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Mutations in NSCLC

DRIVER MUTATIONS IN LUNG ADENOCARCINOMA Drug Targets
Driver mutations in Immunotherapy Pembrolizumab, Nivolumab  PD-1/PD-L1/ CTLA4
< (% Ipilimumab)
lung adenocarcinoma Atezolizumab, Durvalumab,
EGFR-sensitizing 15% Cemiplimab
EGFR- EGFR . . - . . .
sensitising IS EGFR other 2% EGFR Osimertinib EGFR sensitizing mutations and resistance mutation
S Erlotinib, Gefitinib, (T790M)
KRAS 25% Dacomitinib EGFR exon 19 deletions or exon 21 (L858R)
ALK 7% Afatinib Rare mutations (S768L, L861Q, and G719X)
Unknown ) Mobocertinib Exon 20 insertion mutation
HER2 2% Amivantamab MET-EGFR (FDA approved for Exon 20 insertion)
BRAF V6OOE 2% | ALK Crizotinib, Alectinib, ALK fusion
) BRAF other 1% Ceritinib, Lorlatinib,
>1 mutation Brigatinib
NRAS ROS1 2%
BRAF Dabrafenib + Trametinib BRAF V600E
PIKZCA RET 2% Encorafenib+Binimetinib
MAP2K1 NTRKI 0-5% ROS-1 Crizotinib, Entrectinib, ROS-1 fusion
MET BRAF V600OE MET 3% Repotrectinib
NTRK1! | BRAF other MAP2K1 0-5% NTRK Entrectinib, Larotrectinib NTRK mutation/fusion
RET ROSI PIK3CA 1% MET Capmatinib, Tepotinib MET exon skipping mutation
NRAS 0-5% RET Selpercatinib, Pralsetinib RET fusion
>1 mutation 3%
KRAS Sotorasib, Adragasib KRAS G12C
Unknown 31%
HER2 Trastuzumab Deruxtecan HER2

Cityof Hope Adapted from LUNGevity



Treatment Approvals in Metastatic NSCLC with and without
Driver Mutations

Without Driver Mutations Garboplatin
Pembrolizum
ab;
Nivolumab Pembrolizum | Carboplatin/ | Carboplatin/ | Carboplatin/ Nivolumab/
ab, Pemetrexed/ | Paclitaxel/ Taxane/ Ipilimumab +/-
Atezolizumab | Pembrolizu Bevacizumab/ | Atezolizuma Chemotherapy
mab Atezolizumab | b

With Driver Mutations

Gefitinib Erlotinib

Crizotinib Afatinib Ceritinib Osimertinib Brigatinib Larotrectinib | Entrectinib ?::Ipriract?r:iigib Sotorasib | Adagrasib Repotrectinib | Tepotinib
Alectinib Dabrafenib | Lorlatinib Rarﬁnucirumab Mobocertinib T-DXD
Trametinib | Dacomitinib + Erlotinib Amivantamab Encorafenib
Pralsetinib +Binimetinib
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EGFR Mutations

Different Subtypes of EGFR Mutations

Exon 19 deletion

Exon 20 Insertion

-7 ' ‘,,,jj'j,?
/ e &~ ~ L858R

Exon 19/L858R — 85% - erlotinib, gefitinib, afatinib, dacomitinib & osimertinib
G719X, L861Q, S768I — 8-10% - afatinib
Exon 20 - 5-7% - no approved TKI

Cltyof Hope Presented by Pasi A. Janne, Targeted Therapies in Lung Cancer 2020 5



EGFR Exon 20 Insertion Mutations are an uncommon
subtype of EGFR mutant NSCLC

L858R, 721, 32% ex20ins, 261, 12%

57681, 15, 1%
L861Q, 52, 2%

ex19del+1861Q, 2
G719X, 96, 4 1861Q+57681, 1 N771_P772insH, 3,1%
D770_N771>GSVDN, 4, 2%
G719X+5768l, 29

Compound,

50, 2% N771_P772>GYP,5,2%

ex19del+ex20ins, 1
V774_C775>AHVC, 6, 2% _—

G719X+1681Q, 10
© cxOinsussss a2
G719X+L858R, 1 D770_N771>GYN, 6, 2%

H773dupH, 8, 3%
P772_H773dupPH, 9, 3%

D770_N771insG, 10, 4% N771_H773dupNPH, 20, 8%

A763_Y764insFQEA, 15, 6%

ex19del, 1056, 47%

Constitute about 1-10% of all the EGFR mutation types
Associated with de novo resistance to EGFR TKils
Note FQEA sensitive to all EGFR TKils

Cityof Hope Riess JW et al, JTO 2018 6



EGFR Exon 20 Insertion Treatment

' EGFR ex20ins first
described in NSCLC
L2324

Retrospective
analyses reveal
EGFR ex20ins
NSCLC patients have
low RR to 1% gen
EGFR inhibitor 5252

" Cetuximab + erlotinib

combination effective
in EGFR D770>GY
NSCLC patient ®'

EGFR ex20ins first

described in SNSCC #7

Identification of

sensitivity of EGFR
ex20ins with glycine
at position 770 to 2=
gen EGFR inhibitor
dacomitinib =

Cetuximab + afatinib
combination has PR
in 3outof 4 EGFR
ex20ins NSCLC

1
64% RR for poziotinib
in EGFR ex20ins
NSCLC patients in
phase |l trial 31

Mobocertinib and
Amivantamab were
granted Breakthrough
Therapy and
Accelerated Approval
by the FDA,
respectively

CLN-081 was
granted
Breakthrough
Therapy
Designation
by the FDA

2014 2016 2021
EGFR Post-hoc analysis of 17% RR for Hsp90 Tarloxotinib shown to
AT763_764insFQEA LUX-lung trials inhibitor luminespib in be effective in Mobocertinib and
ex20ins found to be reveals EGFR EGFR ex20ins xenograft models of Amivantamab
responsive to 1% gen ex20ins patients have NSCLC patients in EGFR ex20ins demonstrated clinically
EGFRI 948 low RR to 2™ gen phase Il trial ¢ NSCLC cell lines *¢ TG U B
1 EGFR inhibitor I 9
afatinib 5¢

Crystal structure of Characterisation of
EGFR EGFR ex20ins
D770_N771insNPG targeted inhibitors in
ex20ins solved # pre-clinical models:

+ TAK-788 %2

+« TAS6417 %

) Compound 1A *4

Vyse et al. Nature 2019

i§ Cityof Hope
yo P Presented by Lecia V. Sequist, Targeted Therapies in Lung Cancer 2020



Amivantamab

Parental monoclonal antibodies

EGFR

’_- binding

i Cityof Hope.

