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KRAS G12Ct: Sotorasib, adagrasib
EGFR Exon 20t: Amivantamab
HERZ2t: Trastuzumab deruxtecan (T-Dxd)

Treatment adaptation to on-target resistance
mechanism identified. Examples below

- EGFR C797S > 4! generation EGFR TKI trial

- ALK G1202R - lorlatinib (or ALK TKI trial)

- MET amp - clinical trial with MET inhibitors (ideally in
combination with parent TKI)

Enroll into clinical trials with novel agents
- ADCs

- Phase 1/2 immuno-oncology agents

- Novel small molecule combinations

Carboplatin + pemetrexed (+/- parent TKIl)
Docetaxel +/- ramucirumab (2" line)
Gemcitabine

Paclitaxel (or nab-paclitaxel)

Vinorelbine
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No actionable driver mutation

Enroll into clinical trials with novel agents
- ADCs

- Phase 1/2 immuno-oncology agents

- Novel small molecule combinations

Docetaxel +/- ramucirumab (2" line)
Gemcitabine

Paclitaxel (or nab-paclitaxel)

Vinorelbine

Immune checkpoint inhibitor (if not given first line)

After progression on first line therapy
for NSCLC, please strongly consider
referral for a clinical trial




Current standard of care for 2" line in mMNSCLC

g 10 s e 0 e e |« Multi-center, double-blind, phase 3 RCT (n = 1253)
0-9- Placebo plus docetarel 91months (84-100)  27-0% with (1:1) randomization
- Ramucirumab vs placebo  Stratified HR 0-86 (95% CI 0-75-0-98); p=0-023 . Docetaxel 75mg/m2 +/- ramucirumab 10mg/kg (DR)
» Docetaxel 75mg/m2 + placebo (DP)
7 - Efficacy endpoints
5 067 * OS (primary): HR 0.86, 95% CI 0.75 - 0.98
_§ o « DR -10.5 months
F « DP-9.1 months
S 04 . PFS (secondary): HR 0.76, 95% CI 0.68 — 0.86
03 DR -4.5 months
« DP - 3.0 months
o e Sy L + Investigator ORR (secondary): OR 1.89, 1.41-2.54
917 Placebo plus docetaxel * DR-23%
N Clensored' | | | | | | | | | « DP-14%

o 3 6 9 1 15 1B 2 2 2 32 3» 33| s Safetyendpoints
Time (months) « Dose modifications: 33% (DR) vs 23% (DP)
« Serious AEs: 43% vs 42%

Number at risk
Ramucirumab 628 527 415 329 231 156 103 70 45 23 11 2 0
plus docetaxel

Placebo p|US 625 501 386 306 197 129 86 56 36 23 9 0 0
docetaxel
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What is the benchmark for a 2"9 line agent?

OS: 9-10 months Set the Bar Low
PFS: 3-4 months " "

ORR: 14-20%
Safety: < 33% dose modifications
SAEs: <42%

% University of Colorado
Cancer Center



Later line treatments for KRAS G12C
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Ras signaling pathway

 KRAS proto-oncogenes - Ras-Raf-Mek-Erk pathway

 GTP-bound = active
« GDP-bound = inactive
« Missense mutations in codon 12, 13 and 61 hinder
GTP hydrolysis = activation
« Sotorasib (and adagrasib)
 Irreversibly bind mutant cysteine via a covalent bond

« Binding the switch pocket Il 2 locks KRAS G12C in the
GDP “off” state

 Inhibits Raf signaling - Reduce MEK/ERK signaling

Plasma
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CodeBreak 200 - sotorasib

= Key eligibility criteria
+ Locally advanced/unresectable or metastatic
KRAS G12C-mutated NSCLC
+ 2 1 prior treatment including platinum-based
chemotherapy and checkpoint inhibitor*
* No active brain metastases
+ ECOG performance status < 1

Stratification factors
* Prior lines of therapy (1vs 2 vs > 2)
+ Race (Asian vs non-Asian)
\* History of CNS involvement (yes vs no)

N

S

__, Randomisation __|

| Docetaxel 75 mg/m? IV Q3W
N =174

1:1 (N = 345)

Sotorasib 960 mg oral daily

N =171

Primary Endpoint: PFS by BICR

Secondary Endpoints: Efficacy (OS', ORR, DOR, TTR, DCR), safety/tolerability, PRO
ITT population analysis included all randomised patients

