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Targeted Therapy in NSCLC

Molecular Subtyping of Adenocarcinoma

B KRAS mutabon

8 EGFR mutation »

B ALK fusion

B ROST fusion

B RET fusion

B NTRKT fusion

B BRAF mutation

m MET exon 14 mutation

8 HER2 mutation

B PIK3CA mutation

» HRAS mutation

B NRAS mutation

B AKT mutation
MAP3K 1 mutation

8 Unknown

BV . O TN

Adenocarcinoma

Other

Squamous cell
carcinoma

~

AIRAIN
L e o




Targeted Therapy for Advanced or Metastatic Non-Small Cell Lung Cancer (NSCLC)

NCCN version 4.2022, 09/02/2022
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Targeting KRAS: The Beating Heart Of Cancer
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+15 KRASS'2C inhibitors under clinical development in NSCLC

Drwg Status Chmcolingis. gov NCT No

01553 Phase +4 NCT0AS85035




KRAS G12C inhibitors in NSCLC

Clinical activity

CodeBreak 100

(P=126)
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KRAS G12C inhibitors in NSCLC

GDC-8036

Safety profile
Sotorasid Adagrasib JOQ443
(AMGS510) (MRTX249)
CodeBreak 100 KRYSTALA KontRASY-O1

(n=1286) (rv=1186) (rv=20)
Dose 960 mg QD" 600 mg BID™ 200 mg BID
TRAEs 69.8 974 &4
TRAES G22 20.6 448 103
Dose reduction 222 51.7 26
f:.“"""m 71 69 26

J  Most common TRAEs mciude nauseq, diarhea, vomihing, fatigue,

decreased appetite. ALT/AST increase. dyspepsio.
Most events Grade |, occurred early in study reatment
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AEs were monagecble with supportive medicabions and dose modiications
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KRAS G12C inhibitors in previously freated advanced NSCLC:
Trial design

Docetaxel
Primary endpoint

«

KRAS G12C mutant
NSCLC Stage IV (2L/3L)

¢  Prior treatmant wih a POU)Y nibaor

and chamotheragy KRAS G12C
o Treated beaey metastaoes inhibitor
m— e L
tregled NSCLC with KRAS G12C mutation:
Lead Author: M Jonhson
N=345 N=340 N=360 N=301 Date/Time: Sept 12*, 16:30 - 18:15
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CodeBreaK 200 Phase 3 Study Design

Key eagibiiity craeria R
(. Locally advanced/unresectabie or metasiatc
KRAS G12C-mutned NSCLC Sotorasib 960 mg oral daily
+ 21 prior treatment inciuding platinum-based N=171
chemaotherapy and checkpoint inhibitor -
« No active brain metastases e Randomisation
+ ECOG performancs status < 1 TN =345
Docetaxel 76 mg/m? IV Q3IW
+ Prioe ines of therapy (1 va 2vs > 2) N=174
o RAce (Asian vs nON-Asian)
k. History of CNS involvement (yes vs no) Ry,
Primary Endpoint: PFS by BICR
Secondary Endpoints: Efficacy (OS!, ORR, DOR, TTR, DCR), safety/tolerability, PRO
ITT popufation analysis included all randomised patients

Per reguiatory guidance, protocol was amended fo reduce planned enrolment from 650 1o ~330 patients, and
| | crossover from docetaxed 10 sotorasib was permitted,

Enrolimemt period: June 4, 2020 to April 26, 2021; protocol amendment: February 15, 2021; data cutoff: August 2, 2022,
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Baseline Characteristics

mmm oral dasly Docetaxel 75 mgimv IV Q3W
| (N=171)
AQR. medion (ranQe), yoors 4.0 (22 8% :
Fermnake. n %) 47 1343 79 45.4)
Normy ArvenioodEusope/Othor®, % NF 7T 48 1241724/ 145
Rooce, Ason, n (% 20 112.3) 72 (12,4}
Senoting balory [Cusent of lotmer), n (X) 144 97.1) 164 (95.4)
ECOG parformance wahn | n N 112 |55 1548 10)
History of ONS Involvement. n %) L ARAN ] 60 3
Lver medostass, n (8 XN 25 {200
m
2 65 3.0y &9 29.7)
*»2 2110 27 {155
<ix a3y 55 831 .4)
> -<50% &4 [24.9) 70 (40.0)
Lo h S 0 [351) 40 (204
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Primary Endpoint: PFS by BICR

Sotorasd Y0

ore dady (N= 1) DWMJZW'
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CodeBreaK 200 met its primary endpoint with sotorasib demonstrating superior PFS over
docetaxel (HR 0.66, P = 0.002); 12-month PFS rate was 24.8% for sotorasib and 10.1% for docetaxel
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Tumour Response by BICR
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' Response rate was significantly higher with soforasib versus docetaxel (P < 0.001)

Padents WTOL DOAtine SrDit Msard OF DOS!I Daire [eaf Cor e AN Qs Of wilth BOR of NE a0 Nt shawn

Modan of Dowt parment change YOom Saseins wn sum of Samutens 1or ConSemas rmpondons w Fm
Melkssa L Johraon, MD. 2022 ESMO Congress, September 12 Pors, France. ’G - =8 MEDICINE
o e o

e @ PN E—




OS: Sotorasib vs Docetaxel*
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Most Common TRAEs
Any Grade TRAES (2 10%) or Grade 2 3 (2 5%)
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Most common Grade 3+ TRAESs with sotorasib were diarrhea and elevated liver enzymes, and
with docetaxel were neutropenia, fatigue, and febrile neutropenia

