SEVERANCE

Newly Approved Targeted Agents
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Proportion of stage (%)
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- EGFR mutation ~50 % in adenocarcinoma

- ALK mutation ~ 5% in NSCLC

Treatment of initially diagnosed with NSCLC

Surgery

(including adjuvant therapy)
Chemotherapy

Supportive care

Radiation therapy only
Unknown

CCRT
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TESTING RESULTSKK!

above

Sensitizing EGFR mutation positive NSCL-20
ALK rearrangement positive NSCL-23
ROS1 rearrangement positive NSCL-26
BRAF V600E mutation positive NSCL-27
NTRK1/2/3 gene fusion positive NSCL-28
METex14 skipping mutation positive NSCL-29
RET rearrangement positive NSCL-30
PD-L1 250% and negative for actionable molecular markers | NSCL-31
above

PD-L1 21%—-49% and negative for actionable molecular NSCL-32
markers above

PD-L1 <1% and negative for actionable molecular markers |NSCL-33
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TESTING RESULTS!-mm

EGFR exon 19 deletion or L858R mutation positive NSCL-20
EGFR S5768I, L861Q, and/or G719X mutation positive NSCL-23
EGFR exon 20 insertion mutation positive NSCL-24
KRAS G12C mutation positive NSCL-25
ALK rearrangement positive NSCL-26
ROS1 rearrangement positive NSCL-29
BRAF V600E mutation positive NSCL-31
NTRK1/2/3 gene fusion positive NSCL-32
METex14 skipping mutation positive NSCL-33
RET rearrangement positive NSCL-34
PD-L1 250% and negative for actionable molecular biomarkers above NSCL-35
PD-L1 21%-49% and negative for actionable molecular biomarkers above NSCL-36
PD-L1 <1% and negative for actionable molecular biomarkers above NSCL-37




Extracellular Transmembrane Tyrosine kinase Autophosphorylation
domain domain domain domain
. 18-21 .
5% 40-45% it

G719X + Del19/L858R 2 L747P/S

G719X + other 3 L747_P753>S

E709X 3 E746_T751>|

E709X + other 3 ' E746_S752>V
Del18 3 Other Ins19/subst?

Del18 + other 3

Levels of evidence:

1. Prospective data + retrospective cohort data + preclinical data
2. Retrospective cohort data + preclinical data

3. Individual case studies + preclinical data

S768| 1

Q/001 T WUCIITY /7 LOOON <

3
3 L86T1Q + DelnyY /L8d8K 2
3

L861Q + other

Other rare Ex21 mutations?
e ——

3

A767_S768insSVA

D770_N771insG

S$768_D770dup
A767_Y769du 5 < 5 s
Al T @ Consider Afatinib or Osimertinib

: : : @ Consider any TKI
Insertion mutations

Other rare Ex20 mutations? . Consider Osimertinib
@ Consider Afatinib

@ Sspecific TKI/agents

Journal of Thoracic Oncology Vol. 16 No. 5: 764-773
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EGFR S768I, L861Q, and/or G719X MUTATIONS™M

FIRST-LINE THERAPYPP

Preferred Sub t
Afatinibdd » Progression > Therapy (NSCL-22)
or
EGFR mutation Osimertinib94 » Progression - $’ﬁ§f;§vufﬁéc|__2”
discovered

prior to first-line
systemic therapy

EGFR S768I,
L861Q, and/
or G719X
mutations

Other Recommended

Erlotinib9d |

Progression

Y

or Gefitinib99 |
or Dacomitinib94

Complete planned systemic
therau:n_s,ulf,"t including
maintenance therapy, or

Subsequent

L

Therapy (NSCL-22)

EGFR mutation interrupt, followed by
discovered during afatinib (preferred) *» Progression - 'sr’ﬁgfaer?vu[eﬁé(:bzz]
first-line systemic or Sub ¢
therapy osimertinib (preferred) » Progression » 2UbS€Equen

or Therapy (NSCL-21)

erlotinib or gefitinib

or dacomitinib

* Progression

Subsequent
Therapy (NSCL-22)




Summary of
the EGFR TKI
Clinical Data

G719X L861Q S768l
Median  Median Median Median Median  Median
Study Details n ORR, % PFS5,mo 0OS,mo n ORR, % PFS,mo OS,mo n ORR, % PFS5, mo OS, mo References
First-generation TKI
Gefitinib/erlotinib
NEJ002 7 14 - - 3 33 — — - - - - Watanabe et al. (2014)™
Retrospective study, 78 37 — 57 40 — — 7 33 — — Chiu et al. (2015)*
Republic of China
Retrospective study, 15 53 8.1 16.4 15 60° 6.0° 15.2° 4 75 - - Wu et al. (2011)*
Republic of China
Retrospective study,” 22 23 7.6 - 5 0 5.7 — 11 27 8.0 - Zhang et al. (2017)*
People’s Republic of China
Retrospective study,” 14 43 6.0 19.8 15 47 8.9 22.0 - - - - Xu et al. (2016)*
People’s Republic of China
Retrospective study, People's 19 37 - - 16 31 - - 2 0 - - Chen et al. (2017)°®
Republic of China
Retrospective study, People’s 16 50 11.6 25.2 - - - - - - - - Tu et al. (2017)*
Republic of China
Retrospective study, People’s 3 33 - - - - - - 1 0 6 6.5 Peng et al. {2014)°7
Republic of China
Retrospective study, United States - - - - - - - - 4 25 - - Sievers et al. (2016)°°
Retrospective study, United States 3 100 - - - - - - - - - - Kobayashi et al. (2013)*°
Retrospective study, Korea 4 33 - - 4 50 - - - - - - Keam et al. (2014)%°
Retrospective study, Korea 7° 14 1.3 6.3 - - - - - - - - Baek et al. {2015)*°
BE-POSITIVE, retrospective study, 6 0 8.4 17.0 5 40 5.2 14.5 - - - - Pilotto et al. (2018)°"
Italy
Retrospective study, France 18° 7 3.0 22.0 - - - - - - - - Beau-Faller et al.
(2014)%*
Retrospective study, East Asia 2 100 - - - - - - - - - - Cheng et al. (2015)%*
Retrospective study, Italy 42° 3 8.3 - - - - - - - - - Passaro et al. (2019)**
Second-generation TKI
Afatinib
LUX-Lung 2,3,6, combined post-hoc 18 78 13.8 26.9 16 56 8.2 17.1 8 100 14.7 NE Yang et al. (2015)%
analysis
Afatinib uncommon mutations 55 63 14.7 - 47 60 10.0 - 8 63 15.6 - Yang et al. (2020)%®
database
Third-generation TKI
Osimertinib
KCSG-LU15-09 phase Il study, 19 53 8.2 NR 9 78 15.2 NR 8 38 12.3 NR Cho et al. (2020)*
Korea