University of Colorado

» Cancer Center

de Langen Lancet Oncol 2023
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Confirmed best overall response
-60- [ Complete response

Sotorasib Docetaxel

Overall response rate (95% Cl) | 281 (21.5-354) 132 (8-6-19-2)

Disease control rate (95% Cl) 825 (75-9-87-8) 603 (52-7-67-7)

Median duration of response, 8.6 (71-18.0) 6-8 (43-83)

months (95% (1)

100 Sotorasib (n=158) Docetaxel (n=129)
80—

£
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(3 Partial response
[ Stable disease
(3 Progressive disease

-80

1

University of Colorado
Cancer Center

de Langen Lancet Oncol 2023



Sotorasib 960 mg oral Docetaxel 75 mg/m’
daily (n=171) intravenous once every
3 weeks (n=174)
80+
HR (95% CI) 0.66 (0-51-0-86)
% \—\‘ﬂ\ p value (one sided) p=0-0017
2
- it Median progression-free 5-6(43-7-8) 4.5(3-0-57)
§ survival, months (95% (1)
g
y: Notice PFS difference < 6 weeks
g
a L\

]

204 Median study follow-up: 17-7 months

—— Sotorasib group 12-month progression-free survival =24-8%
— Docetaxel group 12-month progression-free survival=10-1%

w— -
—
=
—

0 1 T T T T T 1 T T T )
0 2 4 6 8 10 12 14 16 18 20 22 24
RO TR e o ] Time since randomisation (months)
(number censored)
Sotorasibgroup 171(0)  139(9) 93(14) 63(4) 56 (1) 38(3) 30(1) 24 (2) 14 (8) 6 (4) 2(1) 1(1) 0(1)
Docetaxel group 174 (0) 93(39) 62(9) 36(12) 20(6) 10 (1) 7(0) 5(2) 3(1) 1(2) 1(0) 0(1) )

de Langen Lancet Oncol 2023
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Sotorasib 960 mg oral Docetaxel 75 mg/m?
daily (n=171) intravenous once every
3 weeks (ﬂ=174)
100
Deaths, n (%) 109 (63-7%) 94 (54-0%)
HR (95% C1) 1.01(0-77-1:33)
80 \\f\ p value (one sided) p=053
R

o Median overall survival, 10-6 (8.9-14.0) 113 (9-0-14.9)
3 months (95% Cl)
= 60+
o
a.
T
é 40

20+

—— Sotorasib group
—— Docetaxel group
0 1 1 ] | 1 ] I 1 1 L 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Nl ek Time since randomisation (months)
(number censored)

Sotorasibgroup 171(0)  162(2) 137(2) 119(1) 98(3) 81(1) 73(0) 66(0) 56(6) 25(24) 15(8) 3(12) 0(@3)
Docetaxel group 174 (0)  135(20) 115(1) 103(0) 90(1) 81(2) 65(4) 61(1) 44(11) 20(22) 7(11) 4(Q3) 1(3)

@ University of Colorado de Langen Lancet Oncol 2023

0(1)

Cancer Center



Sotorasib (n=169) Docetaxel (n=151)

Other safety signals

Any grade Grade 23 Any grade Grade 23
Diarrhoea 57 (34%) 20 (12%) 28 (19%) 3(2%)
Fatigue 11 (7%) 1(1%) 38 (25%) 9 (6%)
Alopecia 2 (1%) 0 31 (21%) 0
Nausea 24 (14%) 2(1%) 30(20%) 1(1%)
Anaemia 5(3%) 1(1%) 27 (18%) 5(3%)
Decreased appetite 18 (11%) 3(2%) 21 (14%) 0 .
Stomatitis 1(1%) 0 17 (11%) 2 (1%) Sotorasib Docetaxel
Constipation 5(3%) 0 16 (11%) 0 N - 1 69 N - 1 51
Asthenia 7 (4%) 1(1%) 16 (11%) 4(3%)
Alanine aminotransferase increased 17 (10%) 13(8%) 0 0 Grade 2 3 AES 94 (56) 84 (56)
Aspartate aminotransferase increased 17 (10% 9 (5% 0 0
o e wem  Fatal TEAES 1(7) 11(7)
Neuropathy peripheral 0 0 15 (10%) 1(1%) S e I’I ous T EAES 64 (38) 6 0 (4 O )
Oedema peripheral 0 0 14 (9%) 1(1%)
Lo s@9 o BEY o Discontinuation 22 (13) 22 (15)
Myalgia 3(2%) 0 13 (9%) 2 (1%)
Vomiting 8% 0 10(7%) : Dose reduction 26 (15) 42 (28)
Arthralgia 2 (1%) 0 10 (7%) 1(1%)
Mucositi 1% o0 7% 20%) Dose interruption 83 (49) 40 (26)
Alkaline phosphatase increased 11 (7%) 5(3%) 1(1%) 0
Malaise 2 (1%) 1(1%) 9(6%) 1(1%)
Febrile neutropenia 0 0 8 (5%) 8 (5%)
Abdominal pain 9 (5%) 2 (1%) 6 (4%) 0
Pyrexia 1(1%) 0 8 (5%) 0
Pneumonia 0 0 7 (5%) 5(3%)

