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BACKGROUND
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Background

« Kirsten rat sarcoma viral oncogene homolog (KRAS) mutations are the most prominent
oncogenic driver mutations in cancer; however, no agent directly targeting mutant KRAS has
been clinically approved?

« KRAS p.G12C mutation occurs in ~3% of colorectal cancer (CRC) and is often associated with
pPoOr prognosis?+

« For patients with previously treated CRC receiving standard therapies, median PFS was ~2
months with the response rate of less than 2%°5

 Previously, AMG 510 (proposed INN sotorasib), a novel KRAS®'2¢ inhibitor, demonstrated a
favorable toxicity profile and preliminary efficacy in patients with solid tumors harboring KRAS
p.G12C; this analysis reports updated data in patients with CRC (NCT03600883)’

INN: international nonproprietary hame

1. Cox AD, et al. Nat Rev Drug Discov. 2014;13:828-851. 2. Modest DP, et al. Oncology. 2012;83:241-247. 3. Neumann J, et al. Pathol Res Pract. 2009;205:858-862. 4. Jones RP, et al. Br J Cancer. 2017;116:923-
929. 5. Mayer RJ, et al. N Engl J Med. 2015;372:1909-1919. 6. Grothey A, et al. Lancet. 2013;381:303-312. 7. Govindan R, et al. Ann Oncol. 2019;30:v159-v193.
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Sotorasib (AMG 510) locks KRAS®?¢ in the inactive state, inhibiting oncogenic signaling

Wild-Type KRAS

KRAS-GDP Inactive KRAS-GTP Active

Normal Signaling

Mutant KRAS®2¢
KRAS®C-GDP Inactive KRAS®'2-GTP Active

KRAS-GTP
Active

Oncogenic Signaling

Mutant KRAS®'?¢ Inhibited by Sotorasib (Proposed INN for AMG 510)
KRASC2C-GDP Inactive KRASE'2C.GTP Active

PROLIFERATION
SURVIVAL
DIFFERENTIATION

Sotorasib ™ &
Nucleus (AMG 510)
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Phase 1, Multicenter, Open-Label Study — Dose Escalation

— 2-4 patients enrolled in
each cohort

Methods

Dose Expansion

/ \ — Intra—patient dose Cohort 4
Key Eligibility = esca.ll.atlon allqwed 960 mg < = o
(d) — Additional patients o3 5 ()] o3
— Locally advanced or c - 2
metastatic malignanc = may be added to any Sz £ : : Sz
gnancy ° dose deemed safe Cohors ? 0 ° Patients with 2o
~ Received prior - I r 720 mg % E s KRAS G12C % ©
standard therapies = E> |:> S < » - |:> mutant advanced = "g
— KRAS G12C mutation = L= = L=
= Cohort 2 - > O . = tumors > O
as assessed by c — Repeated oral daily T | Expansion dose | ' _ g
local molecular testing o f 360 mg dosing with 21-day cycles = g) determined o N =-~20 ==
of tumor biopsies o — Treatment until disease » o o (max 60) » o
— No active brain n Cohort 1 progression, intolerance, — wn —l
\ metastases / 180 mg or consent withdrawal
— Radiographic scan every 6
weeks
N
Primary endpoints: dose limiting toxicities (DLTs), safety
Key secondary endpoints: PK, objective response rate, duration of response, disease control rate, PFS, duration of stable disease
J
a30 (+7) days after end of treatment for safety follow-up; every 12 weeks for long term follow-up. PK: pharmacokinetics; PFS: progression-free survival.
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Patients

n=3

Cohort 1
180 mg

Results (1 of 10)

Enrolled Patients with CRC
N =42 n=25

)

5369 Data cutoff: January 8, 2020

Median follow-up: 7.9 (range: 4.2—-15.9) months

n=10
=l * 8 patients were continuing treatment
n=4 v=| « 34 patients discontinued
- — 32: due to disease progression
— 2:requested by patients
Cohort 2 Cohort3 Cohort 4
360 mg 720 mg 960 mg
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Results (2 of 10)