Journal of Thoracic Oncology Vol. 16 No. 5: 764-773
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EGFR EXON 20 INSERTION MUTATION POSITIVEM™M
FIRST-LINE THERAPY®c® SUBSEQUENT THERAPYFP

Amivantamab-vmjw99d

or
Mobocertinib%9

Progression—»=

Progression

Svstemic th If not received previously, )
ystemic therapy » Amivantamab-vmjw99 _ Systemic Th&r;apy,
EGFR exon Adenocarcinoma Tumor or Progression———» Shlldshgﬁqplil intf :
20 insertion LT,SCL'K 10f5) "respanse * Mobocertinib99 ( - of 5)
mutation : or
positive ggﬁ?:.ﬁ Cell evaluation Systemic Therapy, Subsequent®®®

Progression = |
Amivantamab-vmjw9dd

Progression—=|or
Mobocertinib99
Response| |4-6 Tumor T
or stable |-' cycles |v response
disease (total)ddd| |evaluation

Maintenance |
therapy Progression
(NSCL-K 3 of 5)

Response
or stable
disease




Frequency and Distribution of EGFR Mutations in NSCLC

ex20ins: n = 261, 12%

L858R: n =721, 32%
$768l: n =15, 1%

L861Q: n =52, 2%
G719X: n =96, 4%

Ex19del + L861Q: n =2
L861Q +S768l:n=1

Compound mutations: G719X +5768l:n = 29

n =50, 2%
Ex19del + ex20ins:n=1
G719X +L681Q:n=10

Ex20ins + L858R: n =6
G719X +L858R: n=1

Ex19del: n = 1056, 47%

Thorac Oncol. 2018 October ; 13(10): 1560-1568



Comparison of
Molecular, Pathologic
and Clinical
Characteristics

Thorac Oncol. 2018 October ; 13(10): 1560-1568

p-value

EGFR-mutant | pralue | F PR WT
_ NSCLC p-value (EGER- | ' EGFR-
EGFR-WT Flodelcng | EGFRex20ins | (EGFR-WT mutant A
NSCLC (£19del an NSCLC vs. EGFR E19del and mutan
L858R - 20i LSSSR v E19%del and
T790M neg) ex20ins) e20ins) L858R —
- T790M neg)
Total Cases (N) 12,551 1,318 260
Median Age. years (range) 65 (6-99) 65 (25-05) 63 (14-90) 0.0007 0.02 0.07
N I
Sex, F/M (%F) ﬁ;?fﬁﬂéiﬂ 888/430 (67%) | 161/99 (62%) <0.0001 0.089 <0.0001
Histologic Subtype
Adenocarcinoma 8.572 (68%) 1,149 (87%) 235 (90%) <0.0001 0.15 <0.0001
Squamons/Adeno squamous 1,835 (15%) 50 (3.8%) 0
NSCLC-NOS 2.027 (16%) 115 (8.7%) 23 (8.8%)
Sarcomatoid 117 (0.9%) 4(0.3%) 2 (0.8%)
Frequency of Co-Occurring Genomic Alterations
Concurrent EGFR Copy - , , ,
et S o 355 (2.8%) 311 (24%) 57 (22%) <0.0001 0.63 <0.0001
Concusrent TP537 alteration 7.748 (62%) 844 (64%) 146 (56%) 0.0773 0.0163 0.107
Concurrent B! alteration 771 (6.1%) 133 (10%) 28 (11%) 0.0035 0.7413 <0.0001
- AT A A7
Concurrent CDENZA/2B 3.222 (26%) 317 (24%) 57 (22%) 0.1039 0.5232 02113
alteration
TMB (mutations per MB) 8.1 3.6 3.6 <0.0001 031 <0.0001
Median
TMB Low (=5) 3.785 (30%) 832 (63%) 179 (69%) <0.01 NS <0.01
TMB I”‘g’f‘;%‘;m‘f Low 3.470 (28%) 400 (30%) 69 (27%) <0.01 NS <0.01
TMB Intermediate High 3,325 (26%) 82 (6.2%) 10 (3.8%) <0.01 NS <0.01
(10-20)
TMB High (>20) 1.971 (16%) 4(0.3%) 2 (0.8%) NS NS NS




- EGFR Exon20ins mutations are molecularly heterogeneous, with > 100 variants identified by NGS