MET
binding

EGFR
binding

Controlled
Fab-arm exchange

Amivantamab

MET
binding

Fc-dependent
NK-cell-mediated
ADCC

NSCLC cell
membrane

Mechanism of Action

Amivantamab

Low-fucosylated
Fc region

anti-EGFR anti-c-MET

;}{:1!‘

EGFR

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

Macrophage

Fc-dependent
' macrophage-mediated
trogocytosis

A0
)

Chul Cho B et al Clinical Lung Cancer 2023; Guo MZ et al. touchREVIEWS in Oncology & Haematology 2021
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CHRYSALIS Trial: Amivantamab in EGFR Exon 20 Insertion-
Mutated NSCLC Progressing on Platinum Chemotherapy

( 1
| Key objectives 1
I Part 1: Establish RP2D :
: Part 2: Safety and efficacy at 1
RP2D I

1
\ ]
7o e T T i Wi d

- TTTEEEEEEEEE N

Key eligibility criteria
Metastatic or unresectable NSCLC
Failed or ineligible for SOC

Measurable disease (part 2)
Activating or resistance EGFR or
MET mutations or amplifications

I

1

1

1

1

I Advanced NSCLC (part 1)
1

1

1

1

| (part 2)

Dosing schema

I
[
1
I Cycle 1
1
1
1

i Cityof Hope

\
I
I
| 4
therapy 1
|
I
|
I
|
1

Dose escalation

Part 1:

1,750 mg

RP2D
1,050 mg amivantamab (< 80 kg)
1,400 mg amvantamab (>80 kg)

Intravenous dosing

C1 weekly and C2+ biweekly

A Amivantamab infusion

*Split first dose

Part 2:
Dose expansion

Cohort A:
EGFR-dependent resistance

Cohort B:
EGFR-independent resistance

Cohort C:
Post-EGFR-3GTKI and C797S+

Cohort D:

EGFR Exon20ins

Cohort MET-1:
MET amp and post-EGFR-TKI

Cohort MET-2:
MET exon 14 skipping

B

Enrolled
(N =362)

Dose escalation phase (n=77) Dose expansion phase (n = 285)
140 mg amivantamab (n=3) Cohort A: EGFR-dependent resistance
350 mg amivantamab (n=3) Cohort B: EGFR-independent resistance
700 mg amivantamab (n=14) Cohort C: Post-3GTKI
1,050 mg amivantamab (n = 25) Cohort D: EGFR Exon20ins mutation
1,400 mg amivantamab (n =26) Cohort MET-1: MET amp and post-3GTKI
1,750 mg amivantamab (n=6) Cohort MET-2: MET exon 14 skipping

Other doses Recommended dose
(n = 104) (n = 258)

Non-EGFR Exon20ins Non-EGFR Exon20ins
mutation mutation
(n =59) (n = 116)

EGFR Exon20ins EGFR Exon20ins
mutation mutation
(n = 45) (n =142)
Previous No previous
platinum-based platinum-based
chemotherapy chemotherapy
(n = 114; safety population) (n =28)

Previous platinum-based
chemotherapy with

> 3 disease assessments

at clinical cutoff (n = 81;
efficacy population)

Park K et al. JCO 2021
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CHRYSALIS Trial: Amivantamab Long-Term Follow-Up

.
I

Progression-free Survival Overall Survival

%Patients without event

Median PFS®: 6.9 months
(95% ClI, 5.6-8.8)

Median OS: 23 months

1 year (95% Cl, 18.5-29.5)

%Patients without event
w,

Patients

atrisk 114 85

1 1
40 !
! 1
! |
30 4 1 '
! 1
20 1 y
! 1
10 1 : '
' 1
+ : v . . . . . v . v 0 v . . ! v . . - - - . . - E . s
0 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months from date of first dose Months from date of first dose
Patients

41 37 30 23 16 12 8 4 2 1 0 atrisk 114 108 101 83 75 67 59 53 46 42 26 13 6 3 2 2 0

i Cityof Hope

A Best overall response: M CR M PR W SD WM PD
809 , _ g B NE/UNK
60 4 Treatment status: » Ongoing @ Completed or discontinued

Progressive di Pre Post

...........

Change From Baseline in
SoD of Target Lesion (%)

&
o
L

Time (months)

®* The overall response
rate was 40% (95% Cl,
29 to 51), including
three complete
responses, with a
median duration of
response of 11.1
months (95% CI, 6.9 to
not reached).

®* The median
progression-free
survival was 8.3
months (95% CI, 6.5 to
10.9).

Park K et al. JCO 2021; Presented by Garrido P at ESMO 2023
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PAPILLON: Amivantamab plus Chemotherapy in NSCLC with
EGFR Exon 20 Insertions

Key Eligibility Criteria

* Treatment-naive,
locally advanced or
metastatic NSCLC

+ Documented
EGFR Exon 20
insertion mutations

+ ECOGPSOor1

Stratification Factors

« ECOGPS
- History of brain
metastasesP

* Prior EGFR TKI use?

- J

i Cityof Hope

=308)

1:1 Randomization (N

Amivantamab-Chemotherapy
(n=153)

Chemotherapy
(n=155)

Dosing (in 21-day cycles

Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then
1750 mg (2100 mg if 280 kg) every 3 weeks starting at week 7 (first day
of cycle 3)
Chemotherapy on the first day of each cycle:

Carboplatin: AUCS for the first 4 cycles

Pemetrexed: 500 mg/m?until disease progression

Primary endpoint: Progression-free survival
(PFS) by BICR according to RECIST v1.1¢

Secondary endpoints:

* Objective response rate (ORR)®

* Duration of response (DoR)