“Htmalaevel TRAE por sredered term regoried

Melssa L Johnson, MD. 2022 ESMO Congress, Seplember 12. Pors, France.
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Multiple Mechanisms of Resistance to KRASG'2C |nhibitors
Adagrasib Sotorasib
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DESTINY—LungOZ
DESTINY-LungOZ Background and Study Design

Randomized, multicenter, international, 2-arm, non-comparative, phase 2 trial (NCT04644237)
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STUDY DESIGN

Full analysis set Prespecified early cohort

Randomization T-DXd T-DXd
e 5.4 mg'kg Q3W 5.4 mg/kg QIW

n=102 . . n=52
I a
N = 152 @ nterim analysis
N =80
T-DXd Lo,
6.4 mgkg

mmmmmm 6.4 mgikg QIW o
n=50 n=28

The prespecified early cohort included patients
randomized 2 4.5 months before the interim analysis
data cutoff to have a more robust efficacy assessment

The prespecified early cohort was defined in the protocol
to assess those patients with 23 post-baseline
assessments at data cutoff (assessments performed
every 6 weeks)

Data cutoff: Mar 24, 2022
Data cutoff: Mar 24, 2022, Median follow-up: 5.54 months (range 0.6-12.1 months)
2L, second-line; BICR, blinded independent central review; DCR, disease control rate; ECOG PS, Eastern Cooperative Oncology Group Performance Status; INV,  investigator; OS, overall survival; PD-(L)1, programmed death

(ligand)-1; PFS, progression-free survival; PK, pharmacokinetic; PRO, patient-reported outcome; Q3W, every 3 weeks; RECIST V1.1, Response Evaluation Criteria in Solid Tumors version 1.1.
1. Nakada T, et al. Chem Pharm Bull (Tokyo) 2019;67:173-185. 2. Ogitani Y, et al. Clin Cancer Res 2016;22:5097-5108. 3. Trail PA, et al. Pharmacol Ther 2018;181:126-142.

4. Li BT, et al. N Engl J Med 2022;386:241-251
Koichi Goto, MD, PhD. 2022 ESMO Congress, September, Paris, France. FAU
J rGenesichre _MEDICINE. % '0&



DESTINY-Lung02

Response by BICR

Prespecified early cohort
T-DXd 5.4 mg'kg

T-DXd 6.4 mg'kg

Median follow-up, months [range)

Daota com

_nggggie_gssesﬂem I_>y BICR h=oe hees
Confirmed ORR,* n (%) 28 (53.8) 12 (42.9)
[95% CI) [39.5, 67.8] [24.5,62.8]
Best overall response, n (%)

CR 1(1.9) 1(36)
PR 27 (51.9) 11 (39.3)
SO 19 (36.5) 14 (50.0)
PD 2(3.8) 1(3.6)
Not evaluablet 3(58) 1(3.6)
DCR," n (%} 47 (80.4) 26 (92.9)
[95% CI} [79.0, 96.8] [76.5, 99.1]
Median DoR, months NE 59
[95% CI) 4.2, NE] (2.8, NE]
Median TTIR, months 14 1.4
[range] {1.2-5.8] {1.2-3.0]
56 (1.1-11.7) 54 (0.6-12.1)
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DESTINY-Lung02
Overall Safety Summary

Drug-related TEAE, %
Ay grade

Safety analysis set

Grade 23

Assooated with drnug dsoontnuation

ASSOGatad with 4ose reduction
Associated with drug nemupton
Assocated with death®
100 50
T-0Xd 5.4 mghg a T-DXd 6.4 mgkg
n=107 n+=3%
Median treatment duration. months (range) 37(07-118) | 33(07-1286)
Median follow-up, months (range) 380117 | 39(105121)

Oubacum® u 0
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VISION and GEOMETRY Trial Designs: Single Arm Phase 2 Trials

VISION'2 GEOMETRY?3#
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IASLC jorkdi 2022 World Conference
~@8— % on Lung Cancer

AUGUST 6-9, 2022 | VIENNA, AUSTRIA

Tepotinib is o once daily and highly selective MET TKI approved for METex 14 skipping NSCLC based mainly on
Cohort A of the mulli-cohort Phase I VISION study!

| Key Inchasion crteda —

¢ Advanced NSCLC (EGFRALK y METex14 skipping
wikd-Sype, af husiologees ) | (primary)

Cantrad confirmation of T e

ME Tex14 skipping by hguid DORLPFS, OS. Satety

andior issue blopsy ; = Exploratory RANO-BM analysish:
| . ’ . - BOR per RANO-BM (pabents wih 1 evaluabie post-

;:;:nw Yoriocect DaS0ANG IUMOr ASSessment) Cisease control was
| defined as CRIPR/SD, of non-CRinon-PD

Here, we report the primary analysis (>9-months' follow-up) of the Independent confirmatory
data cut-off February 20, 2022@

Selected endpoints
Primary:
Objective response by IRC (RECIST vi1.1)

\
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IASLC 4 kit 2022 World Conference
~@8%— % on Lung Cancer

AUGUST 6-9, 2022 | VIENNA, AUSTRIA

Patients in the confirmatory had a median age of 71 years, about half were male, about

half had smoking history, and most had adenocarcinoma histology.