- Low response rate ( 0 — 9%)

- Reduced median OS 16.0 month vs 39 month (EGFR TKI sensitive Dz)

fully human bispecific IgG1
antibody targeting both anti-
EGFR/c-MET bispecific
antibody

US FDA in March 2020

Fc-dependent
NK-cell-mediated
ADCC

NSCLC cell
membrane

Amivantamab

Low-fucosylated
Fc region

anti-EGFR )—'\ anti-c-MET

EGFR c-MET

Fc-independent downmodulation of
oncogenic signalling through
heterodimerization and internalization
of EGFR and c-MET receptors

Macrophage

Fc-dependent
macrophage-mediated
trogocytosis

|

i

|



?Amivantamah In EGFR Exon 20 Insertion—
- Mutated Non—-Small-Cell Lung Cancer

Progressing on Platinum Chemotherapy: Initial
Results From the CHRYSALIS Phase | Study

Keunchil Park, MD, PhD®; Eric B. Haura, MD?; Natasha B. Leighl, MD3; Paul Mitchell, MD?*; Catherine A. Shu, MD?;

Nicolas Girard, MD, PhD®; Santiago Viteri, MD’; Ji-Youn Han, MD, PhD?; Sang-We Kim, MD, PhD®; Chee Khoon Lee, MD'%;

Joshua K. Sabari, MD!!; Alexander |. Spira, MD, PhD'?; Tsung-Ying Yang, MD, PhD3; Dong-Wan Kim, MD, PhD*4;

Ki Hyeong Lee, MD, PhD!%; Rachel E. Sanborn, MD!®; José Trigo, MD'7; Koichi Goto, MD, PhD!®; Jong-Seok Lee, MD, PhD?*;
James Chih-Hsin Yang, MD, PhD??; Ramaswamy Govindan, MD?!; Joshua M. Bauml, MD??; Pilar Garrido, MD, PhD?3;

Matthew G. Krebs, MD, PhD?*; Karen L. Reckamp, MD?%; John Xie, PhD?%; Joshua C. Curtin, PhD?%; Nahor Haddish-Berhane, PhD?5;
Amy Roshak, BS?%; Dawn Millington, MS?%; Patricia Lorenzini, MS2¢; Meena Thayu, MD?®; Roland E. Knoblauch, MD, PhD?¢; and
Byoung Chul Cho, MD, PhD#’

PUIL

syaodou |

1,050 mg amivantamab (1,400 mg, > 80 kg), once weekly for the first 4 wks and then once every 2 wks
n= 81, median age; 62 years, median previous lines of therapy = 2

ORR 40% (95% CI, 29 to 51); 3-CR

median DOR 11.1 months (95% CI, 6.9 to not reached).

median PFS 8.3 months (95% CI, 6.5 to 10.9).

most common AE - rash in 98 patients (86%) J Clin Oncol 39:3391-3402. © 2021



Ongoing trials for amivantamab in NSCLC

Trial Phase Study treatment Patient population Current status
CHRYSALIS Part 235 | Ib/Il Amivantamab or amivantamab plus | Pre-treated NSCLC with EGFR ex20ins mutation, | Recruiting, estimated completion
lazertinib classical EGFR mutation with secondary TKI January 2024

resistance, or METex14 skipping

CHRYSALIS-2%8 I/Ib Amivantamab plus lazertinib Pre-treated NSCLC with EGFR ex19del or Recruiting, estimated completion
L858R mutation post-osimertinib, or pre-treated | October 2024
NSCLC with EGFR ex20ins or other uncommon

EGFR mutations
PAPILLON® Il Amivantamab plus carboplatin- Treatment-naive NSCLC with EGFR ex20ins Recruiting, estimated completion
pemetrexed versus carboplatin- November 2024
pemetrexed
MARIPOSAY Il Amivantamab plus lazertinib versus | Treatment-naive NSCLC with EGFR ex19del or | Recruiting, estimated completion
osimertinib L858R mutation March 2026

touchREVIEWS in Oncology & Haematology. 2021;17(1):42—-7




Preliminary efficacy of current investigational therapies for
EGFR ex20ins NSCLC

CNS penetration Overall response rate Median duration of Grade >3 adverse
response events
Amivantamab 11.1 months
Mobocertinib 17.5 months
Osimertinib 160 mg Possibly 25% 5.7 months 29%
Poziotinib No 15% 7.4 months 63%

touchREVIEWS in Oncology & Haematology. 2021;17(1):42—-7



Research

JAMA Oncology | Original Investigation

Treatment Outcomes and Safety of Mobocertinib in Platinum-Pretreated
Patients With EGFR Exon 20 Insertion-Positive Metastatic

Non-Small Cell Lung Cancer

A Phase 1/2 Open-label Nonrandomized Clinical Trial

Caicun Zhou, PhD, MD; Suresh S. Ramalingam, MD; Tae Min Kim, MD, PhD; Sang-We Kim, MD;

James Chih-Hsin Yang, MD; Gregory J. Riely, MD; Tarek Mekhail, MD; Danny Nguyen, MD;

Maria R. Garcia Campelo, MD; Enriqueta Felip, MD; Sylvie Vincent, PhD; Shu Jin, MS; Celina Griffin, PharmD;
Veronica Bunn, PhD; Jianchang Lin, PhD; Huamao M. Lin, PhD; Minal Mehta, MBBS; Pasi A. Janne, MD, PhD

* Tx outcome and safety of mobocertinib in pts with previously treated EGFRex20ins-positive mNSCLC
* open-label, phase 1/2 nonrandomized clinical trial