« Overall survival (OS)¢

« PFS after first subsequent therapy (PFS2)
» Symptomatic PFS¢

» Time to subsequent therapy®
« Safety

Optional crossover to 2"-line
amivantamab monotherapy®

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Characteristic
Age
Median (range) — yr
Distribution — no. (%)
<65 yr
65 to <75 yr
=75yr
Sex — no. (%)
Female
Male
Race or ethnic group — no./total no. (%)
Asian
White
Black
American Indian or Alaska Native
Multiple
Unknown
ECOG performance-status score — no. (%)
0
1
History of smoking — no. (%)
No
Yes
Median time from initial diagnosis (range) — mo
Median time from metastatic diagnosis (range) — mo
Histologic type — no. (%)
Adenocarcinoma
Large-cell carcinoma
Other§

History of brain metastases — no. (%)

A H b-C} CkH 1 Py
(N=153) (N=155)
61 (27-86) 62 (30-92)
97 (63) 92 (59)
44 (29) 48 (31)
12 (8) 15 (10)
85 (56) 93 (60)
68 (44) 62 (40)

97/151 (64)
49/151 (32)
2/151 (1)
1/151 (1)
1/151 (1)
1/151 (1)

54 (35)
99 (65)

88 (58)

65 (42)
1.8 (0.5-80.8)
1.5 (0.2-40.0)

151 (99)
0
2(1)
35 (23)

89/152 (59)
60/152 (39)
0
2/152 (1)
0
1/152 (1)

55 (35)
100 (65)

91 (59)
64 (41)

1.8 (0.6-95.9)

1.6 (0.3-30.7)

153 (99)
1(1)
1Q)

36 (23)

Zhou C. et al. NEJM 2023
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PAPILLON: Progression Free Survival

i Cityof Hope

A Progression-free Survival, Blinded Independent Central Review B Progression-free Survival, | ig i
1004 1004
90+ 904
g 80+ % 80
2 701 g 704
& 60 £ 60
b e
: L e ,°, 50--—---{—---—-(-7--- TP it e il Amivantamab—
§° 40 HAE cl, Amivantamab— 5‘ 404 6.9 m(; 1‘{5‘\ cl, chemotherapy
£ 5.6-7.3) chemotherapy H 6.2-8.3) s 5%
v 304 v 304 OIS Bh
g Hazard ratio for disease defind o 8 ‘ 11.4-16.7)
20 progression or death, Slad) 209 Hazard ratio for disease progression
104  0.40 (95% Cl, 0.30-0.53) Chemotherapy 104  ordeath, 0.38 (95% Cl, 0.29-0.51) Chemotherapy
0-4—P<0.001 0 s
T T T T T T T 1 T T T T T T T 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
Months since Rand Months since Rand
No. at Risk No. at Risk
Amivantamab- 153 135 105 74 50 33 15 3 0 Amivantamab- 153 136 111 83 60 34 17 4 0
chemotherapy chemotherapy
Chemotherapy 155 131 74 41 14 4 2 1 0 Chemotherapy 155 130 34 46 22 9 3 1 0
C Subgroup Analysis for Progression-free Survival, Blinded Independent Central Review D Subgroup Analysis for Progression-free Survival, Investigator Assessment
Amivantamab- Hazard Ratio for Disease Progression Amivantamab- Hazard Ratio for Disease Progression
Subgroup Chemotherapy Chemotherapy or Death (95% Cl) Subgroup Chemotherapy Chemotherapy or Death (95% Cl)
no. of eventsftotal no. no. of events/total no.
All patients 84/153 132/155 —.— 0.40 (0.30-0.53) All patients 76/153 127/155 .— 0.38 (0.29-0.51)
Age : Age :
<65 yr 56/97 77/92 —— 0.37 (0.26-0.53) <65 yr 51/97 7492 —— ! 0.34 (0.24-0.50)
265 yr 28/56 55/63 —— 0.44 (0.27-0.70) 265 yr 25/56 53/63 —— 0.41 (0.25-0.67)
Sex H Sex 1
Female 41/85 81/93 —— 0.31 (0.21-0.46) Female 38/85 77/93 —— 0.31 (0.21-0.46)
Male 43/68 51/62 (=S 0.51 (0.34-0.78) Male 38/68 50/62 —— 0.47 (0.30-0.72)
Race E Race E
Asian 55/97 77/89 ——— 0.36 (0.25-0.52) Asian 45/97 76/89 —— 0.31 (0.21-0.45)
Non-Asian 27/53 51/62 —— 0.41 (0.26-0.67) Non-Asian 28/53 48/62 —— 0.45 (0.28-0.72)
Weight . Weight 0
<80 kg 74/132 108/128 —.— ! 0.41 (0.31-0.56) <80 kg 66/132 106/128 —— ! 0.38 (0.28-0.52)
>80 kg 10/21 2427  —e—t ! 0.26 (0.12-0.57) >80 kg 10/21 2127 —e— ! 032 (0.14-0.71)
ECOG score : ECOG score H
0 31/59 51/58 —— 0.35 (0.22-0.55) 0 31/59 47/58 —— 0.37 (0.23-0.58)
1 53/94 81/97 —— 0.42 (0.29-0.61) 1 45/94 80/97 — 0.39 (0.27-0.57)
History of smoking ! History of smoking !
Yes 37/65 57/64 o 0.45 (0.29-0.68) Yes 32/65 55/64 e 0.38 (0.24-0.59)
No 47/88 75/91 — 0.37 (0.25-0.53) No 44/88 72/91 —— 0.37 (0.25-0.54)
History of brain metastases 9 History of brain metastases .
Yes 28/36 34/38 = 0.63 (0.38-1.06) Yes 26/36 34/38 —— ! 0.47 (0.28-0.80)
No 56/117 98/117 —.—t \ 0.33 (0.23-0.46) No 50/117 93/117 —— ' 0.34 (0.24-0.48)
— T — T TrrrT——rrrrm
0.1 1.0 10.0 0.1 1.0 10.0
Ami b-Ch herapy Better Chemotherapy Better A b-Ck herapy Better Ck herapy Better

Zhou C. et al. NEJM 2023
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PAPILLON: Best Response and Interim Overall Survival

I Complete
response

M Partial [ Stable
response disease

M Progressive
disease

40
30

Percent Change from Baseline

Mean percent reduction: 53%

A Change in Target Lesions in Amivantamab—Chemotherapy Group

-100

Patients

40+
30

Percent Change from Baseline

B Change in Target Lesions in Chemotherapy Group

C Overall Survival

Percentage of Patients

No. at Risk
Amivantamab-chemotherapy
Chemotherapy

Median Overall Survival (95% Cl)

Amivantamab—Chemotherapy

Not estimable

100 Chemotherapy 24.4 (22.1-not estimable)
90~
80 Amivantamab—chemotherapy
70
60
50
40+
304
A Hazard ratio for death, 0.67 (95% Cl, 0.42-1.09) Chemotherapy
104 p=0.11
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Months since Randomization
153 144 133 115 88 60 38 15 5 0
155 153 144 110 85 57 37 24 6 0

-80- Mean percent reduction: 34%
—904
-100
Patients
Cityof Hope.