Data are n (%). Adverse events were graded with the use of the Common Terminology Criteria for Adverse Events
(version 5.0), which incorporates certain elements of Medical Dictionary for Regulatory Activities terminology.

Table 3: Treatment-related adverse events of any grade (occurring in =5% of patients) or of grade =3

(occurring in =3% of patients)

Gr
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KRYSTAL-1 — adagrasib monotherapy

KRYSTAL-1 (849-001) Study Design

Phase 1 Phase 1B Phase 2
Dose Escalation Dose Expansion and Combination Monotherapy Treatment
Key Eligibility Criteria '

Adagrasib monotherapy
NSCLC

Up to n=391 :
« Solid tumor with 600 mg BID
KRASG2C mutation

« Unresectable or

NSCLCe
n=61

metastatic disease Adagrasib
» Progression on or + pembrolizumab in NSCLC
following treatment
with a PgD-1/L1 ’ Adagrasib
inhibitor following or in - + afatinib in NSCLC Other solid
inati ; 150 mg QD
Adagrais
(NSCLOy + cetuximab in CRC

Phase 1 Endpoints Phase 2 Endpoints
Primary: Safety, MTD, PK, RP2D | Primary: ORR (RECIST 1.1)

Secondary: Objective Response (RECIST 1.1), DOR, PFS, OS | Secondary: Safety

* Treated and/or stable
brain metastases®

» Previously reported data from Phase 1 demonstrated clinical activity with adagrasib (MRTX849) in patients with pretreated KRASG12C
NSCLC and CRC

= 600 mg BID was chosen as the RP2D

» Here we report data for 79 patients evaluating adagrasib 600 mg BID in patients with previously treated NSCLC in Phase 1/1b (n=18, median
follow-up, 9.6 mo) and Phase 2 (n=61); pooled (n=79) median follow-up, 3.6 mo

» Data cut-off date: 30 August 2020

2Applies to the majority of NSCLC cohorts. *Most cohorts allow patients with brain metastases if adequately treated and stable; additional phase 1/1b cohort allows limited brain metastases.
“Primary NSCLC cohort eligibility based on a tissue test; KRAS®'2C testing for entry was performed locally or centrally using a sponsor pre-approved test. ClinicalTrials.gov. NCT03785249.

% University of Colorado Janne NEJM 2022

Cancer Center



A Maximum Tumor Change from Baseline

Responses: W Progressive disease 1 Stable disease W Partial response [l Complete response
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Patients with Measurable Disease at Baseline

Variable
Objective responsei
No. of patients
Percent (95% Cl)
Best overall response — no. (%)
Complete response
Partial response
Stable disease
Progressive disease
Not evaluable
Disease control
No. of patients
Percent (95% Cl)
Median duration of response (95% Cl) — mo
Median progression-free survival (95% Cl) — mo
Median overall survival (95% Cl) — mof

Cohort A (N=112)}

48
42.9 (33.5-52.6)

1(0.9)
47 (42.0)
41 (36.6)

6 (5.4)
17 (15.2)

89
79.5 (70.8-86.5)
8.5 (6.2-13.3)
6.5 (4.7-8.4)
12.6 (9.2-19.2)