Modan 800, yoars (range) 710 (42-01) 731 [4%-04)
Sex. N Mo 46 6 20
Race. % Whito/Asan 540422 711250
ECOGPS. % o 408745 2T T30
Sencking history, % Yes 435 520
Hisiology. % ASONOCHFTINOMma o2 862
Bran metastases o bassine. % Yes 211 151
Lo of aragy. % Traaymani-nanoprovicusly Veated 0410 454548

ME Tex14 slipping detection’ Tels T4 50801 579651

Tt i ondd Svw Pl T Ton T4 sagueg e el by S gl el e tngey vl oy pad R S L . WYy iy e vk mwm v s o=t by
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IASLC 4l 2022 World Conference
83— 4.V on Lung Cancer

AUGUST 6-9, 2022 | VIENNA, AUSTRIA

Eﬂicacy was particularly meaningful in freatment-naive patients enrolled by tissue biopsy
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Safety profile: MET inhibition has a unique signature

TEAEs (Ovarall Rate Related TEAE Related TEAE Related TEAE Related TEAE
210%) Crizotinib Capmatinib Tepotinib Savoltinb
Any Grade Grade Any Grade Any Grade
grade 23 Iy 23 grade 23 grade 23
Peripheral Edema 51% 1% 2% 8% 63% 7% 54 7%
AST increase a7% NR NR 7% 2% 37% 13%
ALT increase 4% NR NR 7 3% 3% 100t
Hypoalbuminemia NR NR NR NR 16% 2% 23% 0%
Creatinine increase NR NR 20% o 18% 2% NR NR
Fatigue NR NR 4% 3% 7% 1% NR NR
Navusea 41% o% 33% 2% 26% 1% H4% 0%
Vision disorder 45% 1% NR NR NR NR NR NR

1. Crion A ef ol Nodure Med 2020 2. Wor el ol ASCO Annual Meeiing 2019 3 Poe ¢!

ol NEIM 2020 4. Ly of & ASCO Anrcs Meeing X000 r %‘
CenessCore MI'“
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LBAS52- Background

= 15-30% of patients with EGFRm NSCLC treated with
osimertinib develop resistance through MET ampiification
(ME Tamp)'?
* TBx FISH, the goid standard ME Tamp detection method
has detection rates of ~30% compared with ~15% with
NGS LBx?*

-  METamp is associated with a poor prognosis?®

= Tepotinib + an EGFR TKI have shown clinical activity
in EGFRmM NSCLC with ME Tamp

* INSIGHT study (tepotini + gefitinid)’ Adusted bors Lowats ot o 010 )
*  Real-world evidence (fepotinib + osimertind

The combination of tepotinib plus osimertinib is being investigated in patients with EGFRm
NSCLC with METamp in INSIGHT 2: here we present initial results from this study

1. Marafiogem 55, ot of Aoy Onced 208 200mpet S0wT40 2 Mg Y ol & Long Concer 200G TTR V0T 3 St I ol & Fudw Omond 2002 90 %0 Y004
4 Moy C ot ol Compat Stct Saechnot J 20 ITAXIMT. S Ora BC et ol Avn. ol 2018 299177 Abetracs LEAR 6 Kowlouts Aot o Converz 2002 %4007,
7 WuYL ol o Lancet Meapr Med 000 STTLITI-T0A0 B Lo X ot o Poster presentiaion of WOLC 2000 P08 YT 9 Leonett A ot ol B J Concer 200012000 705 201

Julien Matzieres et al. 2022 ESMO Congress, Paris, France. , W m FAU
L
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Study Design of INSIGHT 2

An open-label, two-arm Phase |l study of advanced EGFRm NSCLC with ME Tamp after progression
on 1L osimertinib (N=~120)

Key inclusion criteria Primary objective
~ Locally acvanced or metastatic NSCLC TWSNM@ 3 OR“ERrW'RCb'MII wn
N Py v TBx ;:'s: uommnpmtz
- Acquired resistance to 1L osimertinib mwmw plus osimertind
- METamp detected by ether central or local® Secondary objectives include:
FISH testing (TBx) or central NGS lesting - ORR ty IRC i patonts with
(LBx)! « METamp by LEx NOS troated with lepotind
- ECOGPSofOort Yenotak PhUS OSIMEnnD
~ Stable, treated brain metastases allowed monotherapy amm* * METamp centcally confimed by TBx

FISH realed with jepotind moncths gy

[

Initial results are presented; global enroliment is complete,
primary analysis is planned when all patients have 29 months’ follow-up

T § onsd Lk e baved 00 CX M ress etde il contavatin o UMETE0D wah @ TR eecn o Variis Wisbat 2 DA it (Ol 0 (8 Oy et (. T e ) ik Y Sy
or M patactn Yo METamg waing "Safety 0uve v CONDAMRT Do 10 COMBAtan Tesirent *Patertt 1ecaving Mpoind FONIReafy SOl wich Duid 1) T LOPDWGson M 2@ Wie o Sakste Jrogreetcn

Julien Mazieres et al. 2022 ESMO Congress, Paris, France.
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Objective Response Rate of Tepotinib plus Osimertinib

Tepotinib plus osimertinib (IRC) Tepotinib monotherapy (IRC)
 METamp by central TBx METame by central METamp by
Follow-up Z9 months 23 months 29 months z3 months Folow 26 months
| (N=22) (N=48) (N=16) (N=23) » (Nw12)
onn 54.5% Ty 80.0% 56.5% ORR 1%
(5% C) (322 756 (31.4 608 (267,753 (345 768) (9% C1) 02 38%
BOR, n (%) BOR. n (%)
R 12(545) 22 (458) (500 1531565 12 1{83)
S0 29.0) 5(10.4) 153 1 (4.3 &0 20187
PO 4(182) 10 (20.8) $( S@1.7) PO & (86.7)
NE 4182 "2y 2{125%5 4(174) Nt 183
Samslar ORRs were repored 200000ing 10 ME Tamp GON (TBx FESM) Seven patients SWRCHod 10 lepotind plus
Patlents with 23 months’ followup (N=48) 210 GCN- 51.5% (59% CI: 31 9, 71.3) (Nw27). OSiMerinld and five of them are st on
8-<10 GCN: 40 0% (95% Gt 19 1. €3 9) IN=20)" COMBINGAON restrmand
Confirmed ORR was 54.5% in patients with METamp detected by TBx FISH
with 29 months’ follow-up

