e Start with a next generation ALK TKI — choose based on safety,
tolerability, efficacy, cost, convenience

* At extra-CNS progression consider rebiopsy and reanalysis for ALK
mutations AND for emerging 2"d drivers for rational choice of next
ALK TKI (regardless of line of therapy in label) or rational combination

* If no actionable change — pemetrexed-based chemo (add in vs swap

out) +/- local ablative therapy
» At CNS progression consider dose escalation/drug change

* The future — 4t gen for compound mutations, actionable second
driver identification, other drugs — degraders, ADCs

e CPls — 3™ or 4t |ine
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Bergethon et al., JCO 30(8): 863-70, 2012; Takeuchi et al., Nat Med 18(3): 378-81, 2012; Rimkunas et al., CCR 18(16): 4449-57, 2012

ROS1 Rearrangements in NSCLC

Identified in ~1% of NSCLC

Also found in some GBMs,
cholangiocarcinomas, and
other tumor types

Activated by chromosomal
rearrangement, leading to
constitutive kinase
activation and oncogene
addiction

No overlap with ALK

e

LX)/

Z



ROS1 Rearrangements in NSCLC

Ongoing studies on mechanisms

1987 2007 2012 2013 of resistance to ROS1 inhibitors
ROS1 ROST Clinicopathologic A secondary
rearrangement is rearrangement features of ROST- || resistance 2016
L. h. o i {.\.-u. .--:;:-:::-,: _-| r .-_- -‘¥- & .

2007

2008

2012 2013 2014

min_ | | Crizofinib gains FDA

rar RS T-

2016 2017

2008
ROS1-rearranged HCCT78
lung cancer cells are found to
be sensitive to ALK inhibitor
tool compound, TAEGS4

2014
Phase | crizotinib
results in ROS71-
rearranged NSCLC
are published

2017
Phase || ceritinib
results in ROST-
rearranged NSCLC
are published

1% to 2% of NSCLC adenocarcinoma

Bergethon, et al. J Clin Oncol. 2012. Riess, et al. CLC 2013. Shan, et al. PLOS One. 2015. Sehgal K, et al.
Precis Cancer Med. 2020 Jun;3:17. Lin JL, et al. J Thorac Oncol. 2017;12(11):1611-1625.



https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=28818606

National

Comprehensive NCCN Guidelines Version 5.2021 %
NCCN g:ﬂﬁg;k@ Non-Small Celi Lung Cancer Discussion

ROS1 REARRANGEMENT POSITIVE!

FIRST-LINE THERAPY?? SUBSEQUENT THERAPY®©©
Preferred Lorlatinib
s pp,hhh or
ROS1 rearrangement E:‘ troctini Entrectinibiif
discovered prior to i atinih PP , ot or
first-line systemic grn Zotini Progression See Initial systemic therapy options
therapy her R Adenocarcinoma (NSCL-K 1 of 5) or
er R = mmen Squamous Cell Carcinoma
Ceritinib (NSCL-K 2 of 5)
ROS1
rearrangement
positive
Complete planned tf"ati"ib
ROS1 rearrangement systemic therapy, including Entrectinibii

maintenance therapy,

discovered during or interrupt, followed by [—Progression't —»

first-line systemic

or
See Initial systemic therapy options

crizotinib (preferred) or (NSCL- of 5)
therapy entrectlnibﬁ““{praferred) gﬂﬁ:ﬁﬁ?ﬂﬁﬂ'ﬂa%iﬁmy reyor

or ceritinib (NSCL-K 2 of 5)




Phase 1 PROFILE 1001 Study: Crizotinib in

ROSI-Rearranged NSCLC—Updated Analysis

* 53 patients received crizotinib;
median duration of treatment: .
22.4 mo 60

* ROS1 status determined by FISH
or RT-PCR

 All patients received crizotinib
250 mg BID starting dose

* Median follow up: 62.6 mo

100

40

20

20+

40

Best Change From Baseline (%)

—60- Best overall response:

B Comple sponse
—80~ M Partial response
St se
[ |

-1004 Progressive disease

Shaw AT, et al. Ann Oncol. 2019; 30(7):1121-1126.



Phase 1 Crizotinib Study: Antitumor Activity
End Points—Updated Analysis

End points ROS1-rearranged NSCLC (N = 53)

ORR, % (95% CI)° 72 (58-83)

CR, n (%) 6 (11)

PR, n (%) 32 (60)

SD (>6 weeks), n (%) 10 (19)

PD, n (%) 3 (6)

Not evaIuatedb 2 (4)
Median time to first tumor response, weeks 7.9 (4.3-103.6)
(range)

Median duration of response, months (95% Cl)d'e 24.7 (15.2-45.3)

| Median PFs, months (95% CI)"" 19.3 (15.2-39.1) |

Shaw AT, et al. Ann Oncol. 2019; 30(7):1121-1126.



Phase 1 Crizotinib Study: Overall Survival—

Updated Analysis

Deaths, n (%) 26 (49)
| Median 0S, mo (95% CI)”  51.4 (29.3-NR) |
100 = + Censored
' 5 6 mo OS 91 (79-96)
ar | =y 12 mo / 24 mo OS 79 (65—-88) / 67 (52-78)
4 il
= "—| 36 mo / 48 mo OS 53 (38-66) / 51 (36-64)
__g 60 |
£ ey i
E—g 1
™ 40
a
]
20 -
0 = T T T 1 1 1 T r 1
0 20 40 &0 &0

No. at risk 53 48 42 37 233 31 27 23 20 20

18 17 13 S 5 4 3 0
Median duration of follow up: 62.6 mo
Shaw AT, et al. Ann Oncol. 2019; 30(7):1121-1126.



ROS1: Crizotinib Activity

Pretreated ROS1 mPFS, mOS,

Trial Region
Pts test months months

Profile, ph. | World 86% FISH/rtPCR 19.3 51.4

OxOnc, ph. I East Asia 81% rtPCR 15.9 32.5

EUROS1, pooled Europe 97% FISH/IHC/NGS . NR

AcSe, basket France 97% IHC/FISH

-

1370

METROS*, Ph.lI 94%




Integrated Patientswith Patients with no

Entrectinib in ROSI-Fusion-Positive NSCLC efficacy-evaluable baselineCNS  baseline CNS

population disease (n=23)*  disease (n=30)"
(n=53)
Objective responses, n; % (95% Cl) 41;77% (64-88)  17:74% (52-90)  24; 80% (61-92)
A Best overall response
- . (V)
_ 20 ORR: 77% Complete response, n (%) 3 (6%)t 0 3(10%)
£ 1 e T Partial response, n (%) 38 (72%)t 17 (74%) 21 (70%)
2=
‘E g Stable disease, n (%) 1(2%) 0 1(3%)
L.E g Progressive disease, n (%) 4 (8%) 4 (17%) 0
% g Non-complete response or non-progressive 3 (6%) 0 3 (10%)
€35 Ea— disease, n (%)
EwW omplete or partial response (n= — L
g -80- g Etabf; dtiseasep[ll) porse (n=41) B 8 N Missing or unevaluable, n (%)% 4(8%) 2(9%) 2(7%)
= [ Progressive disease (n=3) — L Durati f
-100 rrrr1r1r1rrrr1r1r1r1r 11T 1T 1T T T T T T TT T TTTT T TTTT T TTTTTTTTTTI AL I'ESPGI"ISE
B Median, months (95% Cl) 246 (11-4-34-8) 12-6 (6-5-NE) 24-6 (11:4-34-8)
204 Progression-free survival
= o i Median, months (95% Cl) 19-0(12-2-36-6) 13-6 (4-5-NE) 26-3 (157-36-6)
% z Intracranial activity - 20-0%
E % 207 Overall response, n; % (95% Cl) - 11; 55% (32-77)
5 % -409 Best intracranial response
E S
5 £ -604 i Complete response, n (%) 0 4 (20%)
; 7 80| 1 Baseline NS metastases I Partial response, n (%) - 71(35%)
= [ No baseline CNS metastases - HL Stable disease, n (%)
-100 Frr1r1r0r 1711171717117 17T T 1T T T T T T T TTTTTTTTTTTTTTT I : .
Progressive disease, n (%) - 3 (15%)
Non-complete response or non-progressive = 4 (20%)
disease, n (%)
Missing or unevaluable, n (%)§ = 2 (10%)

Shaw AT, et al. Lancet Oncol. 2019; Drilon A, et al. Lancet Oncol. 2020.