Janne NEJM 2022

Q’l University of Colorado
&= Cancer Center



C Progression-free Survival D Overall Survival
100+ 100+

90- Median progression-free survival, 90- Median overall survival,

80- 6.5 mo (95% Cl, 4.7-8.4) 80 12.6 mo (95% Cl, 9.2-19.2)

704 704
o 60+ ~ 60~ i
o o -
o 504 ' o 50+ :
()] | U | |
o 404 ! Q. 40- ! :

30 i 30 i i

20- ! i 20- ! i

| 1
104 ! i 10- : i
| |
0 1 = | % | | | 0 1 % 1 : 1 | | |
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21 24
Months Months
No. at Risk 112 72 45 30 13 6 1 0 No.atRisk 116 98 74 60 49 29 10 3 0
% University of Colorado Janne NEJM 2022

Cancer Center




Event Any Grade Grade =3

no. of patients (%)

Any adverse event 116 (100) 95 (81.9)
Adverse event leading to dose reduction or interruption 96 (82.8) —
Adverse event leading to discontinuation of therapy 18 (15.5) —

Adverse event of any grade that occurred in >10% of patients or that was

Gr

grade =3 in >1 patienty

Diarrhea 82 (70.7) 1(0.9)
Nausea 81 (69.8) 5 (4.3)
Fatigue 69 (59.5) 8 (6.9)
Vomiting 66 (56.9) 1(0.9)
Anemia 42 (36.2) 17 (14.7)
Dyspnea 4] (35.3) 12 (10.3)
Blood creatinine increased 40 (34.5) 1(0.9)
Decreased appetite 37 (31.9) 5(4.3)
ALT increased 33 (28.4) 6 (5.2)
Edema peripheral 33 (28.4) 0
AST increased 31 (26.7) 6 (5.2)
Constipation 27 (23.3) 0
Hyponatremia 27 (23.3) 10 (8.6)

University of Colorado
Cancer Center

Janne NEJM 2022




KRAS TKis — where do we go from here?

* ORR for sotorasib and adagrasib (across Phase 1, 2 and 3 trials) is
relatively consistent ranging from 28.1 — 42.9%

* PFS benefit is lower than scan interval frequency (6 weeks) for sotorasib
— Early warning sign that might not be an OS benefit!

« Patient preferences may play role here, but KRAS TKls do have
important side effects and dose reductions common

* CNS predominant disease — may favor KRAS G12C TKI

 Key message — highlights importance of selecting optimal and
tolerable dose when determining RP2D

% University of Colorado
Cancer Center




Later line treatments for EGFR Exon 20
Insertion mutations

% University of Colorado
Cancer Center




EGFR (ERBB1) dimerization

(A) (B) (C) (D)
Dimerization arm \ Monoclonal antibodies
| EGF

Extracellular
domain (ECD)

EGFo - am, o\/ (e.g., cetuximab)
) EGF

...\\‘\‘\‘ l"-“,---§‘~\~\ R
I ’ I - =
ATP binding site . )

Tyrosine kinase inhibitors

Tyrosine Kinase .~ (ATP-mimic; e.g., erlotinib,

Domain (TKD)

gefitinib)
C-terminal tail
~ RAFV
@
~

*Note: EGF-like ligand more accurate given variety of signaling substrates

% University of Colorado Liddo Cancers 2022
Cancer Center




EGFR mutations

Wild-type EGFR Wild-type EGFR

Deletions

Classical-like Description Representative Drug
® Ploop © aC-helix ® Hydrophobic coee mutations selectivity

“-helix ‘ ji

“C-helix
out” i

in”

Insertions

Exon 19 deletion Exon 20 insertion - ]
Exon 20 loop insertion C-terminal lcop Ex20ins-NL
" of aC-helix 13

ATET:
Indirect and Dnoum
substantial impact 07700 insGY
{P-loop and aC-helix) Ex20ins-FL

H773insNPH
Two s S H773duy|
Bt earocp  VTTHaR
Ex2Onz-farloop  Y774in=PR

E709_T710 dein=D —
Aegied e e
Crers =

Lrach -
G245

L718X

Tasal

Active

Knowing that your patient is
EGFR positive is not enough!