Zhou C. et al. NEJM 2023
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EXCLAIM Trial: Mobocertinib in Platinum-Pretreated Patients
With EGFR Exon 20 Insertion-Positive Metastatic NSCLC

138 Assessed for eligibility

41 Excluded
36 Screen failure
2 Declined to participate | <
2 Adverse event
1 Other reason

97 Enrolled
96 Received mobocertinib
1 Withdrew from study
before first dose

Y
96 EXCLAIM extension cohort
71 Discontinued mobocertinib use
37 Disease progression by RECIST
13 Clinical disease progression
9 Adverse event
7 Withdrawal by patient
3 Entered another clinical study/
received new anticancer therapy
1 Death
1 Other
45 Discontinued study
31 Death
11 Withdrawal by patient
3 Lost to follow-up

86 Platinum-pretreated
patients

A4

96 Included in the efficacy analysis
96 Included in the safety analysis

i Cityof Hope

>

Dose escalation and expansion?
260 Enrolled
209 Received mobocertinib

|

28 Platinum-pretreated patients with
EGFRex20ins NSCLC who received
mobocertinib, 160 mg, daily

114 PPP cohort
88 Discontinued mobocertinib use
32 Disease progression by RECIST
28 Clinical disease progression
14 Adverse event
8 Withdrawal by patient
3 Entered another clinical study/
received new anticancer therapy
3 Other
59 Discontinued study
45 Death
10 Withdrawal by patient
3 Lost to follow-up

1 Other
v

114 Included in the efficacy analysis
114 Included in the safety analysis

Objective response by time on treatment

Variant?

N771_P772insH
ASV
P772_H773insPNP
V774_C775insHV

D770_N771insG
ASV

NPH
D770_N771insGD

NPH

NPH
A763_Y764insFQEA
V769_D770insGG
D770delinsGY

NPH

ASV
SVD

Median duration of confirmed response

1.0
g Median duration of response:
: . ASV, SVD, or NPH = 17.5(95% Cl, 7.4-20.3) mo
[ PR___PO a ]
[] Other EGFRex20ins variant 4 0.8
(=]
[T Insertion unknown £
= 0.6
=% Remains on treatment £
I Discontinued treatment g 0.4
+ 0.
(=]
2
5 0.2
2
o
[PR = &
[ PR |]= T At & o DL 1416 15 20 o
0 2 4 6 8 10 12 14 16 18 20 22 24
Time, mo
e No.atrisk 32 29 23 19 17 10 6 5 5 2 2 1 0
[D] Median 0s
1.0
Median 0S: 24.0
(95% Cl, 14.6-28.8) mo
0.8+
v
o
5 0.6
2
E
B 044
o
&
0.2
f T T T T T 1 0 T T T T T T T T 1
0 6 12 18 24 30 36 0 4 8 12 16 20 24 28 32 36

Time, mo
No.atrisk 114 103 85 61 21 15 13 8 2 0

Treatment duration, mo

Zhou C et al. JAMA Onc. 2021 14



EXCLAIM Trial: Mobocertinib PFS N

®* The FDA has granted Breakthrough Therapy designation to mobocertinib

[E Best percentage change in target lesions

807 [l AsV, SVD, or NPH [] Other EGFRex20ins variant ° Ove ral I m ed ia n P FS : 7 " 3
months

[T Insertion unknown [ ] unconfirmed EGFRex20ins

40+

204

0_

® In patients with and without
brain metastases, the median

_20,

~40-

Best change from baseline in target lesion size, %

-60- No. of independent  Patients,  Confirmed ORR,
Variant category? variants No.b No. (%) [95% CI] P FS WaS 3 . 7 a nd 8 . 1 mOnthS,
809 | ASv,SVD,orNPH 3 47 15 (32) [19-47] .
o] | sy ! 5 seonss respectively
SVD 1 13 2(15)[2-45]
120 ey 1 9 5 (56) [21-86]
Other EGFRex20ins 29 48 12 (25) [14-40] . .
Insertion unknown 16 5(31)[11-59] e CU rrently In phase I I I trlal
Cityof Hope Vyse et al. Nature 2019

Presented by Lecia V. Sequist, Targeted Therapies in Lung Cancer 2020 15



EXCLAIM-2: First-Line Mobocertinib versus Chemotherapy
in Exon 20 Positive NSCLC

I Cityof Hope

Phase 3, randomized, open-label study (NCT04129502)

Mobocertinib 160 mg orally qd
with or without food (Arm A)

Key Eligibility Criteria
Locally advanced or metastatic NSCLC

EGFR ex20ins by local testing Randomized Randomization was stratified by:
21 measurable lesion per RECIST v1.1 an 1°:r1mze » CNS metastases at baseline (y/n)

ECOG PS of 0 or 1 * Race (Asian/non-Asian)

Continue until:
» |RC-assessed PD
* Intolerable toxicity

» Other
discontinuation
criteria

No prior systemic anticancer treatment Pemetrexed 500 mg/m? + cisplatin 75 mg/m2 IV or
N=354 Pemetrexed 500 mg/m? + carboplatin AUC 5 IV (Arm B)

Disease assessed by CT and MR at screening and at 6-week intervals through Cycle 18
and every 12 weeks thereafter; brain MR at baseline

Patients in Arm B could cross
over to mobocertinib after
BICR-assessed PD

Primary endpoint: BICR-assessed PFS per RECIST v1.1

Key secondary endpoints: BICR-assessed confirmed ORR and OS

Other secondary endpoints included: DoR, time to response, DCR, and patient-reported symptoms (EORTC QLQ-C30, QLQ-LC13)

Exploratory endpoint: PFS by prespecified subgroups (age, gender, race, history of tobacco use, PS, disease stage, presence of brain metastases)
Statistical considerations: ~318 total patients (227 events) to detect a 3.5-month improvement in median PFS (HR=0.65)