Best % Improvement from >

Entrectinib in ROS1-Fusion-Positive NSCLC:

Updated Analysis

Updated integrated analysis of 3 phase I/Il clinical trials (ALKA-372-001, STARTRK-1, and
STARTRK-2) of entrectinib, in ROS1 fusion-positive NSCLC

161 patients with a follow-up of =2 6 months were evaluable

Median duration of follow-up, 15.8 months
Median treatment duration was 10.7 months

ORR: 67.1%

25

N
o
]

o
|

-25

-50

Baseline in SLD

-75 4

<
o
|

Best Improvement From D
Baseline in SLD (%)

-100 4 Best Overall Response

B CRorPR M SD M PD M NE/ND B No baseline CNS metastases M Baseline CNS metastases

.

o

S
|

Dziadziuszko R, et al. J Clin Oncol. 2021;39(11):1253-1263.



Entrectinib in ROSI-Fusion-Positive NSCLC:

S|S?

ROS1 Fusion—Positive NSCLC

Efficacy-Evaluable Population Baseline CNS Metastases?® No Baseline CNS Metastases®

Efficacy Parameter (N = 161) (n = 56) (n = 105)
Objective response, n (%, 95% Cl) 108 (67.1, 59.3 to 74.3) 35 (62.5, 486 to 75.1) 73 (69.5, 59.8 to 78.1)
Best overall response, n (%)

CR 14 (8.7) 4(7.1) 10 (9.5)

PR 94 (58.4) 31 (55.4) 63 (60.0)

SD 14 (8.7) 4(7.1) 10 (9.5)

PD 15 (9.3) 9 (16.1) 6 (5.7)

Non-CR or non-PD 10 (6.2) 2 (3.6) 8 (7.6)

Missing or unevaluable® 14 (8.7) 6 (10.7) 8 (7.6)
DoR

Median, months (95% ClI) 15.7 (139 to 28.6) 14.9 (9.6 to 20.5) 24.6 (13.9 to 34.8)

Range, months 1.8-42 3¢ 1.8-25.7¢ 1.9-42 3¢

Patients with events, n (%) 48 (44 .4) 17 (48.6) 31 (42.5)

6-month durable response, % (95% Cl) 83 (76 to 90) 84 (70 to 97) 83 (74 t0 92)

9-month durable response, % (95% Cl) 75 (67 to 84) 73 (57 to 89) 76 (66 to 86)

12-month durable response, % (95% Cl) 63 (53 to 73) 62 (44 to 80) 63 (51 to 75)

Intracranial ORR: 79.2% (n = 19/24); median intracranial DoR: 12.9 months (12-mo rate, 55%)

a Median duration of follow-up, 15.8 months. b 24 pts w/ measurable
baseline CNS mets by BICR
Dziadziuszko R, et al. J Clin Oncol. 2021;39(11):1253-1263.




Cross-Trial Side Effect Comparison: Crizotinib and Entrectinib

Crizotinib Entrectinib
All grades (%) Grade 3 (%) All grades (%) Grade 3-4 (%)
Vision disorder 87 0 NR NR
Nausea 51 2 17 0
Edema 47 0 16 0
Diarrhea 45 0 26 2
Vomiting 38 4 14 0
“Elevated transaminases 36 4 10/10 2/2
Constipation 34 0 33 0
Bradycardia 21 0 NR NR
_Fatigue 21 0 24 0
Dizziness 19 0 32 <1
Dysgeusia 19 0 42 <1
Hypophosphatemia 17 15 1 <1
Decreased appetite 15 2 NR NR
Neutropenia 15 9 4 4
Rash 13 0 7 1
Weight increase NR NR 19 7
Paresthesia NR NR 17 0
Myalgia NR NR 14 2
Blood creatinine increase NR NR 13 <1

Shaw AT et al., Ann Oncol 2019; 30:1121-26; Drilon A et al., Lancet Oncol 2020;21:261-70



Summary of ROS1 TKils in TKI-Naive ROS1+ NSCLC

N 53 161 20 15 21 22
ORR 72% 67% 67% 93% 62% 91%
(n=108)
Median 19.3 months 15.7 months 19.3 months N/A 21.0 months Not available
PFS
CNS activity N/A 19/24 (79%) 2/5 (40%) N/A 7/11 (64%) 3/3 (100%)
patients with patients with patients with patients with
measurable measurable or measurable or measurable
intracranial nonmeasurable nonmeasurable intracranial
disease intracranial intracranial disease
disease disease
Reference Shaw et al. Dziadziuszko et al. Lim et al. Zhou C et al., Shaw et al. Lancet Cho et al. WCLC
Ann Oncol 2019 JCO 2021 JCO 2017 ASCO 2021 Oncol 2019 2020; ASCO 2019

*FDA-approved; #granted FDA breakthrough therapy designation in 2020 for ROS1 TKI-naive NSCLC
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*FDA-approved; #granted FDA breakthrough therapy designation in 2020 for ROS1 TKI-naive NSCLC
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Lin JJ, et al. Clin Cancer Res 2021;27:2899-909

ROS1-dependent

AS6LT
13N ‘dwe 13N

Post-
crizotinib
biopsies
(n=42)

Unknowr,



Second-Line ROS| TKI Landscape in ROSI+ NSCLC

Lorlatinib Repotrectinib

Cabozantinib

Duration of response
CNS activity
Spectrum of activity against ROS1 resistance mutations . . .



Lorlatinib and Repotrectinib in Crizotinib/ROS1 TKI-

Pretreated Cohorts

Lorlatinib

Best overall response
[ Complete response
[@Partial response

* [Stable disease
@ O0bjective progression
. [OlIndeterminate
H ® Off treatment or progressive disease
! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! ! 1
Patients

N =40

ORR 35% (95% ClI, 21-52)

Median PFS 8.5 months (95% ClI, 4.7 to 15.2)
Median duration of response 13.8 months (95%
Cl, 9.7-NR)

Intracranial ORR 50% (12/24; 95% Cl, 29-71)

Shaw AT et al., Lancet Oncol 2019;20:1691-701

40%
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-80%

Maximum change in tumor size (%) from baseline

-90%

-100%

Repotrectinio

Overall Response
(N=22)

160 40 160 80 80 80 160 160 160 160 240160160 160160 40 160 160 160 109
QD QD QD QD QD QD BID QD BIDBID QD QD QD BIDQD QD BID QD QD

Intracranial Response

(N=5)

160 80 160 40
BID QD QD QD

A

-iz

o LA

Patient with G2032R mutation

A Dose with food

# Stable disease

- @ Progressive disease

a Patient at 160 mg QD or above )
< with crizotinib as ONLY prior TKI 1 Prior TKI

b Patient has achieved an intracranial cPR ™ >1 Prior TKI
J  since Oct 31, 2018 data cut-off

-10%=
-20%=
30% ===
-40%4
-50%
-60%4
-710%4

-80%+

cPR

-90%

-100%=
# cPR
a a

Pretreated with 1 TKI

(N=18"")

Confirmed ORR, n/IN (25)
o525 CI (26)

ORR at 160 mg QD or above
e Crizotinib as ONLY prior TKI

7Z/18 (3925)
(17 — 64)

6/11 (5525)
as7 (5726)

IC-ORR21, n/N (235)
959 CI (2%)

3/4 (7526)
(19 — 29)

Clinical benefit rate, n/IN (25)
o959 CI (26)

14/18 (7825)
(52 — 924)

Median follow-up time, months
Range

14.6
1.4 — 14.6+

*3 of 7 patients remain in cPR from 1.0+ to 7.6+ months |

Cho BC et al., ASCO 2019



Best% Change in Sum of Diameters from Baseline (%)

Taletrectinib in Crizotinib-Pretreated ROSI+ NSCLC: Preliminary Results from

TRUST: Phase Il Study in China

o etront , Post-treatment
re-treatmen 7 weeks (PR)

A
Brain metastases
¥ G2032R mutation
20 4
- *
0
2?1 sb SD
40 -
» 38-year-old female subject with CD74-R0OS1 fusion positive NSCLC
60 1 « 2 prior systematic regimens: chemotherapy and crizotinib
20 « Acquired ROS1 G2032R resistant mutation post-crizotinib therapy
EE'HH » Received taletrectinib at 600 mg QD
D
-100 - + Achieved PR by investigator evaluation at week 7
Subjects (N=5)

Remains on treatment

Zhou C et al., ASCO 2021



ROS1 TKlIs in Crizotinib/TKI-Pretreated ROS1+ NSCLC

Lorlatinib Repotrectinib Taletrectinib
(Phase 1/2) (TRIDENT-1 phase 1) (Pooled US+Japan phase 1)
Patients N=40 N=18 N=6
ORR 35% 39% 33%
(55% at 160 mg qd or above)
Median PFS 8.5 months Not available 14.2 months
CNS activity 12/24 (50%) patients with 3/4 (75%) patients with measurable N/A

measurable or nonmeasurable
intracranial disease

intracranial disease

(reported in China TRUST phase |l
study, Zhou C et al., ASCO 2021)