You need to know which

mutations are sensitizing to
EGFR TKIs

* Drug-sensitive:
— Exon 19 del, L858R

« Partially drug-sensitive:
- G719, L861Q

 [Insensitive:

— Exon 20 insertions
(except FQEA)

Vyse & Huang Nature 2019

% University of Colorado
Cancer Center

2Roblchaux Nature 2021
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Amivantamab: EGFR-MET Bispecific Antibody

= Fully human EGFR-MET bispecific antibody with immune cell-directing activity'2

~
LC20

- V\'n‘

k_(-}“)

CONQUERING .THORACIC CANCERS WORLDWIDE

» Targets activating and resistance EGFR mutations and MET mutations and amplifications3+

{ Demonstrated monotherapy activity in patients with diverse EGFRm disease including EGFR Exon19del, L858R, T790M,

C797S, Exon20ins, and MET amplification34

MOA Relevant to EGFR Exon20ins-mutated NSCLC

(

Immune Cell-directing Activity Receptor Degradation
Trogocytosis 3
“cellular gnawing” Y ) Tumor Cell
o -y » Tumor Cell \*
Jk" 'CE{_,‘- \Y s 2 \-._}‘
M1/M2 Y ~ >
Macrophage o € s s Lysosome . T
m r b o =
Natural Killer @‘{‘ 4] Cell Death
Cell

\

Trogocytosis also contributes to receptor degradatlcu

Wijayaraghavan Mol Cancer Ther 19(10):2044. “Yun Cancer Discov 10(8):1194. *Haura JCO 37(15_suppl):9009. *Park JCO 38(15_suppl):9512
EGFR, epidermal growth factor receplor. EGFRm, EGFR-mutant; MET, mesenchymal-epithelial transition; NSCLC, non-small cell lung cancer

Sabari JK et al. Phase 1 CHRYSALIS Study in Exon20ins NSCLC #3031

University of Colorado
Cancer Center

JANUARY 28-31,

Inhibition of Ligand Binding

Hoan d. — o ongand
‘\'
EGFR \,., MET

|
\ :

Tumor Cell

2021 | WORLDWIDE VIRTUAL EVENT ¢
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CHRYSALIS Study Design: Post-platinum Exon20ins Population

CONQUERING .THORACIC CANCERS WORLDWIDE

* Duration of response
= Metastatic/unresectable NSCLC

= EGFR Exon20ins mutation

= Progressed on platinum-based
chemotherapy

* Progression-free survival

Post-platinum Exon20ins with 23
Disease Assessments at Clinical Cut-off®
(n=81; Efficacy Population)

» Qverall survival

NCT02609776

[ play Y Dose Escalation RP2D R R Ll .
., Key Objectives i Cohorts 1050 mg (<80 kg) Dose Expansion . '
= Dose escalation: Establish | 140-1750 mg 1400 mg (280 kg) Cohort D : Efficacy End Points :
| RP2D B Advanced NscLc [ESRClINC-RYerllll  EGFR Exon20ins | Primary :

1 I
' = Dose expansion: Assess | — e Rt s :
| fi ffi RP2D ' '
s safety and efficacy at ] E RECIST v1 1 |
__________________________ - N 1
P ST SN g 1 DBt 00 e W g Post-platinum Exon20ins . Key Secondary E
Key Eligibility Criteria for Post- Treated at RP2D = Clini j |
platinum Population (N=114; Safety Population) E Clinical benefit rate !
: :
I 1
1 1
I 1
1 1
1 1
/

-

——————————————————————

__________________________

“Post-platinum patients treated at the RP2D and had 23 scheduled disease assessments or discontinued, progressed, or died prior to the 3™ postbaseline assessment at the time of clinical cut-off (June 8, 2020). By October 8, 2020, all
responders in the efficacy population had 6 months of follow-up from their first disease assessment.
C, cycle; Q2W, every other week, QW, weekly. RECIST, Response Evaluation Criteria in Solid Tumors, RP2D, recommended phase 2 dose

Sabari JK et al. Phase 1 CHRYSALIS Study in Exon20ins NSCLC #3031 JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT 4

% University of Colorado
Cancer Center



IASLC ((( ))) 2020 World Conference wclc2020:1ASLC.com
%@’ on Lung Cancer Singapore

CONQUERING THORACIC CANCERS WORLDWIDE

Amivantamab: Efficacy by BICR T

Overall X X 32181 40% (29, 51)

. - Age, years
BICR-assessed Response Efficacy Population (n=81) <65 l— 21148 44% (30, 589)
265 —e— 11/33  33% (18, 52)