"oomgsene post-baseire sosesamenns (vl S0 « 10 wanks (re L CONVD 1 Bruiated aary Socorsraaon (v 1) and PDUAL cslsted sarly Shcordraasoms (ned | Ore patent had GON 4 98 and sovolled Byough

. ’Cemwta-e OLA 3‘ ME%IACtI{JE.
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Safety Profile of Tepotinib plus Osimertinib

>10% all patients, n (%) ———
Any grade Grade 23

Any 65 (73.9) 21 (23.9)
Diarthea 36 (40.9) 0
Perghernl edoma 21(239) 4(4.5)
Parorychia 15470 1(4.%)
Nausea 12{138) 0
Deocreased sppeste 10(11.4) 2(2.3)
Vomitng 10 (11.4) 1(1.1)

AESs led 10 a dose reduction in 16 patients
(18.2%)

+ Tepotinib dose was reduced In 14 paSents (15.9%)
+ Osimertinib dose was reduced in four patients (4.5%)
* Two patients had a dose reduction in both drugs

Primary reason for treatment discontinuation
was AEs In six patients (6.8%)

Two patients had AEs leading to death that
were considered potentially related to
either trial drug by the investigator

+ One patient had preumania’oneumonits

« One patient had pleural efusion

The safety profile of the combination was consistent with the known safety profiles of
tepotinib and osimertinib

’Gmm OLA ’“‘ ME'?}«AC%E
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Conclusions

- The initial analysis of INSIGHT 2 showed that tepotinib plus osimertinib had promising aclivity in
patients with EGFRm NSCLC who progressed on 1L osimertinid with METamp centrally confirmed by
I8x FSH

* ORRwas 54 5% in patients with 29 months’ follow-up (N=22) and 45.8% in palients with 23
monihs' folow-up (N=48)

- Qur data indicate that FISH MET GCN of 25 and/or MET/CEP7 ratio of 22 in TBx samples define
o METamp-positive population with an original sensitizing EGFR mutation that derives clinical
benefit
from the combination of tepotinib plus osimertinib

- The safety profie of the combination was consistent with the known safety profiles of
tepotinib and osimertinio

i 2)
Tepotinib plus osimertinib is an active oral regimen, providing a potential chemotherapy-sparing
targeted therapy option for patients with EGFRm NSCLC with METamp after progression on

A 1L osimertinib, who have a high unmet need i

Julien Mazieres et al. 2022 ESMO Congress, Paris, France. ' W —‘ FAU
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Research
Novel Approaches in EGFR-Mutant Lung Cancer

On-Target resistance Bypass resistance Histologic transformation

EGFR MET HER2 Smal cel lung cancer: 5-15%

Overcoming
Osimertinib
resistance
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Amivantamab and Lazertinib CHRYSALIS Study

On-Target resistance
Amevaniamab MOA
et f Lgent Beang
o Fuly Suvor bispectic entbody et bpets EGFR and VET ..._).-‘_.-—
o Feporton hes wwvune ool-drecng sy’ - -
o Demorabedsd sl scivity scons Gverss [GFSm NSCLOH Oj 4’3 P mtir Omy wetio
o Granted Bresidhiough Thensgy Desgraton fr EGFRM 74~ \-;\.
Ex0n00ms NSCOLC post chomotarapy n US and Oha 2 J
e ¥
T/
crx -
:’: LaZertinid (200 bt Srnare Cob Geeideg Aiwy
(80, o Folert 7 gon T i ooy 0 achvaiing LGFR swttons, Sepe—
::' FRSOM. and ONS Gsease™ ' a’”’""
(1 A o Low mes of EGFR aslated tomcty Sach a5 sk and Oaos’ g L 'a
¢ Low CedovasOly sabuly ma’ - A
o Sefety profie Dl wppos ComOneton wil o 9 LG R 'y

o et

8C Cho el al. 2021 ASCO. absir 9006.



CHRYSALIS-2 (ClinicalTrails.gov Identifier: NCT04077463)

Study DOSigﬂ Post-Osi Progression
& Dose Expansion Cohorts N |
RP2CD. Lazertind 240 mg PO + Endpoints .

Aswardamab 1050 mg (1400 mg for 280 kg) IV

cohornt A

Torartage f prter v (et WI0OTME O ASEDE THDG Seame 2oon of 11 weeis
(370 qpoema Poatd N recepior ot Hoe sor ') Teeton wldme ann X reatior 1 rnetoa 20 pe om BPOCD wcomeended press  Comteanar Cone TR N0ate Wnems FRaNe

CA Shu et al. ASCO 2022
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Demographics and Baseline Characteristics

Characteristic, n (')

=162

Post-Osi Progression

Characteristic, n (%)

Medan age. years (1ange) 615(31-83)  Smoking history
Male / fermabe ST(35)/105(65)  Nomamoker 11 089)
Race Sencker

White 42 (26) Unknown e

Asian 99 (61) Meodan number of pror therapy ines (range)

Biack 1008) 2-3 172
Not reported 2012) 24 45 (28)
ECOGPSON 49 (2091 113(70) | Price therapy regimens

Braun metastases at baseines 66(41) || Frontine osimerind = platinum based chemo 39 (23)
Unirested N9 W2 gen EGFR TK] = camennid - platinum-Dased chemo 67 (42)
Treated 3622) Heavily pretreated or out of sequence 56 (35)

e R e e e e I e e e R L e I L e e I S e L L R

reme temBeep; (L0 P Tawe~ Capetlias DM sng) rop potonts Sa 1200 spue=a gie® W wophss §o= poreotur "F ' wuare Lreas == ads