Presented by Janne P at ESMO Asia 2023
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Mobocertinib is Not Superior to Chemotherapy in EGFR
Exon 20 Positive NSCLC (EXCLAIM-2)

100

80

60

PFS

40

PFS (% of patients)

20

No. at risk
Mobocertinib

(=]
o

D
o

DoR

P
o

»n
o

Maintained response (% of patients)

—_
o
o

== Mobocertinib

~~ Chemotherapy

Mobocertinib | Chemotherapy
(n=179) (n=175)

15

18

21

Time (months)

24

== Mobocertinib

13

9

~~ Chemotherapy

L

o

No. at risk

Mobocertinib 58

I Cityof Hope

18

21

Time (months)

9

7

5

2%

2

27

1

30

1

33

0

PFS events, n (%) 98 (55) 86 (49)
Median PFS (35% Cl), 9.6(7.1-11.1) 9.6 (7.2-11.4)
months
1.04 (0.77-1.39)
HR (95% Cl)
P=0.803
Mobocertinib | Chemotherapy
(n=58) (n=52)
Median DoR (95% Cl),
o 12.0 (8.5-23.6) 8.4 (5.7-11.0)
HR (95% CI) 0.48 (0.26-0.88)

Presented by Janne P at ESMO Asia 2023
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CLN-081 (Zipalertinib) in NSCLC Patients with Exon 20

Insertion Mutations

STUDY SCHEMA

Accelerated Titration (N=1) Phase 2a Expansion (N=23)

Rolling Six (N=6) Phase 1 Expansion (N=7)

[ 1somgBID |

)

( 100 mg BID | = 100 m; BID J=( 100 mg BID = 100 mg BID
( 65 m;BID = [ 65 mg BID | 65 mg BID )

[ 45 m:g BID )

( 30 mL BID )= 30mgBD ]

* Dose escalation used both an accelerated titration and
rolling-six design
* Phase 1 and Phase 2a dose expansion cohorts enrolled

additional patients at dose levels meeting pre-defined
thresholds for efficacy and tolerability

Dose Level

.,65mg

100 mg

150 mg

1.00

0.75

PFS

0.50

0.25

0.00 -

CLN-081-001: Progression-Free Survival (PFS) by dose level

Kaplan-Meier Estimates of Progression-Free Survival

0 <65 mg BID 100 mg BID 150 mg BID Overall
- N=23 N=39 N=11 N=73
Y
4 mPFS, months [95% CI] 8 [5-13] 12[5,NC] 8[1,10] 10[6,12]

mPFS = median progression-free survival; Cl = confidence interval; NC = not calculated

Number at Risk
<65mg

L .
______________________ ﬁ______..____________________________________
Median time on study =11 months
T T T T T
0 5 10 15 20
Months to Event

23 22 20 16 13 10 9 8 7 6 5 2 2 0

®* CLN-081 has shown an amenable safety profile and anti-tumor efficacy
* At 100 mg BID, ORR was 41%, mDOR was > 21 months, and mPFS of 12 months

®* The FDA has granted Breakthrough Therapy designation for CLN-081

B8 Cityof Hope
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ECOG-ACRIN EA162: Phase Il Study of High-Dose
Osimertinib in NSCLC with EGFR Exon 20 Insertions

METHODS/STUDY DESIGN

KEY ELIGIBILITY

* Advanced NSCLC

* EGFR ins20 (local, CLIA-certified tissue assay)
* At least 1 prior line of therapy

» Stable, asymptomatic brain mets

i Cityof Hope

TREATMENT REGIMEN

* OSIMERTINIB 160mg DAILY
* Until progression, intolerable toxicity or

withdrawal

ENDPOINTS

* 19 Objective response rate (ORR, RECIST 1.1)

» 2°: safety, progression-free survival (PFS) and
overall survival.

Osi 160 mg QS showed clinical activity
with an ORR of 24%, disease control rate
of 82%, and mPFS of 9.6 months

Fig 1. Waterfall Plot

Maximum Tumor Response(RECIST 1.1)

OVERALL EFFICACY:

Confirmed ORR:
4/17, 24%

DCR: 14/17, 82%

mPFS: 9.6 mo
(95% Cl, 4.1, 10.7)

atient 1D
9 15 21 [ 0 18 [ 03 1 %

mDOR: NA
(95% Cl, 4.7, NA)

Fig 2.
Swimmer’s

Plot

Swimmer's Plot Depicting Treatment Duration for Each Patient

X Progressive Disease

nnnnnnnnnnnn

Piotrowska Z et al ASCO 2020
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Conclusions

* Amivantamab is now FDA approved in exon 20 insertion-positive NSCLC

* Ongoing trials are investigating the TKils as first-line or after progression on other
EGFR TKls/systemic therapy

Ongoing Trials Agent Phase
BAY2927088 in Participants Who Have BAY2927088 Phase 1
Advanced NSCLC With EGFR/HER2 Mutations

CLN-081 in Patients With Non-Small Cell Lung CLN-081 Phase 1/2a
Cancer

BLU-451 in Advanced Cancers With EGFR BLU-451 Phase 1/2
Exon 20 Insertion Mutations

i Cityof Hope
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N
CodeBreaK100: Sotorasib Study Schema -

Screening Pooled Phase 1/2: Sotorasib 960 mg orally daily
enrollment N =174 NSCLC; N =91 CRC

Key eligibility criteria

i Cityof Hope

,i?j‘!y ag‘f‘z'gf:u‘i;g‘gt:;f:“" Patients with progressive disease:
> n =106 NSCLC; n = 61 CRC

tumors

1+ prior systemic therapy, or
ineligible/intolerant*

Patients with paired plasma samples (baseline and at progression)
n =67 NSCLC; n=45CRC

Primary Endpoint Exploratory Endpoint

Stable brain metastasesallowed

ORR assessed by Acquired genomic
RECIST 1.1 by central alterations at disease
review progression

22



CodeBreaK100: Updated Survival of Sotorasib in KRAS+
NSCLC

Sotorasib, a selective KRAS®12C jnhibitor, is approved in the US and other countries in patients with
previously treated KRAS p.G12C-mutated NSCLC'4

In Phase 1/2 of the CodeBreaK 100 study,>® sotorasib monotherapy demonstrated:

. . . 0
- Objective response rate (ORR): 41% * ORR: 12%
* Median progression-free survival (PFS): 6.3 months * Median PFS: 4.2 months
. R . [
« Disease control rate (DCR): 84% DCR: 82%
Median OS (95% Cl) Median OS (95% Cl)
1.0 1 1.0 -
.‘? 0.9+4 125 2 0.9 - 134
S 0.8 r Months g 0:8' r Months
& 0.6+ " © 06 I
o 05 -------------o-oos T 05 --mmmmmmmmomomom oo oo e
£ 041 1Year 0S: 50.8% |, o 0.4+ 1Year OS: 52.3% |
£ 034 (42.8,58.2) 1 i 'é 0.3 - (40.7,627) 1
$ 0.2 '\ 2YearOS: 32.5% | o 0.2 'y
>
w 014 " (25.0,40.2) w 0.17 (-
0.0- " ! 0.0 1 'y
0 2 4 6 8 10 14 16 18 20 22 é 26 28 30 32 34 36 0 2 4 6 8 10 14 16 18 20 22 24 26
Study Months Study Months
Number of patients: 174 163 141 121 101 88 77 71 65 59 52 46 32 22 6 4 2 1 0 Number of Patients: 91 89 78 69 55 43 27 20 14 1 5 2 1 0

We describe putative mechanisms of acquired resistance to sotorasib from CodeBreaK 100, the
largest single dataset evaluated to-date for a KRAS¢12C inhibitor

Cityof Hope Presented by Bob T. Li at ASCO 2022 23



CodeBreaK100: NSCLC Biomarker Analysis

Acquired genomic
alterations™:

n = 19 patients (28%) ,
4 mutations: n = 2; 3%

3 mutations:n=1; 1%

.~ 2mutations: n = 4; 6%

1 mutation:
n=12; 18%

Undetectable
tumor
shedding:
n=57%

No acquired mutations detected: n = 43; 65%

i Cityof Hope

In total, 31 acquired
alterations were

detected in 1
patients with

9
NSCLC

4 mutations: n = 2; 3%
3 mutations:n=1;1%
o 2 mutations: n =|4; 6%

KEAP1:n=3
ERK/IMAPK
pathway TP53:n =3
alteration: ™\ _
n=1 SR 1 mutation:
— A n = 12; 18% RTK gene
PTEN:n =1 alteration:
PI3K/AKT/mTOR PIK3CA:n=3
n=4

2° RAS .

alteration:
n=2

A‘ \ n=18
,- FGFRI:

n=1

Presented by Bob T. Li at ASCO 2022 24



CodeBreaK100: Putative Acquired Resistance Mechanisms
to Sotorasib

RTK gene alteration: 24%

* EGFR:9% u u

« MET:7% 1
. R | OnceKB
* FGFR1:1% | "

mutations: 4% * ROS1:3% potentially targetablet
o Level1: PIK3CA E542K (1)
PIK3CA E545K (1)
o Level2: MET amp. (3)*
BRAF K601E (1)
o Level 3: FGFR1 amp. (1)
o Level4: EGFR amp. (2)
PTEN deletion (1)

i e , 10/31 alterations were
PI3K/AKT/mTOR XA ERK/MAPK 2° RAS genomic
pathway: 1% alterations: 3%
PIK3CA: 4%

TP53:4% KEAP1:4%

STK11 Apoptosis Survival Proliferation Oxidative stress

I RTK gene alterations: the most prevalent acquired genomic alteration in NSCLC patients (16/67 [24%)])

Cityof Hope Presented by Bob T. Li at ASCO 2022 25



CodeBreaK100: Temporal Detection Patterns of Acquired '

Mutations
EGFR
* 4 of 9 fast MET H
progressors versus 0 of FGFR2_amp
5 slow progressors had > 1 KEAP1
acquired mutation ’; ,I:ZCA m
» 3/3 acquired KEAP1 mutations KRAS
in fast progressors ROS1 H
- . BRAF
+ 2/2 acquired KRAS mutations FGFR1
were not fast progressors MYC H
« 3/6 EGFR mutations observed PTEN H

in slow progressors

i Cityof Hope

N
(=}
|

-
o
|

TTP, months
o o
| |

SD SO SD SD S

o
|

D SD sb SD

PD PD PD PD HI—H—H—”—'HEH

[ Fast progressors (TTP < 3 months) ] Slow progressors (TTP > 6 months)
[ Other (TTP 3-6 months) %= Brain mets at screening

Individual Patients

Presented by Bob T. Li at ASCO 2022 26



CodeBreak 200: Sotorasib versus Docetaxel

CodeBreaK 200 Phase 3 Study Design

<3 Key eligibility criteria N\
Locally advanced/unresectable or metastatic

KRAS G12C-mutated NSCLC

21 prior treatment including platinum-based
chemotherapy and checkpoint inhibitor*

.

« No active brain metastases »| Randomisation
« ECOG performance status < 1 1:1 (N = 345)
Stratification factors
« Prior lines of therapy (1 vs 2 vs > 2)
* Race (Asian vs non-Asian)
\- History of CNS involvement (yes vs no) 4
1.0 .n‘n.: b 960 mg Do :.. c g
‘g‘ 0.9 HR (95% CI)t 0.66 (0.51, 0.86)
é 0.8 P-value (1-sided)* P=0.002
= 0.7 Median PFS, months (95% CI)S 5.6(4.3,7.8) [ 4.5(3.0,5.7)
o c
[<3xe] .
sg 06
2 o 0.5
B 04- 12-month PFS* = 24.8%
Si 0.3- 12-month PFS* = 10.1%
3] .
S 0.2 ) 1
[ 0.1 Median study follow-up:
a 17 17.7 months ! H - |
0.0 T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Months from Randomisation
Number of Patients at Risk:
Sotorasib 171 139 93 63 56 38 30 24 14 6 2 1 0
Docetaxel 174 93 62 36 20 10 7 5 3 1 1 0

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

i Cityof Hope

Sotorasib 960 mg oral daily
N=171

Docetaxel 75 mg/m? IV Q3W
N =174

OS

Sotorasib 960 mg

Docetaxel 75 mg/m? IV

oral daily (N = 171) Q3W (N =174)
Deaths, n (%) 109 (63.7) 94 (54.0) B
1.0 HR (95% CI)t 1.01 (0.7, 1.33)
0.9 P-value (1-sided)* P=0.53
0.8 Median OS, months
z (85% CIp 10.6 (8.9, 14.0) 11.3(9.0,14.9) |
3 0.74
3
S 0.6
O 0.5-
£ 047 . i
3 037 L »
0.2
0.1 -
0.0 T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months from Randomisation
Number of Patients at Risk:
Sotorasib 171 162 137 119 98 81 73 66 56 25 15 3 0
Docetaxel 174 135 115 103 90 81 65 61 44 20 7 4 1 0

Presented by Johnson ML at ESMO 2022 27



KRYSTAL-1: Adagrasib (MRTX849) in NSCLC Patients Harboring a
KRAS G12C Mutation: Phase 2 Cohort A Study Design

i Cityof Hope

Phase 2
NSCLC Monotherapy Treatment

Key Eligibility Criteria
=  NSCLC with KRAS®'2¢ mutation?