) 0 Sex
Overall response rate 40% (95% CI, 29-51) e  ffse 1533 46% (28, 64)
- - — - oo »
Median duration of response 11.1 months (95% Cl, 6.9-NR) 2o S I S RS
) Asian 17/40 43% (27, 59)
BeSt response’ n (A) Non-Asian I [ | 14/32  44% (26, 62)
Baseline ECOG PS
Complete response 3(4) : | T
Partial response 29 (36) 21 . 18/55 33% (21, 47)
. Prior Lines of Therapy
Stable disease 39 (48) 1 et 1031 32% (17, 51)
: : 2 . 7124 29% (13, 51)
Progressive disease 8 (10) 23 H—e—s 15126 58% (37, 77)
History of Smoking
Not evaluable 1(1) Yes o 1338 34% (20, 51)
Clinical benefit rate? 74% (95% CI, 63-83) H,N° . 2 o gl
istory of Brain Metastases
Yes . S 718  39% (17, 64)

No - 25/63 40% (28, 53)
0 20 40 60 80100

Median follow-up: 9.7 months (range, 1.1-29.3)

8 Oclober 2020 efficacy data cul. *Clinical benefit rate (CBR) defined as complete response or partial response or slable disease for at least 2 disease assessments. "Does not include 9 patients with race not reported and mulliple race.
BICR, blinded independent central review; Cl, confidence interval, ECOG PS, Eastern Cooperalive Oncology Group performance status; NR, nol reached; ORR, overall response rate

Sabari JK et al. Phase 1 CHRYSALIS Study in Exon20ins NSCLC #3031 JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT 4

% University of Colorado
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TABLE 2. Summary of AEs

Event Safety Population (n = 114), No. (%) Patients Treated at the RP2D (n = 258), No. (%)
Any AE 113 (99) 257 (100)
Grade = 3 AE 40 (35) 101 (39)
Serious AE 34 (30) 79 (31)
AE leading to death 8(7) 13 (5)
AE leading to discontinuation 11 (10) 17 (7)
AE leading to dose reduction 15 (13) 26 (10)
AE leading to dose interruption® 40 (35) 88 (34)

Safety Population (n = 114), No. (%) Patients Treated at the RP2D (n = 258), No. (%)
Most Common AE (= 10%) Total Grade 1 Grade 2 Grade = 3 Total Grade 1 Grade 2 Grade > 3
Rash® 98 (86) 43 (38) 51 (45) 4 (4) 202 (78) 101 (39) 94 (36) 7 (3)
Infusion-related reaction 75 (66) 9(8) 63 (55) 33) 167 (65) 21 (8) 140 (54) 6 (2)
Paronychia 51 (45) 28 (25) 22 (19) 1(1) 104 (40) 50 (19) 51 (20) 3(1)
Hypoalbuminemia 31 (27) 6 (5) 22 (19) 3(3) 63 (24) 21 (8) 38 (15) 4(2)
Constipation 27 (24) 18 (16) 9(8) 0 58 (23) 36 (14) 22 (9) 0
Nausea 22 (19) 17 (15) 5(4) 0 55 (21) 40 (16) 14 (5) 1(04)
Dyspnea 22 (19) 12 (11) 8(7) 2(2) 52 (20) 28 (11) 13 (5) 11 (4)
Stomatitis 24 (21) 11 (10) 13 (11) 0 50 (19) 33 (13) 17 (7) 0
Peripheral edema 21 (18) 20 (18) 1(1) 0 50 (19) 43 (17) 5(2) 2(1)
Pruritus 19 (17) 11 (10) 8(7) 0 49 (19) 40 (16) 9(4) 0
Fatigue 21 (18) 15 (13) 4 (4) 2(2) 47 (18) 29 (11) 16 (6) 2(1)
Cough 16 (14) 11 (10) 5(4) 0 40 (16) 25 (10) 15 (6) 0
Decreased appetite 16 (14) 7 (6) 9(8) 0 39 (15) 23(9) 16 (6) 0
Dry skin 18 (16) 18 (16) 0 0 33 (13) 32 (12) 1(04) 0

% University of Colorado Park J Clin Oncol 2021

Cancer Center
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Exon20ins location

90 - 80° M Helical region (762-766)
god "= W Near loop region (767-772)
70 3 M Far loop region (773-775)