* between June 2016 and November 2020

e Platinum-pretreated patients (PPP) cohort (n=114), EXCLAIM (n = 86)

 Mobocertinib 160mg once daily

JAMA Oncol . 2021 Dec 1;7(12):e214761



Mobocertinib

PFS (n=114) DOR in Confirmed Responders (n=32)

1.0 1.0 —l—l
+ Censored + Censored
.TEB 0.8 - . _ @ 0.8 - :
- Median PFS: _5 Median DOR:
o
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£ 90 067 2 x 0.6 H : :
oY ] o s -Bb
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2 0 o c
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Time, months Time, months

No.atRisk 114 84 64 48 33 30 20 8 6 6 5 2 1 1 0 No.atRisk 32 29 23 19 17 10 6 5 5 2 2 1 0



Mobocertinib

OS (n=114)

1.0 + Censored
0.8 1 _
g Median OS: 24.0 months
S 06 (95% Cl; 14.6,28.8)
>
e
® 0.4-
o
a.
0.2 -
00 | | | | | | | 1
0 12 24 36

Time, months
No. at Risk 114 103 85 61 21 15 13 8 2 0



40% 28%

Amivantamab Mobocertinib
(Phase 1, NCT02609776) (Phase 1/2, NCT02716116)

74% 78%
11.1 months 17.5 months
8.3 months 7.3 months
22.8 months 24.0 months

AGAETEERAERIEE Rash (86%), infusion-related rea  Diarrhea (91%), Rash (45%),

ction (66%), paronychia (45%) Paronychia (38%)
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EGFR EXON 19 DELETION OR L858R MUTATIONS™M

EGFR mutation
discovered

prior to first-line
systemic therapy

EGFR exon
19 deletion
or L858R
mutations

EGFR mutation
discovered during
first-line systemic
therapy

FIRST-LINE THERAPYPP

Preferred

Osimertinib%9 (category 1) > Progression

Other Recommended

Erlotinib99 (category 1)

or Afatinib99 (category 1)

or Gefitinib99 (category 1)

or Dacomitinib99 (category 1)
or Erlotinib + ramucirumab

or Erlotinib + bevacizumab™=*

— Progression

Complete planned systemic

therapy,' including

maintenance therapy,

or interrupt, followed by

osimertinib (preferred) » Progression
or

erlotinib or afatinib or gefitinib
or dacomitinib or erlotinib +
ramucirumab or erlotinib +
bevacizumab=3

Progression

Subsequent

Therapy (NSCL-21)

Subsequent

Therapy (NSCL-22)

Subsequent

Y

Therapy (NSCL-21)

Subsequent

¥ Therapy (NSCL-22)




Lazertinib in patients with EGFR mutation-positive
advanced non-small-cell lung cancer: results from the dose
escalation and dose expansion parts of a first-in-human,
open-label, multicentre, phase 1-2 study

Myung-Ju Ahn, Ji-Youn Han, Ki Hyeong Lee, Sang-We Kim, Dong-Wan Kim, Yun-Gyoo Lee, Eun Kyung Cho, Joo-Hang Kim, Gyeong-Won Lee,
Jong-Seok Lee, Young Joo Min, Jin-Soo Kim, Sung Sook Lee, Hye Ryun Kim,Min Hee Hong, Jin Seok Ahn, Jong-Mu Sun, Heung Tae Kim, Dae Ho Lee,
Sohee Kim, Byoung Chul Cho

* An oral EGFR-TKI being developed by Yuhan and Janssen Biotech for the treatment of NSCLC
» Received its first approval on 18 January 2021 in the Republic of Korea
« Approved for the treatment of patients with EGFR T790M mutation-positive locally advanced or metastatic

NSCLC who have previously received EGFR-TKI therapy

Feb 15, 2017, and May 28, 2018, 127 patients

Lancet Oncol 2019; 20: 1681-90
Drugs (2021) 81:1107-1113



Best percentage change from baseline (%)

Best percentage change from baseline (%)

60+
40+
204 7
0
-40 il
-60 *
B Confirmed complete response '
-80- [ Confirmed partial response *
[ Unconfirmed partial response
-1004 [ Mo objective response

B 1007 T790M  Median 95% Cl
60— status progression-free
3 survival (months)
0 i =z b Megative 5-4 (1-4-not reached)
40 = Positive Q7 (6-9-not reached)
=
20 L 3 60
£
&
2 40
]
on
<] " .
= 204
— T790M-negative
—— T790M-positive
0
0 2 4 6 8 10 12 14 16
Time from first multiple dosing (months)
Number at risk
.| (number censored)
T790M-negative  19(0)  13(1) 10(1) 8(1) &(1) 4(4) 2(5) 1(6) o)
T790M-positive 108(0)  91(7) 77(10) 61(16) 48(22) 34(27) 20(39) 12(46) 8(50)
-100- Wl 240mg ; r_—




ORIGINAL ARTICLE &

A Phase 1/2 Study of Lazertinib 240 mg in Patients | creckrorupdates

With Advanced EGFR T790M-Positive NSCLC After
Previous EGFR Tyrosine Kinase Inhibitors

Byoung Chul Cho, MD, PhD,a Ji-Youn Han, MD, PhD,b Sang-We Kim, MD, PhD,"