Clinical ROS1 G2032R
activity

Most common
treatment-related or
treatment-emergent

AEs (all grades)

Reference

Response in 0/6 (0%) patients with a
baseline ROS1 G2032R in plasma

Hypercholesterolemia,
hypertriglyceridemia, edema,
peripheral neuropathy, cognitive
effects, weight increased, dizziness,
mood effects, lipase increased

Shaw et al., Lancet Oncol 2019

Responses in 3/7 (43%) patients with a
baseline ROS1 G2032R

Dizziness, dysgeusia, dyspnea, fatigue,
constipation, paresthesia, anemia,
nausea, cough, pyrexia, headache,

vomiting, upper respiratory tract
infection, ataxia, pain in extremity

Cho et al., ASCO 2019

N/A
(reported in China TRUST phase |l
study, Zhou C et al., ASCO 2021: 3/5
pts w/ ROS1 G2032R w/ response)

ALT increase, AST increase, nausea,
diarrhea, vomiting, creatinine increase

Ou et al, ) Thorac Oncol Clin Res Repa&l.. ..
e o

e
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Sheet4

		IC50 [nM]		Crizotinib		Ceritinib		Alectinib		Brigatinib		Lorlatinib		Repotrectinib		DS-6051b		Entrectinib		Ensartinib		Cabozantinib						IC50 [nM]		Crizotinib		Ceritinib		Alectinib		Brigatinib		Lorlatinib		Repotrectinib		DS-6051b		Entrectinib		Ensartinib		Cabozantinib						IC50 [nM]		Crizotinib		Ceritinib		Alectinib		Brigatinib		Lorlatinib		Repotrectinib		DS-6051b		Entrectinib		Ensartinib		Cabozantinib

		Parental		607.8		1616		1187		2376		340.7		1688		4141		2613		1840		26323		7/6/20				Parental		1032.7		1194.5		991.8		1734.7		18972.9		1362.6		3230.0		2159.0		1783.7		69994.0		average				Parental		1032.7		1194.5		991.8		1734.7		18972.9		1362.6		3230.0		2159.0		1783.7		69994.0		average

				1735		1422		1073		1204				1700		3388		2393		1134		3056		7/8/20						353.7		329.3		142.1		342.8		15213.1		331.5		577.0		349.8		359.9		55710.9		sem						353.7		329.3		142.1		342.8		15213.1		331.5		577.0		349.8		359.9		55710.9		sem

				755.4		545.5		715.3		1624		37605		699.7		2161		1471		2377		180603		7/15/20																																1032.7 ± 353.7		1194.5 ± 329.3		991.8 ± 142.1		1734.7 ± 342.8		18972.9 ± 15213.1		1362.6 ± 331.5		3230 ± 577		2159 ± 349.8		1783.7 ± 359.9		69994 ± 55710.9

		Non-mutant		4.176		12.8		862.4		8.156		0.6523		1.545		1.987		1.983		37.28		2.736		6/17/20				Non-mutant		5.8		16.8		961.5		9.6		0.7		2.1		2.7		2.7		51.2		2.8						Non-mutant		5.8		16.8		961.5		9.6		0.7		2.1		2.7		2.7		51.2		2.8

				8.547		20.67		1059		12.84		0.7368		2.736		3.697		3.689		73.43		3.057		6/20/20						1.4		2.3		56.8		1.6		0.0		0.4		0.5		0.5		11.2		0.1								1.4		2.3		56.8		1.6		0.0		0.4		0.5		0.5		11.2		0.1

				4.659		16.8		963		7.831		0.7338		1.869		2.359		2.536		42.83		2.626		6/24/20																																5.8 ± 1.4		16.8 ± 2.3		961.5 ± 56.8		9.6 ± 1.6		0.7 ± 0		2.1 ± 0.4		2.7 ± 0.5		2.7 ± 0.5		51.2 ± 11.2		2.8 ± 0.1

		S1986F																										S1986F		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!						S1986F		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!

																														ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!								ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!

																																																								ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!

		G2032R		481.4		268.4		599.8		582.5		143.3		23.03		41		292.3		615.7		13.34		7/8/20				G2032R		511.1		260.0		814.9		438.5		153.2		19.2		39.2		318.7		699.4		14.8						G2032R		511.1		260.0		814.9		438.5		153.2		19.2		39.2		318.7		699.4		14.8

				540.8		251.6		1030		294.4		163.1		15.36		37.3		345		783.1		16.3		7/15/20						24.2		6.9		175.6		117.6		8.1		3.1		1.5		21.5		68.3		1.2								24.2		6.9		175.6		117.6		8.1		3.1		1.5		21.5		68.3		1.2

				901.7		511.7		1971		545		311.6		36.8		104.4		718.1		1046		26.22		7/17/20																																511.1 ± 24.2		260 ± 6.9		814.9 ± 175.6		438.5 ± 117.6		153.2 ± 8.1		19.2 ± 3.1		39.2 ± 1.5		318.7 ± 21.5		699.4 ± 68.3		14.8 ± 1.2

		L2086F		422		233		820.1		150.9		5920		371.7		1121		335		1027		7.578		7/6/20				L2086F		539.5		220.6		667.9		166.7		3749.0		635.8		1201.7		469.0		1110.0		4.8						L2086F		539.5		220.6		667.9		166.7		3749.0		635.8		1201.7		469.0		1110.0		4.8

				603.3		199.2		501.8		151.3				625		1157		447.7		1226		3.913		7/29/20						58.8		10.8		92.2		15.6		1772.6		155.7		63.5		84.2		59.8		1.5								58.8		10.8		92.2		15.6		1772.6		155.7		63.5		84.2		59.8		1.5

				593.3		229.7		681.9		197.9		1578		910.6		1327		624.2		1077		2.77		8/5/20																																539.5 ± 58.8		220.6 ± 10.8		667.9 ± 92.2		166.7 ± 15.6		3749 ± 1772.6		635.8 ± 155.7		1201.7 ± 63.5		469 ± 84.2		1110 ± 59.8		4.8 ± 1.5

		S1986F/L2086F		290.4		101.5		593.3		34.67		808.7		145.8		370.3		185.9		670.4		0.6974		6/18/20				S1986F/L2086F		487.3		160.9		882.7		49.1		7882.9		337.0		742.4		413.5		940.3		1.4						S1986F/L2086F		487.3		160.9		882.7		49.1		7882.9		337.0		742.4		413.5		940.3		1.4

				452.5		204.9		962.9		55.3		1034		155.6		677.8		307.4		991.4		1.971		6/22/20						125.0		30.8		149.4		7.2		6961.9		186.4		235.7		170.5		143.3		0.4								125.0		30.8		149.4		7.2		6961.9		186.4		235.7		170.5		143.3		0.4

				719.1		176.4		1092		57.37		21806		709.7		1179		747.3		1159		1.499		7/2/20																																487.3 ± 125		160.9 ± 30.8		882.7 ± 149.4		49.1 ± 7.2		7882.9 ± 6961.9		337 ± 186.4		742.4 ± 235.7		413.5 ± 170.5		940.3 ± 143.3		1.4 ± 0.4

		G2302R/L2086F		409.1		469.4		980.7		335.1		2917		207.8		744.2		346.8		949.9		5.094		7/2/20				G2302R/L2086F		549.4		568.4		1267.2		388.7		3096.7		247.1		761.7		339.1		1007.9		4.8						G2302R/L2086F		549.4		568.4		1267.2		388.7		3096.7		247.1		761.7		339.1		1007.9		4.8

				445.2		709.9		1575		402		2503		202.3		866.1		340.1		978.9		3.267		7/3/20						122.7		72.6		171.9		27.9		404.7		42.1		55.9		4.8		44.3		0.8								122.7		72.6		171.9		27.9		404.7		42.1		55.9		4.8		44.3		0.8

				793.8		526		1246		429.1		3870		331.3		674.9		330.4		1095		6.117		7/8/20																																549.4 ± 122.7		568.4 ± 72.6		1267.2 ± 171.9		388.7 ± 27.9		3096.7 ± 404.7		247.1 ± 42.1		761.7 ± 55.9		339.1 ± 4.8		1007.9 ± 44.3		4.8 ± 0.8