CA Shu el ol. ASCO 2022



Post-Osi Progression
Best Antitumor Response and ORR by Prior Therapy Group

| Priae Thevapy Groups BCR ORR (38% C) NV ORR (%% O
B Osrmennd -4 platnum.036ed chemceeragy (N"19) 2% 37) 0% (134D
B 152 gemenitoe EGFR TI -5 0w inD -5 pnue-Dased Chamdihenipy (08T, 3% (549 0% (14D
B Meavty pretested of oul Of seqQuence (nesd) I QTN TNV 14D)

Best (ange o Baseine
So0D of Target Lesons ')

GaEabbbibiosuysss

10 efficacy-evauable patients oid not have any evaluable post-baseline target lesion measurements

BOR simtmt mrmperiet carevy rpvme O caefmre e raerow TGN apetersw proad bu b meapter N0 maanioater ansemset TR soamwl wapeesn e el wm of bemeten T Semre brane me b

CA Shv el ol ASCO 2022
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CHRYSALIS Study

Response Among Patients with Identified EGFRIMET-'

‘ Oypass resistance based Resistance
" 3§ L 31

* 17 of 45 patients were identified with either EGFR/MET-based resistance by NGS* (ctONAtssue)
* ORR in this subgroup was 4T%, mDOR was 10 .4 months, CBR was B2%. and mPFS was 6.7 months
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Novel Therapies Post-Osimertinib w MET as Target

Amivanianod « Amyvansonab ¢ QOsmerind « fokso-V « Osmerinid
Laaerinid \Gzerind PO Chemo Saveinnd N=25
N*=45 N= 142 N=4

rial CHRYSALS CHREYSALIS-2 (A) TATTON (81) NCT02099068
Torget EGFR « NET EGFR » MEY EGIR » MET EGFR » MEY

Post-Osl Post-Oyl and Pict- Fost 3% Gen T Post.Oyl

bosed chemo

Blomarker EGFR/MET renistonce; Wihout blomarker MET Ampification MET Expression

unknown redsiance;  Yelechon (indedying
other resistance. redrionce mech o be

repated in he Novre)
O MR 0% W% 87
mOOR L2 4 7.9 Not reponied
(months) (95% CL: 5.3-NR) (95% Ck 7.0-NR) (¥R CL6911.2)
mPFs 4 s 54 Not reporied
(months) (5% CL3T-45) (5% CL42:49) (P55 CL4)-80)
Geode > 3TRAE 16% A3 L35 4 ux

BC Cho of o Fresoniod ar ASCO X2

C Sy of L Presonied Qf ASCO 2022

L S0Qui? ol &k Lance? OnCology 200
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usuoz-xum Ph 1 Study of Patritumab

HER3/Dxd

Patritumab Deruxtecan:
Osimertinib-Resistant, EGFRm NSCLC
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Addressing resistance to osimertinib: ALK

Combined inhibition of ALK and EGFR overcomes ALK mediated resistance

€5

w1 EGFR exon 19 0p Jppc.n 19 ond

o ALK GY1202R
+8£ GER exon 19 ded

Carverv il SNovtom
SH
-

ALK fusion present

Osimerand ¢« Alctnd
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Mobocertinib

Figare 1 Notoomr 9 Activty in Matrases Protasted Patenty WS FLF e 20 Mutation Postove Metntate NSOLL (P99 Codart)

6| Bew pruettage (hange W Lrget lene

Oval, wreversible EGFR ins20 inhidior " | TR T T - [ E———
Womm ‘mm ; R o e & [ e
|
g o
it i .
Cond ORR (RC) s -
e ey 2 i : RN
ROORGRC)  175mei83NE) I - sanps s
TFSIRG TImoe (3592 wld (0 : T
- )

Koy Toxches

« Gl Dsarrhea (91% Any Grade, 21% Grade > 3), Decreased Appetie (35%) Nausea (34%)

* Do Rash (45% Any Grade, 0% Geade > 3), Pasonycha (35%)

« Cardac QTc prolongation (11% Any Grade, 3% Grade > 3) one Treatment-relaled death due % cardiac fallure
o Dose reduction: 25% | Treatment Descontnuation: 17%

lofia Plovowska, MD. 2022 ESMO Congrens. Seplember 10 Pork, Fronce.
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Amivantamab

EGFR-MET bispecific antibody A R

n] - [T E o
> ©® e vy W T
LE ® Ve y g T I
‘E : N e A
i &
T
ORR (IRC) 40% ";f ~
= -
mOORuRC) mmc:s ég —~4
mPFS (IRC) 8.3 months °
—— »
‘=
Key Tooctes
o fuson relsted reactons (66% Any Geade, 3% Grade > J) - most
commonly on C101

o Do Rash (85% Any Geade_ 4% Grade > 3), Parorychia (45%)
o NET-relaled MHypoaburnermss (27%), Edema [18%)
* Dose Raducton 13% | Dose dscontinuaton 10%

PO K o1l el of Ot Oreookigy B0 0 2 0kte 5 0T XN

loha Prorowska, MD. 2022 ESMO Congress, Seplember 10 Porls, Fronce,
r., - veFo*x:‘?!.s a‘ ”m



Emerging Agents: CLN-081 (TASé417)
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Emerging Agents: Sunvozertinib (DZD?008)
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«  TRAE Dese Reduction 15% (Al Doses), 12% (X00mg) |
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Novel Agents Entering Clinic
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Unanswered Questions in EGFR ins20