= 60 - Not detected by ctDNA
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25
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-70 4

Helical region (n=1) Near loop (n = 54) Far loop (n=8)
ORR = 100% ORR =41% ORR = 25%
CBR = 100% CBR =70% CBR =75%

% University of Colorado Park J Clin Oncol 2021
Cancer Center



EGFR Exon 20 therapies — what’s next

 Amivantamab is available for patients with EGFR Exon 20 insertion
mutations who progress on 1stline platinum chemotherapy

— Open question whether to include ICI or bevacizumab with doublet
— Takeda has voluntarily removed mobocertinib from market

* Amivantamab has very real side effects including IRR, rash, diarrhea,
and peripheral edema

— Grade =2 3 AEs (30%), dose reduction (10%), dose discontinuation
(34%) when treated at RP2D

« Future directions
— Amivantamab + lazertinib + chemotherapy combination studies
— Structural variants of EGFR Exon 20 may matter (far loop vs near loop)

% University of Colorado
Cancer Center




Later line treatments — antibody drug
conjugates (ADCs)

% University of Colorado
Cancer Center



Receptor tyrosine kinases and dimerization

EGF
Peptide
Hormones | EPGN
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HER2 mutations, amplifications, overexpression

ERBB2 ERBB2 Gene HER2 Protein
Mutations Amplifications Overexpression
~2%-3% of lung ~2%-5% of lung ~2.4%-38% of NSCLCs
adenocarcinomas adenocarcinomas
NGS, RT-PCR FISH IHC
Most common: exon 20 HERZ2/CEP17 ratio 22.0 2+ or 3+

% University of Colorado
Cancer Center




Trastuzumab deruxtecan (T-DXd)

Designed with the goal of improving clinical attributes of an ADC
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.
L
il |

N4 AP W

4 Cysteine residue
¥ Drug-Linker

Conjugation chemistry
Cysteine linked, at sites of interchain
disulfide bonds

v

ok

Payload (DXd)

Exatecan derivative

Short systemic

&Tg: " Tumor selective \

| Hiﬁh drui-to-antibodi \

DS-8201 T-DM1
F—
T°F’1°:f‘f1:gﬁgfse' Tubulin inhibitor
High: 7-8 Low: 3-4
m:rLgbhrIgne AEniEEh.)
ermeable — impermeable —
p“b TR no “bystander

=)

U

=)

[Fam-] trastuzumab deruxtecan is an antibody-drug conjugate with a HER2 antibody,
peptide-based cleavable linker, and a novel topoisomerase | inhibitor payload

| —— |

Clinical

Validated topo-1
mechanism

More drug
delivered, greater
tumor cell killing

Kills neighboring

heterogenous non-

HER2 tumor cells

(pH-dependent topo-

—

1 potency)

Gr

Cancer Center

University of Colorado



DESTINY-Lung 02

HER2+ NSCLC, Second Line

Key Eligibility Criteria
« Confirmed metastatic NSCLC with activating HER2 mutation T-DXd 5.4 mg/kg

« Progression after 1 previous line of platinum-containing therapy Every 3 weeks for 14 months
* Absence of EGFR, BRAF mutations and ALK, ROS1 fusions
+ ECOGPSOor1

« LVEF = 50% within 28 days before randomization T-DXd 6.4 mg/kg

Every 3 weeks for 14 months

» No history of non-infections ILD requiring steroids or active ILD

Primary End Point

o ORR (RECIST v1.1 per BICR)

Key Secondary End Points

o ORR (RECIST v1.1 per investigator)

o DCR, DOR, and PFS (RECIST v1.1 per BICR), OS, Safety

% University of Colorado Goto ESMO 2022

Cancer Center




DL-02 Efficacy

Prespecified early cohort

T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg

Response Assessment by BICR n=>52 n=28
Confirmed ORR,* n (%) 28 (53.8) 12 (42.9)
[95% ClI] [39.5, 67.8) [24.5, 62.8]
Best overall response, n (%)

CR 1(1.9) 1(3.6)

PR 27 (51.9) 11 (39.3)

SD 19 (36.5) 14 (50.0)

PD 2(3.8) 1(3.6)

NE® 3(5.8) 1(3.6)
DCR,® n (%) 47 (90.4) 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 14
[range] [1.2-5.8) [1.2-3.0]
Median follow-up, months [range] 56(1.1-11.7) 54(06-12.1)

% University of Colorado Goto ESMO 2022
Cancer Center
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Best (minimum) percentage change from baseline in the sum of diameters for all target lesions, based on ICR. Baseline was last measurement taken before enroliment. Red line at 20% indicates PD, and black line
at -30% indicates PR (when considering only target lesions). Full analysis set data are shown.