		S1986F/G2302R		502.7		713.7		1045		631.6		821.3		52.99		86.49		698.4		788.3		64.81		7/2/20				S1986F/G2302R		624.4		621.7		1140.3		702.1		961.7		64.0		104.5		618.6		1042.4		74.9						S1986F/G2302R		624.4		621.7		1140.3		702.1		961.7		64.0		104.5		618.6		1042.4		74.9						IC50 [nM]		Crizotinib		Ceritinib		Alectinib		Brigatinib		Lorlatinib		Repotrectinib		DS-6051b		Entrectinib		Ensartinib		Cabozantinib				IC50 [nM]		Crizotinib		Ceritinib		Alectinib		Brigatinib		Lorlatinib		Repotrectinib		DS-6051b		Entrectinib		Ensartinib		Cabozantinib

				554.3		705.2		1142		842.8		945.9		85.27		119.3		682		1178		111.5		7/3/20						97.1		87.8		54.6		70.4		86.0		10.7		9.6		71.7		127.2		18.9								97.1		87.8		54.6		70.4		86.0		10.7		9.6		71.7		127.2		18.9						Parental		1032.7 ± 353.7		1194.5 ± 329.3		991.8 ± 142.1		1734.7 ± 342.8		18972.9 ± 15213.1		1362.6 ± 331.5		3230 ± 577		2159 ± 349.8		1783.7 ± 359.9		69994 ± 55710.9				Parental		1032.7		1194.5		991.8		1734.7		18972.9		1362.6		3230.0		2159.0		1783.7		69994.0

				816.3		446.3		1234		631.9		1118		53.66		107.6		475.5		1161		48.33		7/8/20																																624.4 ± 97.1		621.7 ± 87.8		1140.3 ± 54.6		702.1 ± 70.4		961.7 ± 86		64 ± 10.7		104.5 ± 9.6		618.6 ± 71.7		1042.4 ± 127.2		74.9 ± 18.9						Non-mutant		5.8 ± 1.4		16.8 ± 2.3		961.5 ± 56.8		9.6 ± 1.6		0.7 ± 0		2.1 ± 0.4		2.7 ± 0.5		2.7 ± 0.5		51.2 ± 11.2		2.8 ± 0.1				Non-mutant		5.8		16.8		961.5		9.6		0.7		2.1		2.7		2.7		51.2		2.8

		S1986F/G2302R/L2086F		461.9		1342		1466		1198		5790		593.2		1984		802.6		1189		7.688		6/17/20				S1986F/G2302R/L2086F		571.6		1213.7		1374.3		1189.7		2892.3		1106.7		2118.0		1112.2		1181.3		9.4						S1986F/G2302R/L2086F		571.6		1213.7		1374.3		1189.7		2892.3		1106.7		2118.0		1112.2		1181.3		9.4						S1986F																								S1986F		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!

				669		1440		1352		1158		1459		1383		2445		1470		1098		9.645		6/20/20						60.1		179.5		47.8		16.4		1448.9		257.0		164.4		194.2		46.1		1.0								60.1		179.5		47.8		16.4		1448.9		257.0		164.4		194.2		46.1		1.0						G2032R		511.1 ± 24.2		260 ± 6.9		814.9 ± 175.6		438.5 ± 117.6		153.2 ± 8.1		19.2 ± 3.1		39.2 ± 1.5		318.7 ± 21.5		699.4 ± 68.3		14.8 ± 1.2				G2032R		511.1		260.0		814.9		438.5		153.2		19.2		39.2		318.7		699.4		14.8

				584		859.1		1305		1213		1428		1344		1925		1064		1257		11.01		6/24/20																																571.6 ± 60.1		1213.7 ± 179.5		1374.3 ± 47.8		1189.7 ± 16.4		2892.3 ± 1448.9		1106.7 ± 257		2118 ± 164.4		1112.2 ± 194.2		1181.3 ± 46.1		9.4 ± 1						L2086F		539.5 ± 58.8		220.6 ± 10.8		667.9 ± 92.2		166.7 ± 15.6		3749 ± 1772.6		635.8 ± 155.7		1201.7 ± 63.5		469 ± 84.2		1110 ± 59.8		4.8 ± 1.5				L2086F		539.5		220.6		667.9		166.7		3749.0		635.8		1201.7		469.0		1110.0		4.8

		L2000V		24.4		100.9		1003		56.78		1.731		6.344		17.78		18.64		232		6.643		6/22/20				L2000V		39.6		129.1		993.3		78.3		4.1		10.8		33.1		28.3		279.5		8.5						L2000V		39.6		129.1		993.3		78.3		4.1		10.8		33.1		28.3		279.5		8.5						S1986F/L2086F		487.3 ± 125		160.9 ± 30.8		882.7 ± 149.4		49.1 ± 7.2		7882.9 ± 6961.9		337 ± 186.4		742.4 ± 235.7		413.5 ± 170.5		940.3 ± 143.3		1.4 ± 0.4				S1986F/L2086F		487.3		160.9		882.7		49.1		7882.9		337.0		742.4		413.5		940.3		1.4

				33.96		110.5		797.9		87.47		2.755		12.27		35.84		24.99		256.4		6.691		6/25/20						10.8		23.6		110.1		10.8		1.9		2.2		8.2		6.7		36.0		1.8								10.8		23.6		110.1		10.8		1.9		2.2		8.2		6.7		36.0		1.8						G2302R/L2086F		549.4 ± 122.7		568.4 ± 72.6		1267.2 ± 171.9		388.7 ± 27.9		3096.7 ± 404.7		247.1 ± 42.1		761.7 ± 55.9		339.1 ± 4.8		1007.9 ± 44.3		4.8 ± 0.8				G2302R/L2086F		549.4		568.4		1267.2		388.7		3096.7		247.1		761.7		339.1		1007.9		4.8

				60.44		175.9		1179		90.57		7.925		13.66		45.76		41.25		350		12.12		6/27/20																																39.6 ± 10.8		129.1 ± 23.6		993.3 ± 110.1		78.3 ± 10.8		4.1 ± 1.9		10.8 ± 2.2		33.1 ± 8.2		28.3 ± 6.7		279.5 ± 36		8.5 ± 1.8						S1986F/G2302R		624.4 ± 97.1		621.7 ± 87.8		1140.3 ± 54.6		702.1 ± 70.4		961.7 ± 86		64 ± 10.7		104.5 ± 9.6		618.6 ± 71.7		1042.4 ± 127.2		74.9 ± 18.9				S1986F/G2302R		624.4		621.7		1140.3		702.1		961.7		64.0		104.5		618.6		1042.4		74.9

		S1986F/L2000V		197.4		122.1		1700		81.65		3.053		37.3		91.37		83.49		438		5.01		8/21/20				S1986F/L2000V		163.6		92.6		1206.2		67.4		2.5		19.8		40.7		54.2		387.8		5.2						S1986F/L2000V		163.6		92.6		1206.2		67.4		2.5		19.8		40.7		54.2		387.8		5.2						S1986F/G2302R/L2086F		571.6 ± 60.1		1213.7 ± 179.5		1374.3 ± 47.8		1189.7 ± 16.4		2892.3 ± 1448.9		1106.7 ± 257		2118 ± 164.4		1112.2 ± 194.2		1181.3 ± 46.1		9.4 ± 1				S1986F/G2302R/L2086F		571.6		1213.7		1374.3		1189.7		2892.3		1106.7		2118.0		1112.2		1181.3		9.4

				174.1		90.28		862.6		74.34		2.571		16.62		24.58		51.85		420.2		5.847		8/27/20						23.2		16.4		253.1		10.8		0.4		9.3		25.9		16.3		41.6		0.3								23.2		16.4		253.1		10.8		0.4		9.3		25.9		16.3		41.6		0.3						L2000V		39.6 ± 10.8		129.1 ± 23.6		993.3 ± 110.1		78.3 ± 10.8		4.1 ± 1.9		10.8 ± 2.2		33.1 ± 8.2		28.3 ± 6.7		279.5 ± 36		8.5 ± 1.8				L2000V		39.6		129.1		993.3		78.3		4.1		10.8		33.1		28.3		279.5		8.5

				119.2		65.35		1056		46.29		1.742		5.487		6.206		27.19		305.3		4.788		8/29/20																																163.6 ± 23.2		92.6 ± 16.4		1206.2 ± 253.1		67.4 ± 10.8		2.5 ± 0.4		19.8 ± 9.3		40.7 ± 25.9		54.2 ± 16.3		387.8 ± 41.6		5.2 ± 0.3						S1986F/L2000V		163.6 ± 23.2		92.6 ± 16.4		1206.2 ± 253.1		67.4 ± 10.8		2.5 ± 0.4		19.8 ± 9.3		40.7 ± 25.9		54.2 ± 16.3		387.8 ± 41.6		5.2 ± 0.3				S1986F/L2000V		163.6		92.6		1206.2		67.4		2.5		19.8		40.7		54.2		387.8		5.2