Ki Hyeong Lee, MD, PhD,“ Eun Kyung Cho, MD, PhD,€ Yun-Gyoo Lee, MD, PhD,’
Dong-Wan Kim, MD, PhD,® Joo-Hang Kim, MD, PhD, h Gyeong -Won Lee, MD, PhD,’
Jong-Seok Lee, MD, PhD,’ Byoung Yong Sh1m MD, PhD Jin-Soo Kim, MD, PhD, C
Sang Hoon Chun, MD, PhD ™ Sung Sook Lee, MD PhD, n Hye Ryun K1m MD PhD .
Min Hee Hong, MD,a Jin Seok Ahn, MD, PhD,O Jong-Mu Sun, MD, PhD,O

Youngjoo Lee, MD, PhD,” Dae Ho Lee, MD, PhD, Ji Ah Kang, MS,” NaMi Lee, MS,P
Mi-Jung Kwon, PhD,” Carin Espenschied, MS,“ Arielle Yablonovitch, PhD,"
Myung-Ju Ahn, MD, PhD“*

» 78 patients received lazertinib 240 mg at 17 centers

J Thorac Oncol. 2022 Apr;17(4):558-567



Lazertinib
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First approval for NSCLC in the Republic of Korea
p Preclinical trials initated (Jan) > (Jan)

2016 ‘2017 2018 2019 2020 2021 izozz
I | |

CHYRSALIS (NCT02609776) |

NCT04077463

LASER201 (NCT03046992)
NCT04075396

B Phase 1 studies
B Phase 1/2 studies
B! Phase 3 studies

LASER301 (NCT04248829)
MARIPOSA (NCT04487080
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\___________________ 4
LASER301 Study Design

| Study title

A Phase lll, Randomized, Double-blind Study to Assess the Efficacy and Safety of Lazertinib versus Gefitinib as the First-line Treatment in Patients with Epidermal
Growth Factor Receptor Sensitizing Mutation Positive, Locally Advanced or Metastatic Non-Small Cell Lung Cancer

| Outcomes

» Primary: Progression-Free Survival (PFS) according to RECIST v1.1 by Investigator assessment
» Secondary: ORR, DoR, DCR, Depth of Response, Time to Response, OS, Plasma & CSF concentration, EORTC-QLQ-C30, EORTC QLQ-LC13, EQ-5D-5L

Screening Treatment Post-treatment
l period l period l follow-up |
| |

Lazertinib 240 mg

orally once daily

N=393
(2:1)

Eligibility
assessments

Gefitinib 250 mg
orally once daily

* For optional cross-over to open-label lazertinib




Osimertinib
(phase 1/2, NCT01802632)

62%

DCR 90%
10.1 months
26.8 months

Adverse events

Diarrhea (43%), Rash (40%),
Paronychia (31%)

Lazertinib
(phase 1/2, NCT03046992)

55.3%
89.5%
11.1 months
Not reached

Rash (37.2%), Pruritus (34.6%)
Paresthesia (33.3%)



National

comprehensive NCCN Guidelines Version 1.2022

(el Cancer Non-Small Cell Lung Cancer

Network®

NCCN Guidelines Index

Table of Contents
Discussion

ALK REARRANGEMENT POSITIVEMM

ALK

ALK rearrangement
discovered prior to
first-line systemic
therapy

ALK
rearrangement
positive

ALK rearrangement
discovered during
first-line systemic
therapy

Preferred

FIRST-LINE THERAPYPP

Alectinib99 (category 1)
or
Brigatinib99 (category 1)

or .. — Progression
Lorlatinib99 (category 1)

Other Eecommended

Ceritinib99 (category 1)

Useful in Certain

Circumstances

Crizotinib9 (category 1) — . progression

Complete planned
systemic therapy,
including maintenance
therapy, or interrupt,
followed by alectinib
(preferred) or brigatinib
(preferred) or lorlatinib
(preferred) or ceritinib
or

crizotinib » Progression

—— Progression

Subsequent

> Therapy (NSCL-27)

Subsequent

™ Therapy (NSCL-28)

Subsequent

™ Therapy (NSCL-27)

. Subsequent

- Therapy (NSCL-28)




Trialr CROWN ALTA-1L ALEX J-ALEX ALESIA
Author Shaw et al. Camidge et al. Camid ge et al. Nakagawa etal. Zhouet al.
Year 2020 2020 2019 2019 2019
Design Phase III, open-label, RCT Phase III, open-label, RCT Phase III, open-label, RCT Phase III, open-label, RCT Phase III, open-label, RCT
Brigatinib L e .. T . e
. Lorlatinib Crizotinib 90 mg QD for Crizotinib Alectinib Crizotinib A]gchmb Crlz_c:hmb .f-"s.lzeahnmb Crizotinib
Intervention 100 mg QD 250 me BID = davs. then 250 mg 500 me BID 250 mg 300 mg 250 mg 600 mg 250 mg
& & cays, BID & BID BID BID BID BID
180 mg QD
Sample size 149 147 137 138 152 151 103 104 125 a2
Outcome
FFS
. NE 9.3 24.0 11.0 34.8 109 34.1 10.2 NE 10.7
(months, median)
(HR I;Fqi cn 0.28 (0.19-0.41) 0.49 (0.35-0.69) 0.43 (0.32-0.58) 0.37 (0.26-0.52) 0.37(0.22-0.61)
ORR 113/149 85/147 101/137 85/138 126/152 114/151 76/83 71/90 114/125+ 48/62 %
ORR (%) 76% 58% 74% 62% 82.9% 75.5% 92% 79% 91% 77%
Safety
AE = grade3 72% 6% 73% 61% 457% 51% 26% R2% 29% 48%
Patient characteristics
Age (median) 59.1 55.6 58.0 G0.0 56.3 53.58 61.0 59.5 51.0 49.0
Male (%) 44% 38% 0% 41% 47% 42% A0% 39% 51% 55%
Baseline brain 26% 27% 29%, 30% 429 38% 14% 28% 35% 37%

metastasis (%)

Cancers 2021, 13, 1966.