EXCLAIM-2
Optimal First-Line Treatment Strategies ~ \ { Moboces 160 mg dady ]
* PAPILLON, EXCLAIM-2 may change the standard of —_——
How sho:(lic.l? currently available therapies be ot
mmc , ] Pty Perwtesed « £ = :._'-":‘:
* TKI-> Amivantamab | Amsvantamab - > TKI | <2 nrane —
Combinations PAPILLON
Should treatment be tailored based on the location of S—— - o
the insertion? e | TUENEINEEL et o
;::-_:T.-. R —— - i . Nlotiad
Management of CNS Metastases o - o
* Novel agents (BLU-451, ORIC 114) may have a role ;—:; Ry h—————
Overcoming acquired resistance Ihang 53, Zhu VW. Lung Cancer [Aucki). 2021 Agrawal T,
WCLC 2020,

Zofic Pioowska, MD. 2022 ESMO Congress. Seplember 10; Porss, france. l‘m,, ugc?’f _“‘ w
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Brigatinib: !: Alectinib:
ALTAAIL 52 ALEX
MR O . HR O &7

HRO S HR 0.2%

Ensartinib: .| N e Lortatinib:
eXalt3 e ey CROWN
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Investigator-assessed Overall Survival (OS) in the ITT Population
(stratified analysis)

W0
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Phase 3 ALTA-1L Trial: Final Results

Systemsc PIS: (TT Population

Primary endpoint ‘ BIRC-Assensed Systamc PFS 1T Population
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Lorlatinib, a potent third-generation ALK inhibitor

o Inthe phuse 3 CROWN sy (NG TOO0S 24000, lortatind ( CROWN: a randomazed global phase 3 study \
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At 36.7 months of median follow-up in the lorlatinib arm, BICR assessed PFS
remained longer with lorlatinib than with crizotinib

Intention-to-treat population (ITT) 15
[P Y T
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Unanswered questions...

2% ys 3¢ gen TKI as 1L.
 Continuation TKI with chemotherapy after progression.

dJ TKI sequencing.

J Role of baseline co-mutations ( TP53) or variants in
making treatment decisions for 1L.

 Practical role of post progression biopsy. c
O Management of compound resistance. vsen
 How to improve testing frequency.
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Emerging ALK Inhibitors and Combinations

J On-target resstance 10 3G ALK T ledatinib is mediated by compound ALK kinase doman mutations: novel
4G ALK TKis with potency ogainst couble/riple ALK mutants are therefore being developed.

J TPX-0131 is ¢ 4G compoct. macrocychic ALK inhibiter with precinical potlency ogainst ALK wid-type,
GI1202R. L1198F, and a broad range of ALK compound mutations, currently phase | testing (FORGE-1).

J NVL-655 is © 4G highly selechive ond CNS-panefrant ALK inhibitor with precinical potency ogainst ALK
wid- type, GI1202R, and G1202R-based compound mutalions, anticipated o enter phase | testing in
2022.

J Offtcrget resistance 1o next-generahion ALK TKIs is common,

U Cinical Ficls of combination regimens 1o overcome some of the known off-targel mechanisme of
resistance 1o ALK TKls (e.Q.. ALKI+METL, ALKI+MEKL ALKI+SHPZI| are enroling patients with gocls to assess

watety ond prefiminary efficocy.

Jossica J, Lin, MO, IASLC 2022 Targeted Thercpies in Lung Cancer Meefing. Feb 22-26, 2022.
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Preclinical Activity of NVL-655 in a Patient-Derived NSCLC Model
with Lorlatinib-Resistant ALK G1202R/T1151M Mutation

O Activity agisst ALK Featsrs Crigtisd ~ 2@gen”  loiatind  TPXO931 | NVL485 ol
*:a‘d ‘ﬂ “:‘\J"‘iﬂ"l‘\q;.ﬁﬂ“‘ m‘- - - —
o ' WK xtwty e Yo Ve L Yo
Artiwty aeaerst ALK resstance mutat ions
s G1Ae n
o 6 CLO0R, G120 1 1SV e GO T1 15 IV natamem e ' 1 -~ o » - v
NVL.éSS conder teudlancs 13 prevens et or ther sk GI2RA 119N actwidy e o N Yn Ye
-
. -
recin o Actimity i the central pervous systen [ONS) CNS activity re—— Yos Yo Ly Yo
eckncal DTS of patenty with ALK pootve NSCTLL have drain metamanes 2t dagrese’ i & e
features ’ Sparieg TRAA ::-Of Yeu PRSTT ~ Yes
Sparing TRKB A L
TRy enpwcialy "RXE o uwy o Lage buan abow shbiton n e (NS B A Tatte | Comparstive profies of NVL-53 varman oo ALK phibliory TDWENA- Soroved I -peoasetion ALK
; e aind wllS s otgicr sher e sty d dose Iritng oxctinm PADEDN Nkt crtind) Jectnl and Drgtnh See Figum ]

NL-A55 a being evausted I 2 Poase 17 Rnical 1rad 300 patmats wirh
sdvanted NSCLC sod other 3008 tumo s hirbotieg ALK rescrangoment o
I IOg ALK wutaton (AXONY 1) NCTOSI84420

Mizuta H et ol Gusfave Roussy, University of Por-Saciay, France. 2022 WCILC, Aug 6-9.
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Any news on ALK +in 2022 WCLC?
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Pattern of Resistance- RWD

Cohort ? Cohort 2 P value
slectiniy  Crizotinil stage

2 reg2

« Cohort |: 2G glectinib as 1L, then progressed.