		G2101A		70.91		27.02		859		18.77		2.415		9.768		48.69		12.15		433.8		1.51		6/22/20				G2101A		68.1		34.2		825.1		33.1		3.3		11.6		53.8		16.2		462.2		1.2						G2101A		68.1		34.2		825.1		33.1		3.3		11.6		53.8		16.2		462.2		1.2						G2101A		68.1 ± 9.3		34.2 ± 5		825.1 ± 39		33.1 ± 7.6		3.3 ± 1.1		11.6 ± 0.9		53.8 ± 9		16.2 ± 2.9		462.2 ± 30		1.2 ± 0.1				G2101A		68.1		34.2		825.1		33.1		3.3		11.6		53.8		16.2		462.2		1.2

				50.87		31.74		868.9		35.53		2.08		12.33		41.41		14.8		430.7		1.123		6/25/20						9.3		5.0		39.0		7.6		1.1		0.9		9.0		2.9		30.0		0.1								9.3		5.0		39.0		7.6		1.1		0.9		9.0		2.9		30.0		0.1						G2302R/G2101A		381.7 ± 21.6		412.9 ± 38.9		1056.8 ± 182.1		466.9 ± 43.8		1057.1 ± 57.8		55 ± 3.8		317.3 ± 29.8		318.4 ± 27.6		681.4 ± 30		4 ± 0.1				G2302R/G2101A		381.7		412.9		1056.8		466.9		1057.1		55.0		317.3		318.4		681.4		4.0

				82.66		43.87		747.3		44.85		5.425		12.61		71.39		21.76		522.1		1.103		6/27/20																																68.1 ± 9.3		34.2 ± 5		825.1 ± 39		33.1 ± 7.6		3.3 ± 1.1		11.6 ± 0.9		53.8 ± 9		16.2 ± 2.9		462.2 ± 30		1.2 ± 0.1

		G2302R/G2101A		416.6		434.6		1393		529.2		1075		55.04		341.8		337		712.6		3.943		6/18/20				G2302R/G2101A		381.7		412.9		1056.8		466.9		1057.1		55.0		317.3		318.4		681.4		4.0						G2302R/G2101A		381.7		412.9		1056.8		466.9		1057.1		55.0		317.3		318.4		681.4		4.0						IC50 [nM]		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		DS-6051b		Ensartinib		Alectinib

				386.4		466.7		1010		489.1		1147		61.51		352.1		354		621.4		4.099		6/20/20						21.6		38.9		182.1		43.8		57.8		3.8		29.8		27.6		30.0		0.1								21.6		38.9		182.1		43.8		57.8		3.8		29.8		27.6		30.0		0.1						Parental		1032.7 ± 353.7		2159 ± 349.8		18972.9 ± 15213.1		1362.6 ± 331.5		69994 ± 55710.9		1194.5 ± 329.3		1734.7 ± 342.8		3230 ± 577		1783.7 ± 359.9		991.8 ± 142.1

				342.2		337.4		767.5		382.5		949.2		48.42		258.1		264.1		710.3		3.841		6/24/20																																381.7 ± 21.6		412.9 ± 38.9		1056.8 ± 182.1		466.9 ± 43.8		1057.1 ± 57.8		55 ± 3.8		317.3 ± 29.8		318.4 ± 27.6		681.4 ± 30		4 ± 0.1						Non-mutant		5.8 ± 1.4		2.7 ± 0.5		0.7 ± 0		2.1 ± 0.4		2.8 ± 0.1		16.8 ± 2.3		9.6 ± 1.6		2.7 ± 0.5		51.2 ± 11.2		961.5 ± 56.8

																																																																																S1986F

																																																																																G2032R		511.1 ± 24.2		318.7 ± 21.5		153.2 ± 8.1		19.2 ± 3.1		14.8 ± 1.2		260 ± 6.9		438.5 ± 117.6		39.2 ± 1.5		699.4 ± 68.3		814.9 ± 175.6

																																																																																L2086F		539.5 ± 58.8		469 ± 84.2		3749 ± 1772.6		635.8 ± 155.7		4.8 ± 1.5		220.6 ± 10.8		166.7 ± 15.6		1201.7 ± 63.5		1110 ± 59.8		667.9 ± 92.2

																																																																																S1986F/L2086F		487.3 ± 125		413.5 ± 170.5		7882.9 ± 6961.9		337 ± 186.4		1.4 ± 0.4		160.9 ± 30.8		49.1 ± 7.2		742.4 ± 235.7		940.3 ± 143.3		882.7 ± 149.4

																																																																																G2302R/L2086F		549.4 ± 122.7		339.1 ± 4.8		3096.7 ± 404.7		247.1 ± 42.1		4.8 ± 0.8		568.4 ± 72.6		388.7 ± 27.9		761.7 ± 55.9		1007.9 ± 44.3		1267.2 ± 171.9

																																																																																S1986F/G2302R		624.4 ± 97.1		618.6 ± 71.7		961.7 ± 86		64 ± 10.7		74.9 ± 18.9		621.7 ± 87.8		702.1 ± 70.4		104.5 ± 9.6		1042.4 ± 127.2		1140.3 ± 54.6

																																																																																S1986F/G2302R/L2086F		571.6 ± 60.1		1112.2 ± 194.2		2892.3 ± 1448.9		1106.7 ± 257		9.4 ± 1		1213.7 ± 179.5		1189.7 ± 16.4		2118 ± 164.4		1181.3 ± 46.1		1374.3 ± 47.8

																																																																																L2000V		39.6 ± 10.8		28.3 ± 6.7		4.1 ± 1.9		10.8 ± 2.2		8.5 ± 1.8		129.1 ± 23.6		78.3 ± 10.8		33.1 ± 8.2		279.5 ± 36		993.3 ± 110.1

																																																																																S1986F/L2000V		163.6 ± 23.2		54.2 ± 16.3		2.5 ± 0.4		19.8 ± 9.3		5.2 ± 0.3		92.6 ± 16.4		67.4 ± 10.8		40.7 ± 25.9		387.8 ± 41.6		1206.2 ± 253.1

																																																																																G2101A		68.1 ± 9.3		16.2 ± 2.9		3.3 ± 1.1		11.6 ± 0.9		1.2 ± 0.1		34.2 ± 5		33.1 ± 7.6		53.8 ± 9		462.2 ± 30		825.1 ± 39

																																																																																G2302R/G2101A		381.7 ± 21.6		318.4 ± 27.6		1057.1 ± 57.8		55 ± 3.8		4 ± 0.1		412.9 ± 38.9		466.9 ± 43.8		317.3 ± 29.8		681.4 ± 30		1056.8 ± 182.1



																																																																																Mutation status		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		DS-6051b		Ensartinib		Alectinib

																																																																																Parental		1032.7 ± 353.7		2159 ± 349.8		18972.9 ± 15213.1		1362.6 ± 331.5		69994 ± 55710.9		1194.5 ± 329.3		1734.7 ± 342.8		3230 ± 577		1783.7 ± 359.9		991.8 ± 142.1

																																																																																Non-mutant		5.8 ± 1.4		2.7 ± 0.5		0.7 ± 0		2.1 ± 0.4		2.8 ± 0.1		16.8 ± 2.3		9.6 ± 1.6		2.7 ± 0.5		51.2 ± 11.2		961.5 ± 56.8

																																																																																S1986F

																																																																																G2032R		511.1 ± 24.2		318.7 ± 21.5		153.2 ± 8.1		19.2 ± 3.1		14.8 ± 1.2		260 ± 6.9		438.5 ± 117.6		39.2 ± 1.5		699.4 ± 68.3		814.9 ± 175.6

																																																																																L2086F		539.5 ± 58.8		469 ± 84.2		3749 ± 1772.6		635.8 ± 155.7		4.8 ± 1.5		220.6 ± 10.8		166.7 ± 15.6		1201.7 ± 63.5		1110 ± 59.8		667.9 ± 92.2

																																																																																S1986F/L2086F		487.3 ± 125		413.5 ± 170.5		7882.9 ± 6961.9		337 ± 186.4		1.4 ± 0.4		160.9 ± 30.8		49.1 ± 7.2		742.4 ± 235.7		940.3 ± 143.3		882.7 ± 149.4

																																																																																G2302R/L2086F		549.4 ± 122.7		339.1 ± 4.8		3096.7 ± 404.7		247.1 ± 42.1		4.8 ± 0.8		568.4 ± 72.6		388.7 ± 27.9		761.7 ± 55.9		1007.9 ± 44.3		1267.2 ± 171.9