=  Unresectable or metastatic disease

= Prior treatment with a PD-1/L1
inhibitor in combination or in
sequence with chemotherapy

= Treated, stable CNS metastases
were allowed

Adagrasib 600 mg BID

(Capsule, Fasted)

Study Objectives

Primary endpoint:
ORR (RECIST 1.1) per BICR

Secondary endpoints:
DOR, PFS, OS, safety

Here we report data from a registrational Phase 2 cohort evaluating adagrasib 600 mg BID in
previously treated patients with NSCLC harboring a KRAS®'2¢ mutation (N=116)

Enrollment period, January 2020 to December 2020

Presented by Alexander I. Spira at ASCO 2022
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KRYSTAL-1: Best Tumor Change from Baseline and Duration
of Response

40
-

20 4 — -
R =~
2 = =
g - E3
© 0 % N
o : =

2 A~ -
E < —ry - -
(=] (7] = -
— = A -
w -20 O f— -
o o . =
o " 3
5 2 = -
< 404 = -
s 4 % e °
B & A °
E -60 - — A Firstresponse (confirmed PR or CR)
E Responses A ° B Disease progression
= P : o L4 ® Death
S B Complete response — L] ° = Treatment ongoing
= -804 . — .
W Partial response — . .
Stable disease — %4 * .
X X k T T T T T T T T T T
-100 B Progressive disease 0 5 4 6 s 0 12 1 16 5 2

Evaluable Patients Time, months

Median TTR was 1.4 months (range, 0.9-7.2)
» Median DOR was 8.5 months (95% CI, 6.2-13.8)
= Treatment is ongoing in 50% (24/48) of patients who experienced a response, and 33% (16/48) are still in response

= Objective responses were observed in 43% (95% Cl, 33.5-52.6); DCR was 80% (95% Cl, 70.8-86.5)
» Responses were deep with 75% of responders achieving >50% tumor reduction

Cityof Hope Presented by Alexander I. Spira at ASCO 2022 29



KRYSTAL-1: PFS and OS

1.0 1

0.91

Median OS was 12.6 months (95% ClI, 9.2-19.2)
6-month OS: 71% (95% Cl, 61.1-78.3)
12-month OS: 51% (95% Cl, 40.9-60.0)

0.8 4

Median PFS was 6.5 months (95% Cl, 4.7-8.4)

0.7 1
0.6 1
0.5 1

0.4 1

Event-free Probability
Survival Probability

0.3 1

0.2 1 021

0.1 4 0.1
+ Censored + Censored

0 T T T T T 0 T T T : T T
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21 24
Time (months) Time (months)
No. atrisk 112 72 45 30 13 6 1 0 No. at risk 116 98 74 60 49 29 10 3 0
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KRYSTAL-1: Exploratory Subgroup Analyses

Subgroups

Overall

Gender

Age Group

No. of Prior Systemic
Regimens

Prior Systemic Regimen

Smoking History

Baseline ECOG PS
Liver Metastases
at Baseline

CNS Metastases
at Baseline

Bone Metastases
at Baseline

Adrenal Metastases
at Baseline

I Cityof Hope

Male
Female

<65 years
265 years

1
>1

Chemotherapy + 10 Combination
Sequential IO and Chemotherapy

Never Smoker g |

Current Smoker | .
Former Smoker

0
1

Yes
No

Yes
No

Yes
No

Yes f
No

Objective Response and 95% CI

90

T
100

n/N (95% CI)
48/112 (34-53)

22/50 (30-59)
26/62 (30-55)

29/59 (36-63)
19/53 (23-50)

14/47 (17—-45)
34/65 (40-65)

31/79 (28-51)
16/31 (33-70)

3/5 (15-95)
1/11 (0—41)
44/96 (36-56)

9/18 (26-74)
38/93 (31-52)

10/24 (22-63)
38/88 (33-54)

17/34 (32-68)
31/78 (29-52)

19/47 (26-56)
29/65 (32-58)

5/23 (8—44)
43/89 (38-59)

Presented by Alexander I. Spira at ASCO 2022
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KRYSTAL-1: Intracranial Response in Patients with Treated, '
Stable CNS Metastases

Evaluable Patients with Target Lesions at Baseline (n=13)
2049 PD

SD
o
Patients with . . =
Best Overall Overall Non-target TF:tI:tnlfz:iI::s g 0+
Response (n=33)b Lesions Only %n=1 3)c a
(n=19) £ -20-
IC ORR, n (%) 11 (33%) 4 (21%) 7 (54%) 2
> -40-
Complete response 5 (15%) 4 (21%) 1(8%) =
<
Partial response 6 (18%) - 6 (46%) ; -60 4
£
Stable disease 17 (52%) 13 (68%) 4 (31%) g 80
E
IC DCR, n (%) 28 (85%) 17 (89%) 11 (85%) g

-100 1

PR CR

= |C ORR by modified RANO-BM was 33% (95% CI, 18-52); median |IC DOR was 11.2 months (95% CI, 3.0-NE)
» |C DCR was 85% (95% CI, 68-95); median IC PFS was 5.4 months (95% CI, 3.3-11.6)

Cityof Hope Presented by Alexander I. Spira at ASCO 2022
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KRYSTAL-1: Treatment-Related Adverse Events

Adagrasib Monotherapy (N=116)
Capsule, Fasted

TRAES, n (%) Any Grade Grades 3-4
Any TRAEs 113 (97%) 50 (43%)