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

First-Line Lorlatinib or Crizotinib
in Advanced ALK-Positive Lung Cancer

Alice T. Shaw, M.D., Ph.D., Todd M. Bauer, M.D., Filippo de Marinis, M.D., Ph.D.,
Enriqueta Felip, M.D., Ph.D., Yasushi Goto, M.D., Ph.D., Geoffrey Liu, M.D.,
Julien Mazieres, M.D., Ph.D., Dong-Wan Kim, M.D., Ph.D., Tony Mok, M.D.,

Anna Polli, B.Sc., Holger Thurm, M.D., Anna M. Calella, Ph.D.,
Gerson Peltz, M.D., M.P.H., and Benjamin J. Solomon, M.B., B.S., Ph.D.,
for the CROWN Trial Investigators™

« Global, randomized, phase 3 trial
« 296 ALK positive pt
« 1stend point — PFS, 2" end point — ORR, intracranial response

N Engl J Med. 2020 Nov 19;383(21):2018-2029.



A Progression-free Survival B Survival without CNS Progression
Median Progression-free
Progression-free Survival
. . Survival at 12 mo
Or atl n I mo (95% Cl) (95% CI)
100 Lorlatinib NR (NR-NR) 78 (70-84) 100+
Crizotinib 9.3 (7.6-11.1) 39 (30-48)
a 90+ - 90 Lorlatinib
g s0- S
a_ - 9~ 704
2 = 604 Lorlatinib £ - 60+
s.0 5.2
28 501 3@ 501 —
E e 40- -Fi e 40 Crizotinib
<9 2
w307 £a 30
c + 2
= 209Hazard ratio for disease progression Crizotinib w® 20
© o . . - .
o 10- ordeath, 0.28 (95% Cl, 0.19-0.41) 10-Hazard ratio for intracranial progression,
0 P<0.001, one-sided 0 0.07 (95% Cl, 0.03-0.17)
T T T T T T T T T T 1 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Months Months
No. at Risk No. at Risk
Lorlatinib 149 129 118 113 105 73 59 33 20 11 4 2 Lorlatinib 149 131 122 117 110 78 65 39 25 12 4 2
Crizotinib 147 120 84 62 39 19 16 8 4 2 1 0 Crizotinib 147 115 84 65 38 21 16 8 5 2 1 0

C Cumulative Incidence of CNS Progression as First Event
50+

|
Crizotinib, 12-ng#
cumulative incidenc @
40 (95% Cl, 24.6—43

T
<
g Hazard ratio for CNS progression without !
L 304 previous non-CNS progression :
E or death, 0.06 (95% Cl, 0.02-0.18) |
° I
= 20 I
o I
= I
E 10 Lorlatinib, 12-nfb
v 7] cumulative incidende, 2.8%
(95% Cl, 1.0-8%
0 | | T T | T T T T '

N Engl J Med. 2020 Nov 19;383(21):2018-2029. L e

Months



TASLC
CONTROVERSIES IN THORACIC ONCOLOGY e —

Lorlatinib Should Not be Considered as the
Preferred First-Line Option in Patients With
Advanced ALK Rearranged NSCLC

David Ross Camidge, MD, PhD*

ALK+ NSCLC Is a Forgiving Disease

If we start with alectinib, for example, we have several active next-line ALK inhibitor options to consider, reflecting
the persistence of ALK dominance in a significant proportion of these patients

Toxicity Matters : hypertriglyceridemia, weight gain,

a total of 54% of patients had at least one of the following: (1) seizures; (2) hallucinations; (3) changes in
cognitive function; (4) mood alterations (including suicidal ideation); (5) speech-alterations; (6) mental status
changes; or (7) sleep-related adverse effects

Camidge DR. J Thorac Oncol. 2021



ALK rearranged NSCLC

Alectinib (preferred) Ceritinib, Brigatinib, or Crizotinib

l PD lPD

Consider re-biopsy for molecular analysis

Resistant Resistant mutation
mutation present absent?

PD* .
No prior lorlatinib

Pwr lorlatinib ‘A

Chemotherapy +/- ICl or clinical trial

Lorlatinib

Mutation- specific TKI

Cancer Management and Research 2020:12 6615-6628



Lorlatinib (phase 1/2, NCT01970865)
TKI-naive Previously received Previously received
crizotinib 2nd ALK TKI
89% 86.5% 81.3%
P 6.6 month
- 20.7 month

Ann Oncol. 2021 May;32(5):620-630.
Lancet Oncol . 2018 Dec;19(12):1654-1667.



KRAS

RET fusion

RET fusion _ gpAF mutation HER2 fusion ROS1 fusion

ROS1 fusion
HER2 fusion

BRAF mutation

EGFR mutation

S 40-55%

o KRAS mutation
8-10%

ALK fusion
3-5%

ROS1 fusion
2-3%

RET fusion
1-2%

HER2 mutation

2-3%

BRAF mutation
0.5-1%

B Others

- EGFR muatian

KRAS mutation

S 20-30%

usion
3-6%
ROS1 fusion
1-2%
RET fusion
=
1-2%
HER2 mutation
2-3%

- BRAF mutation
2-3%

M Others



KRAS

National i . .
comprehensive NCCN Guidelines Version 2.2021
NCCN Eaiiai Non-Small Cell Lung Cancer
etwork