																																																																																S1986F/G2302R		624.4 ± 97.1		618.6 ± 71.7		961.7 ± 86		64 ± 10.7		74.9 ± 18.9		621.7 ± 87.8		702.1 ± 70.4		104.5 ± 9.6		1042.4 ± 127.2		1140.3 ± 54.6

																																																																																S1986F/G2302R/L2086F		571.6 ± 60.1		1112.2 ± 194.2		2892.3 ± 1448.9		1106.7 ± 257		9.4 ± 1		1213.7 ± 179.5		1189.7 ± 16.4		2118 ± 164.4		1181.3 ± 46.1		1374.3 ± 47.8

																																																																																L2000V		39.6 ± 10.8		28.3 ± 6.7		4.1 ± 1.9		10.8 ± 2.2		8.5 ± 1.8		129.1 ± 23.6		78.3 ± 10.8		33.1 ± 8.2		279.5 ± 36		993.3 ± 110.1

																																																																																S1986F/L2000V		163.6 ± 23.2		54.2 ± 16.3		2.5 ± 0.4		19.8 ± 9.3		5.2 ± 0.3		92.6 ± 16.4		67.4 ± 10.8		40.7 ± 25.9		387.8 ± 41.6		1206.2 ± 253.1

																																																																																G2101A		68.1 ± 9.3		16.2 ± 2.9		3.3 ± 1.1		11.6 ± 0.9		1.2 ± 0.1		34.2 ± 5		33.1 ± 7.6		53.8 ± 9		462.2 ± 30		825.1 ± 39

																																																																																G2302R/G2101A		381.7 ± 21.6		318.4 ± 27.6		1057.1 ± 57.8		55 ± 3.8		4 ± 0.1		412.9 ± 38.9		466.9 ± 43.8		317.3 ± 29.8		681.4 ± 30		1056.8 ± 182.1



																																																																																IC50  ≤  50 nmol/L

																																																																																IC50 > 50 <200 nmol/L

																																																																																IC50  ≥ 200 nmol/L



																																																																																Mutation status		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		DS-6051b		Alectinib

																																																																																Parental		1032.7 ± 353.7		2159 ± 349.8		18972.9 ± 15213.1		1362.6 ± 331.5		69994 ± 55710.9		1194.5 ± 329.3		1734.7 ± 342.8		3230 ± 577		991.8 ± 142.1

																																																																																Non-mutant		5.8 ± 1.4		2.7 ± 0.5		0.7 ± 0		2.1 ± 0.4		2.8 ± 0.1		16.8 ± 2.3		9.6 ± 1.6		2.7 ± 0.5		961.5 ± 56.8

																																																																																G2032R		511.1 ± 24.2		318.7 ± 21.5		153.2 ± 8.1		19.2 ± 3.1		14.8 ± 1.2		260 ± 6.9		438.5 ± 117.6		39.2 ± 1.5		814.9 ± 175.6

																																																																																L2000V		39.6 ± 10.8		28.3 ± 6.7		4.1 ± 1.9		10.8 ± 2.2		8.5 ± 1.8		129.1 ± 23.6		78.3 ± 10.8		33.1 ± 8.2		993.3 ± 110.1

																																																																																L2086F		539.5 ± 58.8		469 ± 84.2		3749 ± 1772.6		635.8 ± 155.7		4.8 ± 1.5		220.6 ± 10.8		166.7 ± 15.6		1201.7 ± 63.5		667.9 ± 92.2

																																																																																S1986F/L2000V		163.6 ± 23.2		54.2 ± 16.3		2.5 ± 0.4		19.8 ± 9.3		5.2 ± 0.3		92.6 ± 16.4		67.4 ± 10.8		40.7 ± 25.9		1206.2 ± 253.1

																																																																																S1986F/L2086F		487.3 ± 125		413.5 ± 170.5		7882.9 ± 6961.9		337 ± 186.4		1.4 ± 0.4		160.9 ± 30.8		49.1 ± 7.2		742.4 ± 235.7		882.7 ± 149.4

																																																																																G2302R/L2086F		549.4 ± 122.7		339.1 ± 4.8		3096.7 ± 404.7		247.1 ± 42.1		4.8 ± 0.8		568.4 ± 72.6		388.7 ± 27.9		761.7 ± 55.9		1267.2 ± 171.9

																																																																																S1986F/G2302R		624.4 ± 97.1		618.6 ± 71.7		961.7 ± 86		64 ± 10.7		74.9 ± 18.9		621.7 ± 87.8		702.1 ± 70.4		104.5 ± 9.6		1140.3 ± 54.6

																																																																																S1986F/G2302R/L2086F		571.6 ± 60.1		1112.2 ± 194.2		2892.3 ± 1448.9		1106.7 ± 257		9.4 ± 1		1213.7 ± 179.5		1189.7 ± 16.4		2118 ± 164.4		1374.3 ± 47.8



















Sheet1



				IC50 (nM)		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		Taletrectinib		Alectinib						IC50 (nM)		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		Taletrectinib		Alectinib

				Parental		840.5		1801.0		>3000		1218.0		>3000		1117.0		>3000		>3000		1207.0						Parental		1032.7 ± 353.7		2159 ± 349.8		18972.9 ± 15213.1		1362.6 ± 331.5		69994 ± 55710.9		1194.5 ± 329.3		1734.7 ± 342.8		3230 ± 577		991.8 ± 142.1

				Non-mutant		5.4		2.7		0.7		2.0		2.8		16.4		9.4		2.6		995.4						Non-mutant		5.8 ± 1.4		2.7 ± 0.5		0.7 ± 0		2.1 ± 0.4		2.8 ± 0.1		16.8 ± 2.3		9.6 ± 1.6		2.7 ± 0.5		961.5 ± 56.8

				G2032R		609.6		436.3		196.6		23.1		17.5		346.4		472.7		53.3		1091.0						G2032R		511.1 ± 24.2		318.7 ± 21.5		153.2 ± 8.1		19.2 ± 3.1		14.8 ± 1.2		260 ± 6.9		438.5 ± 117.6		39.2 ± 1.5		814.9 ± 175.6

				L2000V		37.1		25.9		2.5		10.1		7.6		124.9		78.9		29.8		985.0						L2000V		39.6 ± 10.8		28.3 ± 6.7		4.1 ± 1.9		10.8 ± 2.2		8.5 ± 1.8		129.1 ± 23.6		78.3 ± 10.8		33.1 ± 8.2		993.3 ± 110.1

				L2086F		536.8		440.0		>3000		587.9		3.6		226.9		159.3		1265.0		672.5						L2086F		539.5 ± 58.8		469 ± 84.2		3749 ± 1772.6		635.8 ± 155.7		4.8 ± 1.5		220.6 ± 10.8		166.7 ± 15.6		1201.7 ± 63.5		667.9 ± 92.2

				S1986F/L2000V		159.4		36.1		2.4		7.2		5.1		86.9		62.5		20.3		1080.0						S1986F/L2000V		163.6 ± 23.2		54.2 ± 16.3		2.5 ± 0.4		19.8 ± 9.3		5.2 ± 0.3		92.6 ± 16.4		67.4 ± 10.8		40.7 ± 25.9		1206.2 ± 253.1

				S1986F/L2086F		469.7		344.2		>3000		241.2		1.3		154.8		48.5		662.6		919.9						S1986F/L2086F		487.3 ± 125		413.5 ± 170.5		7882.9 ± 6961.9		337 ± 186.4		1.4 ± 0.4		160.9 ± 30.8		49.1 ± 7.2		742.4 ± 235.7		882.7 ± 149.4

				G2032R/L2086F		498.6		335.4		>3000		248.9		5.0		573.9		450.9		744.2		1254.0						G2032R/L2086F		549.4 ± 122.7		339.1 ± 4.8		3096.7 ± 404.7		247.1 ± 42.1		4.8 ± 0.8		568.4 ± 72.6		388.7 ± 27.9		761.7 ± 55.9		1267.2 ± 171.9

				S1986F/G2032R		594.4		718.5		990.6		65.1		70.1		614.7		717.0		105.4		1137.0						S1986F/G2032R		624.4 ± 97.1		618.6 ± 71.7		961.7 ± 86		64 ± 10.7		74.9 ± 18.9		621.7 ± 87.8		702.1 ± 70.4		104.5 ± 9.6		1140.3 ± 54.6

				S1986F/G2032R/L2086F		562.8		1111.0		2131.0		1178.0		9.4		1116.0		1341.0		2432.0		1150.0						S1986F/G2032R/L2086F		571.6 ± 60.1		1112.2 ± 194.2		2892.3 ± 1448.9		1106.7 ± 257		9.4 ± 1		1213.7 ± 179.5		1189.7 ± 16.4		2118 ± 164.4		1374.3 ± 47.8