% University of Colorado
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Figure 2. Response to T-DXd by HER2 IHC Status

No. of Confirmed ORR Confirmed ORR
responders (95% CI) (95% CI)

Cohort 1 (all patients) 13/49 26.5 (15.0-41.1) g

HER2 IHC 3+ 2/10 20.0 (2.5-55.6) @

HER2 IHC 2+ 11/39 28.2 (15.0-44.9) &
Cohort 1a (all patients) 14/41 34.1 (20.1-50.6) sy

HER2 IHC 3+ 9/17 52.9 (27.8-77.0) &

HER2 IHC 2+ 5/24 20.8 (7.1-42.2) &

I I I I I I I I I
0O 10 20 30 40 50 60 70 80
ORR (%)

% University of Colorado
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ILD lower in 5.4 mg/kg

Adjudicated Drug-Related ILD

T-DXd T-DXd T-DXd T-DXd
5.4 mg/kg 6.4 mg/kg 5.4 mg/kg 6.4 mg/kg

Adjudicated as drug-related ILD? n =101 n =50 n =51 n=208

Any grade, n (%) 6 (5.9) 7 (14.0) 4 (7.8) 5(17.9)

Grade 1 3(3.0) 1(2.0) 3(5.9) 1(3.6)

Grade 2 2(2.0) 6 (12.0) 1(2.0) 4 (14.3)
Grade 3 1(1.0) 0 0 0
Grade 4 0 0 0 0
Grade 5 0 0 0 0

Cases resolved, n (%) 3 (50.0) 1(14.3) 1(25.0) 1 (20.0)

Median time to onset of first

diad LD, das kanad) 67.5(40-207)  41.0(36-208)  104.5(40-207)  43.0 (36-208)

* Most cases of adjudicated drug-related ILD were low grade (grade 1/2)
» The rate of adjudicated drug-related ILD was lower in the T-DXd 5.4 mg/kg arm
compared with the 6.4 mg/kg arm

University of Colorado
Cancer Center




Future directions for ADCs

Can we further classify NSCLC by protein targets?

Adenocarcinoma

T

No kn.own ~—
oncogenic driver
detected

31%

Histology-based subtyping

All NSCLC
TROP-2+

EGFR Other 4%
MET 3%

>1 Mutation 3%
HER2 2%

ROS1 2%

BRAF 2%

RET 2%

NTRK <1%
PIK3CA 1%
MEK1 <1%

PD-L1+

AND

PTK7+

CEA-CAM+

Protein subtyping

% University of Colorado
Cancer Center

LAUT, et ol J O Oncod 2013; 31:1039-1049: 2. Tewa A, of &V, J Thovae Onged 2016; 11:613-638.

How to prioritize sequencing?
(genomic vs protein subtyping)

How to sequence payloads?
(MMAE vs topoisomerase)

How to combine with TKIs?
Which patients would benefit?

How to combine with
immunotherapy? What PDL1
subtypes?

What dose is appropriate?
Biomarker restricted or broad?




Summary

« Docetaxel +/- ramucirumab current 2" line chemotherapy option

« Sotorasib and adagrasib are options for KRAS G12C NSCLC, but limited
single agent activity and toxicity.
— Newer trials in development with KRAS TKI and KRAS combinations

« Amivantamab is an option for EGFR Exon 20 NSCLC
— Newer trials include novel EGFR Exon 20 TKIs and amivantamab combinations

* Trastuzumab deruxtecan an option for HER2 altered NSCLC
— |ILD and neutropenia are class toxicities
— Response rates modest and unclear relationship between HER2 IHC expression
« After progression on first line treatment for NSCLC, please
strongly consider referral for a clinical trial

% University of Colorado
Cancer Center




THANK YOU

Email: tejas.patil@cuanschutz.edu
Twitter: @TejasPatilMD

% University of Colorado
Cancer Center
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