NCCN Guidelines Index

Table of Contents
Discussion

TESTING RESULTSKK!

above

Sensitizing EGFR mutation positive NSCL-20
ALK rearrangement positive NSCL-23
ROS1 rearrangement positive NSCL-26
BRAF V600E mutation positive NSCL-27
NTRK1/2/3 gene fusion positive NSCL-28
METex14 skipping mutation positive NSCL-29
RET rearrangement positive NSCL-30
PD-L1 250% and negative for actionable molecular markers | NSCL-31
above

PD-L1 21%—-49% and negative for actionable molecular NSCL-32
markers above

PD-L1 <1% and negative for actionable molecular markers |NSCL-33




National . . - g
comprehensive NCCN Guidelines Version 1.2022 NCCN Guidelines Index

Table of Contents

NCCN ﬁg{‘ﬁ;k Non-Small Cell Lung Cancer Diecussion

TESTING RESULTS!-mm

EGFR exon 19 deletion or L858R mutation positive NSCL-20
EGFR S5768l, L861Q, and/or G719X mutation positive NSCL-23
EGFR exon 20 insertion mutation positive NSCL-24
KRAS G12C mutation positive NSCL-25
ALK rearrangement positive NSCL-26
ROS1 rearrangement positive NSCL-29
BRAF V600E mutation positive NSCL-31
NTRK1/2/3 gene fusion positive NSCL-32
METex14 skipping mutation positive NSCL-33
RET rearrangement positive NSCL-34
PD-L1 250% and negative for actionable molecular biomarkers above NSCL-35
PD-L1 21%-49% and negative for actionable molecular biomarkers above NSCL-36
PD-L1 <1% and negative for actionable molecular biomarkers above NSCL-37




Chinese data

40,804 NSCLC patients from
multiple centers (mCohort)

\
l l

3,998 pts with
KRAS mutations

\
l l

1,179 pts with KRAS
G 12C mutations

9.8%

36,806 pts with non-
KRAS mutations

29.5%

2,819 pts with non-
G12C KRAS mutations

1179/40804 = 2.9%

Liu et al. Biomarker Research (2020) 8:22



National

comprehensive NCCN Guidelines Version 1.2022

W(o{®LR Cancer _
Notwork® Non-Small Cell Lung Cancer

MCCN Guidelines Index
Table of Contents
Discussion

KRAS G12C MUTATION POSITIVEMM
FIRST-LINE THERAPY®c¢ SUBSEQUENT THERAPYPP

PS 0-2—
Progression — Sotorasib99——————Progression

Systemic therapy PS 3-4—
Adenocarcinoma
KRAS G12C }’ (NSCL-K 1 of 5) or "Tumur

mutation Squamous Cell response
positive Carcinoma evaluation
(NSCL-K 2 of §)

Systemic Therapy,
Subsequent®®®
(NSCL-K 4 of 5)

Best supportive care
NCCN Guidelines for

Palliative Care

Progression—=Sotorasib9

Response| |4-6 Tumor T
or stable cycles response
disease (total)ddd| |evaluation

therapy

Response
or stable
disease

Maintenance
Progression

(NSCL-K 3 of 5)




e NEW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JUNE 24, 2021 VOL. 384 NO. 25

Sotorasib for Lung Cancers with KRAS p.G12C Mutation

F. Skoulidis, B.T. Li, G.K. Dy, T.J. Price, G.S. Falchook, J. Wolf, A. Italiano, M. Schuler, H. Borghaei, F. Barlesi,
T. Kato, A. Curioni-Fontecedro, A. Sacher, A. Spira, S.S. Ramalingam, T. Takahashi, B. Besse, A. Anderson, A. Ang,
Q. Tran, O. Mather, H. Henary, G. Ngarmchamnanrith, G. Friberg, V. Velcheti, and R. Govindan

 single-group, phase 2 trial, administered orally at a dose of 960 mg once daily

« N=112, KRAS p.G12C—mutated advanced NSCLC previously treated with standard therapies

* Primary end point - objective response (complete or partial response)

« secondary end points included DOR, disease control (defined as complete response, partial response,

or stable disease), PFS, OS, and safety

N EnglJ Med 2021; 384:2371-2381



Tumor Response to Sotorasib Therapy According to Independent Central Review

Variable

Objective response — % (95% CI)
Disease control — % (95% Cl)
Best response — no. (%)

Complete response

Partial response

Stable disease

Progressive disease

Could not be evaluated

Missing scan

Median duration of objective response (95% Cl)
— mol

Kaplan—Meier estimate of objective response
(95% Cl) — %

At 3 mo
At 6 mo
At9 mo

Patients
(N =124)

37.1 (28.6-46.2)
80.6 (72.6-87.2)

4(3.2)
42 (33.9)
54 (43.5)
20 (16.1)

2 (1.6)
2 (1.6)
11.1 (6.9-NE)

90.5 (76.7-96.3)
70.8 (54.3-82.2)
57.3 (40.4-71.0)



Progression-free Survival

6.8 month

Overall Survival
12.5 month

Probability of Progression-
free Survival

No. at Risk

Probability of Survival

No. at Risk

Median
progression-free
survival,

6.8 mo

=
[#%)
|

2
o

124 119 96 17 75 65 54 50 46 37 35 34 27 24 4 0

1.0+

0.9 Median

0.8 overall

0.7 survival,

0.6 12.5 mo

I . T T TN

0.4 |

0.3 |

0.2 |

0.1 i

D-D | | T T | | | | | | | | T T | | | | |
0 1 2 3 4 5 [ 7 8 9 10 11 12 13 14 15 16 17 18 19

Months

126 126 118 110 102 95 90 83 78 74 68 &3 58 55 54 45 14 g 3 0



Safety

Event

Adverse event
Treatment-related adverse event

Treatment-related adverse event leading to
dose modification

Treatment-related adverse event leading to dis-
continuation of therapy

Treatment-related adverse event of any grade
occurring in =5% of the patients or that
was grade =3