				IC50 (nmol/L)		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		Taletrectinib		Alectinib						IC50 (nM)		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		Taletrectinib		Alectinib

				Parental		840.5		1801.0		>3000		1218.0		>3000		1117.0		>3000		>3000		1207.0						Parental		1032.7 ± 353.7		2159 ± 349.8		>3000		1362.6 ± 331.5		>3000		1194.5 ± 329.3		1734.7 ± 342.8		>3000		991.8 ± 142.1

				Non-mutant		5.4		2.7		0.7		2.0		2.8		16.4		9.4		2.6		995.4						Non-mutant		5.8 ± 1.4		2.7 ± 0.5		0.7 ± 0		2.1 ± 0.4		2.8 ± 0.1		16.8 ± 2.3		9.6 ± 1.6		2.7 ± 0.5		961.5 ± 56.8

				G2032R		609.6		436.3		196.6		23.1		17.5		346.4		472.7		53.3		1091.0						G2032R		511.1 ± 24.2		318.7 ± 21.5		153.2 ± 8.1		19.2 ± 3.1		14.8 ± 1.2		260 ± 6.9		438.5 ± 117.6		39.2 ± 1.5		814.9 ± 175.6

				L2000V		37.1		25.9		2.5		10.1		7.6		124.9		78.9		29.8		985.0						L2000V		39.6 ± 10.8		28.3 ± 6.7		4.1 ± 1.9		10.8 ± 2.2		8.5 ± 1.8		129.1 ± 23.6		78.3 ± 10.8		33.1 ± 8.2		993.3 ± 110.1

				L2086F		536.8		440.0		>3000		587.9		3.6		226.9		159.3		1265.0		672.5						L2086F		539.5 ± 58.8		469 ± 84.2		>3000		635.8 ± 155.7		4.8 ± 1.5		220.6 ± 10.8		166.7 ± 15.6		1201.7 ± 63.5		667.9 ± 92.2

				S1986F/L2000V		159.4		36.1		2.4		7.2		5.1		86.9		62.5		20.3		1080.0						S1986F/L2000V		163.6 ± 23.2		54.2 ± 16.3		2.5 ± 0.4		19.8 ± 9.3		5.2 ± 0.3		92.6 ± 16.4		67.4 ± 10.8		40.7 ± 25.9		1206.2 ± 253.1

				S1986F/L2086F		469.7		344.2		>3000		241.2		1.3		154.8		48.5		662.6		919.9						S1986F/L2086F		487.3 ± 125		413.5 ± 170.5		>3000		337 ± 186.4		1.4 ± 0.4		160.9 ± 30.8		49.1 ± 7.2		742.4 ± 235.7		882.7 ± 149.4

				G2032R/L2086F		498.6		335.4		>3000		248.9		5.0		573.9		450.9		744.2		1254.0						G2032R/L2086F		549.4 ± 122.7		339.1 ± 4.8		>3000		247.1 ± 42.1		4.8 ± 0.8		568.4 ± 72.6		388.7 ± 27.9		761.7 ± 55.9		1267.2 ± 171.9

				S1986F/G2032R		594.4		718.5		990.6		65.1		70.1		614.7		717.0		105.4		1137.0						S1986F/G2032R		624.4 ± 97.1		618.6 ± 71.7		961.7 ± 86		64 ± 10.7		74.9 ± 18.9		621.7 ± 87.8		702.1 ± 70.4		104.5 ± 9.6		1140.3 ± 54.6

				S1986F/G2032R/L2086F		562.8		1111.0		2131.0		1178.0		9.4		1116.0		1341.0		2432.0		1150.0						S1986F/G2032R/L2086F		571.6 ± 60.1		1112.2 ± 194.2		2892.3 ± 1448.9		1106.7 ± 257		9.4 ± 1		1213.7 ± 179.5		1189.7 ± 16.4		2118 ± 164.4		1374.3 ± 47.8



				IC50  ≤  50 nmol/L																								IC50  ≤  50 nmol/L

				50 nmol/L < IC50 <200 nmol/L																								IC50 > 50 <200 nmol/L

				IC50  ≥ 200 nmol/L																								IC50  ≥ 200 nmol/L









						Crizotinib		Ceritinib		Alectinib		Brigatinib		Lorlatinib		Repotrectinib		Taletrectinib		Entrectinib		Ensartinib		Cabozantinib

				Parental		840.5		1117		1207		3449		109856		1218		3106		1801		2189		~ 123252

				Non-mutant		5.413		16.43		~ 995.4		9.395		0.7057		2.035		2.563		2.653		48.12		2.807

				S1986F

				G2032R		609.6		346.4		1091		472.7		196.6		23.12		53.29		436.3		748.5		17.49

				L2086F		536.8		226.9		672.5		159.3		~ 3909		587.9		1265		440		1210		3.632

				S1986F/L2086F		469.7		154.8		919.9		48.53		8561		241.2		662.6		344.2		1006		1.32

				G2302R/L2086F		498.6		573.9		1254		450.9		3712		248.9		744.2		335.4		1099		5.042

				S1986F/G2302R		594.4		614.7		1137		717		990.6		65.08		105.4		718.5		1206		70.12

				S1986F/G2302R/L2086F		562.8		1116		~ 1150		1341		2131		1178		2432		1111		1556		9.353

				L2000V		37.07		124.9		985		78.94		2.537		10.05		29.79		25.91		273.4		7.634

				S1986F/L2000V		159.4		86.92		1080		62.51		2.374		7.24		20.25		36.07		193.7		5.137







				Mutation status		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		Taletrectinib		Alectinib

				Non-mutant		5.4		2.7		0.7		2.0		2.8		16.4		9.4		2.6		995.4

				G2032R		609.6		436.3		196.6		23.1		17.5		346.4		472.7		53.3		1091.0



				Mutation status		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		Taletrectinib		Alectinib

				L2086F		536.8		440.0		>3000		587.9		3.6		226.9		159.3		1265.0		672.5

				S1986F/L2086F		469.7		344.2		>3000		241.2		1.3		154.8		48.5		662.6		919.9

				G2302R/L2086F		498.6		335.4		>3000		248.9		5.0		573.9		450.9		744.2		1254.0

				S1986F/G2302R/L2086F		562.8		1111.0		2131.0		1178.0		9.4		1116.0		1341.0		2432.0		1150.0



				Mutation status		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		Taletrectinib		Alectinib

				S1986F/G2302R		594.4		718.5		990.6		65.1		70.1		614.7		717.0		105.4		1137.0



				Mutation status		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		Taletrectinib		Alectinib

				L2000V		37.1		25.9		2.5		10.1		7.6		124.9		78.9		29.8		985.0

				S1986F/L2000V		197.4		83.5		3.1		37.3		5.0		121.3		81.7		90.2		1700.0

						1st gen.				Next gen.				type 2

				IC50 (nM)		Crizotinib		Entrectinib		Lorlatinib		Repotrectinib		Cabozantinib		Ceritinib		Brigatinib		Taletrectinib		Alectinib

				Non-mutant		5.4		2.7		0.7		2.0		2.8		16.4		9.4		2.6		995.4

				G2032R		609.6		436.3		196.6		23.1		17.5		346.4		472.7		53.3		1091.0

				L2086F		536.8		440.0		>3000		587.9		3.6		226.9		159.3		1265.0		672.5

				S1986F/L2086F		469.7		344.2		>3000		241.2		1.3		154.8		48.5		662.6		919.9

				G2302R/L2086F		498.6		335.4		>3000		248.9		5.0		573.9		450.9		744.2		1254.0

				S1986F/G2302R		594.4		718.5		990.6		65.1		70.1		614.7		717.0		105.4		1137.0

				S1986F/G2302R/L2086F		562.8		1111.0		2131.0		1178.0		9.4		1116.0		1341.0		2432.0		1150.0

				L2000V		37.1		25.9		2.5		10.1		7.6		124.9		78.9		29.8		985.0

				S1986F/L2000V		159.4		36.1		2.4		7.2		5.1		86.9		62.5		20.3		1080.0






Combination Strategies in ROSI Fusion+ NSCLC
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Small Cell Transformation in ROS1 Fusion+ NSCLC

Initial diagnosis Autopsy
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ROSI| Conclusions

* Account for 1-2% of all Non-sq NSCLC

* Crizotinib and Entrectinib: active agents, with RR% > 65%, PFS
15-20 mos, LTS rates > 4 yrs

* At resistance, R/O other actionable markers, as well as SCLC
transformation

* Lorlatinib, Repotrectinib, Taletrectinib and Cabozantinib all active
 SOC: Platinum and Pemetrexed +/- Bev