N prepnesice i ks e « Cohort 2: progressed on crzohnib followed by alechnd, then
' Progresson,
symptomatic % 2% oos
CNS progression
* Remtonce mutahon n ALK kinase domain (24/43, 55.8%)
Figure1: Possible resistance mechanism especiclly G1202R (15/43. 34.9%| was the dominant resistonce
mechanism.
- taton in
ALK Mrdess domain ned
B3 MET armpitcation n=) « ALK compound mutction which appeared following the
B3 BRAF fusion net freatment of mulhple ALK-TKIs confered primory resstance
W BAAF VECOE mutation n=1 fo leratinib,
5 KRAS mutationG12A) nat
R KRAS awplfcaton n=2
£ SCC ranufomation nad
B uretendfied 0+
fou I el ol Progresson potiom, ressionce mechankm and sutsegueny tharapy &or ALK +
NSCLC In he eva of 2 G ALE-TKR, National Concer Cenler, Chinese Acodeyry of Mecicol
Scionces and Peking Union Medical Colege. 2002 WCLC, Vienna, Ausiio, Aug 6.9, FAU = ?—"
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Progression pattern, resistance mechanism and subsequent therapy for ALK +
NSCLC in the era of 2 G ALK-TKIs.

Progression-free survival Progression-free survival
242d vs 1.0, p=0.05,
HR=0.46, 95%CHL: 0.18-1.2 __ with ALK secondary 100 e Chomlxiipy =N
st a=ie _ Subseqeent ™™ in patenss wlhout
+ without ALK secondary E ALK wocordey rulalion ne 13
mutation, n=13 % L
§ o B 168d vs 75d, p=0.035,
E HR=0.47, 95%C1.0.19-1.2
14
@ 10 200 0 W SN W 0 0 40 L 10
days &8

U Rebicpsy could be beneficial 1o establish clinical regimerns and estimate effectiveness of subsequent reaiments,
J Chemotherapy 6 shil an important strategy especially in patients with insersitive o targeted therapy.

Tou 7 e ol Natonal Cancer Center, Chinese Acodenmy of Madic ol Sciences and Peling Urson
FAU B “weh 3
8 meDICINE &9 OLA
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Entrectinib in ROST1+ NSCLC: Integrated Analysis

Efff'cacy pOpU’atl'on: STARTRK-2
ROSI+ NSCLC with no Multicenter, global basket phase Il study; 600 mg QD, 28-day cycle
prior ROS1 inhibitor / (s 37 with NSCL)
(n=53)
STARTRK-1
safety population: Phase | dose escalation
Entrectinib-treated (n = 7 with NSCLC)
ROS1+, all tumor types ALKA-372-001
and gene rearrangements Phase | dose escalation
(n = 355) (n = 9 with NSCLC)

* Primary endpoints: ORR, DoR
»= Secondary endpoints: PFS, OS, intracranial ORR and DoR, safety/tolerability

Doebele RC, et ol. WCLC 2018, Abstroct OA02.01. ChinicalTriols.gov. NCTO2568267,
Drilon A, et al. Cancer Discov. 2017,;7:400-409. r OLA
el on

.




IASLC bl 2022 World Conference
48— %~ on Lung Cancer

AUGUST 6-9, 2022 | VIENNA, AUSTRIA

Entrectinib in ROS1+ NSCLC
Lessons learned from ALKA-372-001/STARTRK-1/STARTRK-2 trials

Focus on General Population Focus on Brain Metastases (BMs)
. 172
>40 | 283
- ‘g -
A 4-20 1917 mos : 12.9 1113 8.4 "
: mos - B mos I
NE
| T | ETETTE |

=0k an P — OOAmos aPFimcs Primos w08 mos

B tathepor U IndPepon B 3ed Repont WOLC i B wthepen U Dnafeport Il Safepen | WOLC 3053

- * Entrectinib demonstrated robust overall and intracranial efficacy in ROS1 + NSCLC
* No new safety signals

Drilon A_ et al. Lancet Oncol 2019, Dziadziuszko R, et al JCO 2021, Drilon A, et al. JTO 2022, Fan Y, et al. WCLC 2022

Lorenza Landi, “Regina Elena”™ National Cancer Institute, Rome, italy



IASLC jrddt 2022 World Conference
-8 %~ on Lung Cancer
AUGUST 6-9, 2022 | VIENNA_, AUSTRIA

What's really new about Entrectinib?
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Lorenza Landi, National Cancer Institute, Rome, Italy
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B-Raf/MEK Inhibitors

FOA grants accelerated approval to dabrafenib in

: —— combination with trametinib for unresectable or
* Dabrafenib/Trametinib metastatic solid tumors with BRAF V600

dMelanoma (metastatic and adjuvant) mutation

Jdlung cancer (metastatic) L
QA solid tumors w BRAF‘-‘WE—

= Cobimetinib/Vemurafenib*

<JMelanoma (metastatic)
QdErdheim-Chester Disease*

* Binimetinib/Encorafenib

dMelanoma (metastatic)
JColon Cancer (metastatic)** (encorafenib plus cetuximab)

r‘x«:’; sCore ;5.55: -.“‘
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First-Line: Dabrafenib + Trametinib in Patients with B-Raf V4600E
Metastatic NSCLC: ORR & DOR

(n=36)

Al 2017 Gana cutory?