Any Grade

125 (99.2)
88 (69.8)
28 (22.2)

9 (7.1)

All Patients (N =126)

Grade 1 or 2 Grade 3 Grade 4 Fatal
number of patients (percent)
48 (38.1) 53 (42.1) 4(3.2) 20 (15.9)
62 (49.2) 25 (19.8) 1(0.8) 0
8 (6.3) 20 (15.9) 0 0
4(3.2) 4(3.2) 1 (0.8) 0

G30|At: Diarrhea (4%), ALT &5 (6.3%), AST &S (5.6%)



TKI in SqCC [ASLC

BRIEF REPORT a

Efficacy of Targeted Inhibitors in Metastatic Lung  # cneckrorupsatcs
Squamous Cell Carcinoma With EGFR or ALK

Alterations

Whitney E. Lewis, PharmD,? Lingzhi Hong, MD, PhD,”“ Frank E. Mott, MD,"
George Simon, MD,”“ Carol C. Wu, MD,€ Waree Rinsurongkawong, MS, MS, PhD,’
J. Jack Lee, MS, PhD," Vincent K. Lam, MD,"¢ John V. Heymach, MD, PhD,"

Jianjun Zhang, MD, PhD," Xiuning Le, MD, PhD""*

* EGFR group (n=8), median age = 58yr
* ALK (n=6), median age = 50yr

JTO Clin Res Rep . 2021 Oct 9;2(11):100237.



IHC

Molecular testing

ALK

case #

10
11
12

13
14

CK5/6/7
positive
NA
positive
positive

positive

NA

NA

NA

positive
NA
positive
NA

NA
NA

P40/P63
positive
positive
positive
positive

positive

positive

positive

positive

positive
positive/positive
positive

NA

NA
positive

TTF-1

negative
negative
negative
negative

negative

NA

NA

negative

negative
negative
negative
NA

NA
NA

Napsin A
NA
NA
negative
negative

negative

NA

NA

NA

negative
NA
NA
NA

NA
NA

NGS (50-146
gene panel)- Tissue
EGFR: p.Leu747_Ser752
delinsGln
EGFR:p.E746_A750del;
TP53:p.E224D

EGFR:p.L858R

EGFR:p.E746_A750del;
TP53:p.V143M
NA

NA

EGFR:p.E746_A750del;
TP53:p.P190L;
NOTCH1:p.N253K
EGFR:p.E746_A750del;
TP53:p.L137_V143delinsP;
STK11:p.Q220%,
PIK3CA:p.H1047R

NA

TP53:p.Q192¢
negative
TP53:p.G154V;
T5C1:p.R1097H
SMAD4:p.G419W

NA

NGS (70-74
gene panel)- Blood
PDGFRA:p.D173N

EGFR:p.E746_A750del;
TP53:p.E224D;
ROS1:p.R1948H
negative

NA

EGFR:p.E746_A750del;
TP53:p.M246T,;
PIK3CA:p.H1047L
EGFR:p.A750_1759delinsPN;
TP53:p.C242fs;
PIK3CA:p.L755V;
MYC:p.R349T
EGFR:p.E746_A750del;
TP53:p.P190L

NA

negative
TP53:p.Q192°
NA

NA

NA
NA

RNA seq (tissue
or blood) or FISH
NA
negative
NA

negative

NA

NA

negative

negative

EML4-ALK fusion
EML4-ALK fusion
EML4-ALK fusion
FISH posituve

FISH posituve
FISH posituve




Characteristics

EGFR Mutation (n = 8)

EML4-ALK Fusion (n = 6)

Median age (range), y
Sex

Male

Female

Smoking history
Former

Never

Brain metastasis

Yes

No

Bone metastasis

Yes

No

Specimen

Tissue

ctDNA

Tissue and ctDNA

Best response to first TKI
PR

SD

PD

Median PF5 (range), mo
Median OS (range), mo

58.0 (45-83)

5

2

1

4.9 (3.8-7.5)
16.9 (8.6-27.4)

50.0 (33-58)

1

3

2

2.9 (1.8-32.1)
8.3 (3.2-32.1)




+

<+

Erlotinib_ @

p

Afatinib

P

Erlotinib @

p|

Osimertinib |P| | T790M/C797S, MET amp, TP53

Erlotinib ‘ P

Osimertinib

4

T790M

_Erlntiniﬁ

Osimertinib

P T790M

Osimertinib

PIK3CA, TP53

Osimertinib_ @

P

Osimertinib

A

B

Osimertinib

P PIK3CA, TP53

EGFR
ALK
PR
SD

Progression
Continued response

Second line

+§=peoemm

12 16

Time (months) from start of first TKI

20



Summary

* Lung cancer — 32,000 case in 2021, adenocaf

* Uncommon EGFR
e L861Q - Osimertinib
e G719X, S768I — Afatinib

e Ex20 ins — Amivantamab (IV), Mobocertinib (oral)

* Lazertinib — cardiac toxicity¥, paresthesiaf

* Lorlatinib — 1%t line vs 2" line use

e KRAS — G12C NSLCL 2.9%, sotorasib, mPFS 6.8 months

* TKI in SQCC — never smoker, female, clinical benefit but unsatisfied
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