Most frequent TRAEs?, n (%)
Diarrhea 73 (63%) 1(<1%)
Nausea 72 (62%) 5 (4%)
Vomiting 55 (47%) 1(<1%)
Fatigue 47 (41%) 5 (4%)
ALT increase 32 (28%) 5 (4%)
Blood creatinine increase 30 (26%) 1(<1%)
AST increase 29 (25%) 4 (3%)
Decreased appetite 28 (24%) 4 (3%)

» Grade 1-2 TRAEs occurred in 53% of patients

» There were 2 grade 5 TRAESs (cardiac failure [n=1] and pulmonary hemorrhage [n=1])

*» TRAESs led to dose reduction in 60/116 (52%) patients® and to dose interruption in 71/116 (61%) patients
» TRAEsS led to discontinuation of study drug in 8/116 (7%) patients

Cityof Hope Presented by Alexander I. Spira at ASCO 2022 33



Preliminary Exploratory Correlative Analysis of Co-Mutations with '
KRASG12C & Response Rate in NSCLC Patients Treated with Adagrasib

ORR in Patients Harboring KRAS®12¢ Co-mutations

3 58.3%
%0 712
80+ 55.9%
51.4% 19/34
51.7% 18/35 35.7% 44%
7019 47.9¢ . o o
ST 31/60 44.9% 5114 11125
o 40.5% " 22/49 14.3%
S 60+ 17/42 41.7% 177
3
(3]
(14
[
[
[ =
[*]
Q.
7]
Q
(4

WT MT WT MT WT MT WT MT STK11 MT/ STK11 MT/ STK11 WT/ STK11 WT/
STK11 KEAP1 TPS53 CDKN2A KEAP1 MT KEAP1 WT KEAP1 MT KEAP1 WT

Tri-mutation
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GO42144: Divarasib (GDC-6036) in Solid Tumors with a
KRAS G12C

ORIGINAL ARTICLE

Single-Agent Divarasib (GDC-6036) in Solid Tumors with a KRAS G12C
Mutation

Adrian Sacher, M.D., Patricia LoRusso, D.O., Manish R. Patel, M.D., Wilson H. Miller, Jr., M.D., Ph.D., Elena Garralda, M.D., Martin D. Forster, M.D., Ph.D., Armando Santoro,

M.D., Alejandro Falcon, M.D., Tae Won Kim, M.D., Ph.D., Luis Paz-Ares, M.D., Samantha Bowyer, M.B., B.Ch., M.P.H., Maria de Miguel, M.D., et al., for the GO42144
Investigator and Study Group™

Table 1. Patient Demographics and Disease Characteristics.*
Colorectal Other
NSCLC Cancer Solid Tumorsy All Patients

Characteristic (N=60) (N=55) (N=22) (N=137)
Median age (range) — yr 67 (43-82) 62 (34-81) 64 (30-85) 65 (30-85)
Female sex — no. (%) 34 (57) 33 (60) 10 (45.5) 77 (56)
Race — no. (%)

White 52 (87) 40 (73) 17 (77) 109 (80)

Asian 4(7) 10 (18) 5 (23) 19 (14)

Black 1(2) 0 0 1(1)

Unknown 3(5) 5 (9) 0 8 (6)
ECOG performance-status score

—no. (%)§

0 21 (35) 23 (43) 13 (59) 57 (42)

1 39 (65) 30 (57) 9 (41) 78 (58)
Previous systemic therapies

— no. (%)

0 1(2) 0 0 1(1)

1 23 (38) 6 (11) 4(18) 33 (24)

2 17 (28) 14 (25) 7 (32) 38 (28)

3 11 (18) 15 (27) 2 (9) 28 (20)

CityOf Hope =4 8 (13) 20 (36) 9 (41) 37 (27)

Sacher A et al, NEJM 2023
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Divarasib: Anti-Tumor Activity

i Cityof Hope

A Best Change from Baseline in Tumor Burden

Best Response

M Progressive disease Stable disease Partial response [l Complete response = Confirmed

40

0. 20-THE= . = e e i e i s e e
%o Il
* * % Kok ok od Kk K Kk Kk Kk ok ok ok ok ok Kk ok ok X * ok Kk Kk ko ok K ok X

18 WL B - T T T LA R LR s R s L o et L s -
O
[
oo -20
i
e e e bR i i e b bR
g -40+
—
-4
~ -60
w0
]
o _g0

-100

OO RNNSNS L PRSLL R R T S S R T T Y SRS O PO H L O O PP DD, L
Dose (mg) © SHHHSLLELES LSS S EL S SLL S ELEPL S PSSP L L LE LSS S

B Duration of Response C Progression-free Survival
100+ 100-
§] 759 ] 754
< <
2 2
s ®
- =
o 50 > s0-
o0 o0
8 S
s <
Q (]
& o
& 254 & 254
0 T T T T T T 1 0 T T T T T T T 1
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21 24
Months Months
No. at Risk 35 29 22 14 7 4 1 0 No. at Risk 60 48 37 23 14 17 4 1 0

®* Among patients with
NSCLC, a confirmed
response was observed
in 53.4% of patients and
the median progression-
free survival was 13.1
months

* Treatment with divarasib
resulted in durable

clinical responses across
KRAS G12C—positive
tumors

36



Conclusions .

* Sotorasib and adagrasib are approved in metastatic NSCLC patients R 1 [ e
who have received at least one prior systemic therapy Targsting Inhibitors
Neoantigen

T cell .
vaccine

* Divarasib has shown promising activity with highest ORR and longest
PFS

* Subgroup analysis of frontline trials show that chemo-immunotherapy

is an effective approach for most KRAS G12C-mutated patients.

Patient with co-mutations (eg. KEAP1/STK11) may benefit from a g’gg
different approach 1 @
* CodeBreak 201 and KRYSTAL-7 will inform frontline use of KRAS - Ma[:Zj.:m
G12C Y anti-PD-1 Y anti-PD-L1 o
Immune Checkpoint KRAS Signaling
* There are at least twelve KRAS G12C inhibitors being tested in Inhibitors Inhibitors 1

clinical trials, either as a single agent or in combination

ki Cityof Hope
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CONTACT INFORMATION:

ERMINIA MASSARELLI, MD PHD, MS

Associate Professor

Department of Medical Oncology & Therapeutics Research
Division Chief, Thoracic Oncology

City of Hope National Medical Center

Email: emassarelli@coh.org
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