80 + 64%

N Q8679

CR 6%

PR O5% Dabrafenid + Trametinib

Dabrafenib + Trametinib
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RET Inhibition in Practice

Efficacy of Selpercatinib and Pralsefinib in Acquired resistance fo RET inhibitors
in RET+ NSCILC

R Poatvanted Pa, % AR Oetvastnd g, % OOR, e L) e ad Y

| Sepeatnd U Prafsetind

Delon A, ot al. NEAA 2020. Gainor ), o1 ol Lancet Oncold 2021
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Durability of Efficacy and Safety with Selpercatinib in Palients with RET Fusion+ Non-
Small-Cell Lung Cancer: LIBRETTO-001

CNS Response
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Ongoing Phase lll & Other Trials in RET Fusion + NSCLC

Trial

LUBRETTO-431 [Phose
3)

AcceleRET-Lung
(Phase 3)

UBRETTO-432 (Ph 3;
Adjuvant)
NAUTIKA]
(Phase 2)

LUNG-MAP
{Phase 2)

ORCHARD
(Phase 2)

hitps.//cinicoliriol. gov. Accessed 2y 2, 2022

NCT#
04194944

04222972

04819100

04302025

04280081

03944772

Investigational Arm
Selpercatinib

Pralsetinib

Selpercatinib

Pralsetinib

Confrol Arm

Plat + Pem
+ Pembro

Plat « Pem +/- Pembro

(cdeno); + gem or +
poci/ncb-pach
+ Pembro [5Q)

Placebo

(Neo & Adj biomorker-

selected; B-lIA

(RET fusion+ cdvanced

NSCLC)

on IL Osl)

kB
”‘a«t".’.C 0 .5LA

L o

[RET+ NSCLC progressing
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Unanswered Questions:

JSequential therapy: from Selpercatinib to Pralsetinib or viceversa;
(RWD; S. Dawood; 2022 ASCO, abstr 9079).
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Use of RETis Among Patients with NSCLC: A Real-World Evidence Analysis.

Figure 4 Overall Survival from date of diagnosis of Figure 5 Overall Survival from the date of diagnosis of
stage [V disease among pts without brain metastases stage IV disease among pis stratifed by whether they
stratified by whether they received sRETI or MIOs recerved selpercatinid alone of sefpercantinib followed
by pralsetinib
L

=

J Frst RWD set 1o show use of probsetinid lolowing progression on seipaercatini),

O Statistics: 48,7% tecoed SRETE 52.0% recoived MKIs: 56.4% of pis receiving DIoseinih receved frior seiparcotinky:
28 9% of pis receve sRLIVMELs as st ine theropy.,




Let's discover novel RET inhibitors

Drug CNS Activity against Activity against Phase of development
Penetration | VB804 mutations G810 mutations
BOS172738/DS-5010 Ph. | - NCT03780517
Zeteletinib v + - Treatment naive
Dose escalation data reported
TPX-0046 Preclinical data available
Enbenzotinib v + + Ph. 1/1l ongoing NCT04161391
TKI-naive and pretreated
LOXO- 260 Preclinical data available
v + + Ph. 1/1l ongoing NCT05241834
TKl-pretreated
TAS0953/HMO06 :
Vepafestinib See next slides
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TAS0953/HMOé is more Effective than Selpercatinib in the CNS

TAS0953/
Vehicle HMO06 Selpercatinib ... vehicte - Selpercatinib 10 mg/kg BID
B <+ Vandetanib 50 mgkg QD = TASC953HMOG 50 mg/kg BID
z
2 ®
¢ 10000 % 100
2 1000 S P=0.001
£ 0o _l o 754
£ °
P=0.0002
310 e
g 1 2 254
0 :
o—— _ 0 30 60 9 120 & o 39 60 90 120
- Treatment Time (days) Time of Death (days)
Somewar R, WCLC 2022
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NTRK Pathway
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NTRK fusions are found in diverse
cancer's including lung cancers

Cancers enriched for TREKE fushons

SeCretovy D st Carcinoama
MamMary analOgwe SeCretorfy CarCinOma
Infantile FiberOosa COra

Cancers harboring TRK Tusions at lower freguencies

Conge i Lal mesobDIasT e piviome
Pontine glioema

SO L20d rrve l a0 rma

Thyroid Cancer

QST ("pan-negative ™)

Lung cancer

Other sarcomas
Astrocytoma/Globlmtoma
Colorectal cancer
Cholanglocarcinoma PrOQuency
Pancreatic cancer «<1% to «5%
MHead and e ck sQUAMOUS Cance r

Breast cancer
Nl anoma

Evtimaned 1 5005 000 pateres harbor TRK huson
PORtive Cancers i the Ursted S2a0es anwrsally
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Entrectinib Activity in NTRK Fusion-Positive Solid Tumors:
Individual Patient Responses by Tumor Type

PD 4(74)
Non-CRPD masing o unevakuable 10(185)

I | I |

8 Sarcoma BNSCLC ®MASC ®Breast ®Thyrond SCRC IP!a i
® Neurcendocrine tumors @ Gynecological W Cholangiocarcinoma

Results per BICR

Best Change From Baseline, %
SRBI8L58823,38858
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NRGY1 Gere Fusoms in Sobd Tumonrs

senbanmtumab Inhibits NRGT Fusion Tumor Growth
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Tumors with NRG1 Fusions
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CLIPT-LTK has transformational potential
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Conclusions

O Broad molecular testing at the time of diagnosis is essential 1o select the

optimal freatment (NGS DNA & RNA to be seriously considered; new
standard?).

Q The number of targetable alterations is rapidly growing: recent approvals of
drugs for EGFR exon 20 insertions, KRAS G12C and HER2 mutations in NSCLC.

O Repeat fissue and liquid biopsies will be required to advance our
understanding of therapeutic resistance to new targeted therapies. and to
develop the next generation of drugs to overcome resistance.

a Immun.otheropr should be used with caufion in oncogene-addicted NSCLC,
given limited efficacy for most alterations and concerns about sequencing of
some TKis {(most notably EGFR and ALK) following immunotherapy, Novel, more
effective immunotherapy approaches are urgently needed.

Q In the future, mutation subtypes and/or co-mutations be used to further
tailor therapy (including the selection of targeted therapy, use of

immunotherapy, etc.).
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