The TRK pathway is involved in nervous
system development and maintenance

MNeurological consequences

Impairments in memory, learning
and nociception and development
of obesity caused by hyperphagia
and hyperdipsia in mice and
humans (INTRKZ2/NtrkZ2 mutant)

Defect in proprioception,
impairment of motor

neuron afferents and loss
of a population of dorsal |

root ganglia neurons T ——

(Ntrk3 null) =

Lack populations of motor |

neurons as well as dorsal =

root and trigeminal
neurons (Ntrk2 null)

Severe sensory and
sympathetic neuropathies
(Ntrk1 null)

Congenital insensitivity to “———

pain with anidrosis (CIPA)
(NTRK1 mutant)

MNMon-neurclogical consequences

Increased apoptosis of
cardiac endothelial cells
and decrease in
intramyocardial blood
vessel density (Ntrk2 null)

! Atrial and ventricular
1 septal defects and valbwlar

defects (Ntrk3 null)

Inhibition of the ovulation
in rats (TRKA inhibition)

BDMNMF-TRKE axis has a role
in oocyte development
into pre-implantation
mouse embryos (TRKB
inhibition)

MNTRK1 (TRKA)

NTRKZ (TRKB)

| | NTRK3 (TRKC)




NTRK fusions are found across diverse

adult and pediatric cancers

Cancers enriched Adult cancers

for TRK fusions
@ Frequency >90% & High-grade glioma

Cancers harbouring TRK

s : Paediatric cancers
fusions at lower frequencies MASC — / §
® 5% to 75% i & Head and neck cancer ;
® <5% lhyroid — A gy High-grade glioma
® <5 cancer ;
/ Sarcoma y
| Acute lymphoblastic
Lung cancer T o o leukaemia, acute = Papillary
Breast cancer : / \O myeloid leukaemia, e thyraid cancer
: e 3 histiocytosis, multiple %
Secretory breast carcinoma " [ ] J 1 myeloma and dendritic
Castrointestinal i § L ] 8% cell neoplasms Secretory breast
stromal turmaur —® | RS carcinoma
(pan-negative) A A Renal cell Ly .
’ x carcinoma = | Infantile
Cholangiocarcinoma : L8 fibrosarcoma

Pancreatic cancer
| o +— Cellular and

Colorectal cancer ) mixed congenital
mesoblastic
nephroma

Melanoma —@ i

Spitzoid tumours —i@

Cocco et al, Nat Rev Clin Oncol 2018



Targeted RNA sequencing can complement DNA-based NGS by o

increasing NTRK fusion detection O

Driver detected by ArcherDx Profile of actionable fusions Clinical benefit of matched
D N A in MSK-IMPACT “actionable detected by ArcherDx targeted therapyin
driver-negative” cases targeted RNA sequencing eligible patients
no driver
identified
ROS1
28%
Areh (10/36) Y
rcher Archer 17% Clinical _
Negative Positive (6/36) B Progression
RNA mp &
(219/255) (36/255) (8/10) (2/10)

NRG1
14%
(5/36)

(5/36)

* Stage IV patients
** Partial Response/Stable Disease as assessed

by RECIST v.1.1

Benayed et al, Clin Cancer Res 2018




Efficacy of larotrectinib in TRK fusion cancers

40 - Objective response rate (95% Cl) 16% (62-87%)

Partial response 64%
30

Complete response 12%

Stable disease

Progressive disease

Maximum change in tumor size (%)

*Patient had TRK solvent front resistance mutation (NTRK3 G623R) at baseline due to prior therapy; *Pathologic CR i 4
Note: One patient not shown here. Patient experienced clinical progression and no post-baseline tumor measurements were recorded.

David Hyman at 2017 ASCO Annual Meeting
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Long-term efficacy of larotrectinib in TRK-

fusion positive NSCLC

This analysis reports updated long-term efficacy
and safety data of patients with TRK fusion-
positive lung cancer treated with larotrectinib

Adult phase |
(NCT02122913)

+ Age =18 years

+ Advanced solid tumors

NAVIGATE:
adult/adolescent phase Il

‘basket’ trial (NCT02576431) =19 |

« Age 212 years
+ Advanced solid tumors
+ TRK fusion cancer

Maximum change in tumor size (%)

Endpoints
Primary
+ ORR per
investigator
assessment

(RECIST v1.1)
Secondary

DoR

PFS

(01]

Safety

Data cut-off: July 20, 2020 Dose: 100 mg BID

N =20

Age, median (range), years

Sex, n (%)
Male
Female

CNS metastases at baseline, n (%)
No
Yes
Previously treated with radiotherapy”

NTRK gene fusion, n (%)
NTRK1
NTRK2
NTRK3

Testing methods, n (%)
RNA-based anchored multiplex PCR
RNA-based NGS
RNA-based whole transcriptome sequencing
DNA-based NGS

Tumor histology, n (%)
Adenocarcinoma
Neuroendocrine carcinoma

All patients Patients with
(N = 20) CNS met (N =10)
Evaluable patients, n 15 8
ORR, % (95% ClI) 73 (45-92) 63 (25-91)
Best response, n (%)
Complete response 1(7) 0
Partial response 10 (67) 5 (63)
Stable disease 3 (20) 2 (25)
Progressive di 1(7) 1(13)
1 2 3 4 5 8 7 8 9 10 1 12 13 14 15

I With CNS metastases

B Without CNS metastases

485 (25.0-76.0)

10 (50)
10 (50)
2 (10)

Patient #

Lin JJ, et al. ASCO 2021



Larotrectinib

ORR 79%
(95% Cl 72-85%, n=159)
Median DoR 35.2 months
Median PFS 28.3 months

Entrectinib

ORR 57%
(95% Cl 43-71%, n=54)
Median DoR 10 mon
Median PFS 11 mont

Greatest change from haseline insum of largest

diameter in target lesions (%)

ur size (%)

change in tumo

I Appendix B Bone sarcoma [ Breast
40 I Cancer of unknown primary Bl Cholangiocarcinoma [ Colon
[l Congenital mesoblastic nephroma Bl GIST EIFs
304 B Lung 3 Melanoma [CIPancreas
204 [ Salivary gland 3 Other soft tissve sarcoma [ Thyroid
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TRK inhibitors are active in the CNS

Patients with brain Larotrectinib
metastases

ORR (at all sites) ORR 60% (n=5) ORR 50% (n=12)
Intracranial ORR ORR 66% (n=3) ORR 55% (n=11)

Intracranial PFS Not reported 14 months

TRK fusion-positive lung cancer with
brain metastases treated with

larotrectinib
« Confirmed PR (—34%)
* Near intracranial CR (-95%,
volumetric)
Remains on therapy at 6+ months

Drilon et al, ASCO 2019; Demetri et al, ESMO 2018; Rosen et al JCO-PO 2019



"' D Thorct aeoples | ZhoVAL EEEEEEEEE
TRK inhibitors are well-tolerated
Entrectinib Larotrectinib Crizotinib

B (7 %

Dose
Reduction

Treatment ’ E
Discontinuation
Drilon, Annals of Oncology 2019




TRK fusion-positive cancers can develop on-target resistance to
TRK inhibitor therapy

15t-generation TKI

NTRK fusion NTRK fusion
NTRK mutation

Larotrectinib

Drilon et al, Cancer Discov 2017



2020
VIRTUAL

ext-generation TRK TKIs can address on-target resistance to
early-generation TRK TKIs

' 1st gen drug 2nd gen drug

Personalized Therapies
in Thoracic Oncology

Larotrectinib Selitrectinib

Entrectinib Repotrectinib
Taletrectinib
SIM1803-1A
PBI-200

baseline week 4 week 12

. . thoraciccancermeeting.com
Drilon et al, Cancer Discov 2018



Next-gen TRK TKIls can address on-target resistance to early-generation TRK TKls #

b

8883883888

Kinase domain mutation:
SF
GK

B xDFG

Maximum change in tumor size {%)
§88586
3%
E-

Cocco et al, Nature Med 2019 o o o



é Pursanalied Thetapies
Conclusions

* TRK inhibitors are active and results in durable disease control in NTRK
fusion-positive cancers.

* Resistance to TRK inhibitor therapy can develop
* Next-generation TRK TKls can re-establish disease control
* Molecular profiling can help direct treatment sequencing

 TRK inhibitors are well-tolerated
 Low rate of dose modification and discontinuation

 TRK inhibitors have a unique side-effect profile that requires monitoring in the
clinic




Lazarus Effect

Actionable Oncogenic Drivers Trump PS

Jean-Baptiste Jouvenet, 1706
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