Baseline Characteristics

Baseline characteristics N =42

Median age — year (range) 57.5 (33-82)
Female — n (%) 21 (50)
ECOG performance status at baseline — n (%)
0 17 (40.5)
1 25 (59.5)
Prior lines of systemic anticancer therapy — n (%)
1 2 (4.8)
2 11 (26.2)
3 10 (23.8)
>3 19 (45.2)
Number of prior lines of systemic anticancer therapy — median (range) 3 (1-4)

ECOG: Eastern Cooperative Oncology Group.
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Results (3 of 10)

Patient Incidence of Adverse Events

N =42, n (%)
8 (19.0)
4 (9.5)
2 (4.8)

2 (4.8)

2 (4.8)
2 (4.8)

« Grade 3 treatment-related TEAES:

diarrhea and anemia, occurring in 1 patient

Treatment- Treatment-related
Emergent AEs Treatment-related TEAEs of any grade
(TEAES) TEAEsS occurring in > 1
N =42, n (%) N =42, n (%) patient
Any grade 38 (90.5) 20 (47.6) Diarrhea
Grade = 2 29 (69.0) 9 (21.4) _
Grade = 3 13 (31.0) 2 (4.8) Fatigue
Grade =2 4 3 (71) 0 (OO) Nausea
Dose'limiting tOXiCitieS 0 (OO) 0 (00) Blood Creatine
Serious AEs 10 (23.8) 0 (0.0) phosphokinase
increase
Fatal AEs 3(7.1 0 (0.0 :
(7.1) (0.0) Anemia
AEs leading to "
treatment 2 (4.8) 0 (0.0) Vomiting
discontinuation
AE: adverse event
each
{:} Target dose for expansion: 960 mg daily.
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Tumor Response

Efficacy outcomes

Best overall response

Not done — n (%)?

(95% Cl)

(95% Cl)

months (min, max)

Confirmed partial response — n (%)
Stable disease — n (%)
Progressive disease — n (%)

Objective response rate — %

Disease control rate — %

Duration of response for 3 responders — months

Median duration of stable disease —

Results (4 of 10)

All dose levels

N =42, n (%)

3(7.1)
29 (69.0)
9 (21.4)

1(2.4)

7.1
(1.50, 19.48)

76.2
(60.55, 87.95)

1.4+, 4.2+, 4.3+

4.2 (2.5+, 11.0)

960 mg
N =25, n (%)

3 (12.0)

17 (68.0)
4 (16.0)
1 (4.0)

12.0
(2.55, 31.22)

80.0
(59.30, 93.17)

1.4+, 4.2+, 4.3+

4.2 (2.6, 5.7+)

aPatient had clinical progression with no postbaseline measurement.

+: censored value.
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Results (5

Progression-Free Survival

of 10)

Median — months (min, max)

1.00 - All dose levels 4.0 (0.7, 11.0)
960 mg 4.2 (1.2,5.7+)
+: censored value.
0.75 A
2
5 050 7
S 6-mo PFS KM estimate:
o All doses: 20.6%
0.25 - 3-mc'>AI|:|>I;S KM-e5S;|r5r:;te:
—— 950mg 060 Mg 59756 B
(N = 25) mg: 59.7%
All dose levels i
0.00 - (N'=42) i
0 2 4 6 8 10
Number at risk Months
All Dose 42 32 18 2 1 1
960 mg Dose 25 20 12 0 0 0
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Results (6 of 10)

Overall Survival Median — months (min, max)
All dose levels 10.1 (1.3+, 11.4+)
1.00 A =+ 960 mg NE (2.3, 8.0+)
et +: censored value; NE: not evaluable.

0.75
2
E
S 0.50 A
o
o

6-mo OS KM estimate:
All doses: 76.4%
0.25 + 960 mg + 960 mg: 82.9% .
(n=25) -t
= Al dose levels
0.00 - (N =42)
0 1 2 3 4 5 6 7 8 9 10 11 12
Months
Number of patients at risk
All Dose 42 40 29 19 6 3 0
960mg 25 25 17 9 0

Title Background Mechanism of Action Methods Results Conclusions Acknowledgements 12




CodeBreaK 100: Activity of AMG 510, a novel small molecule inhibitor of KRAS®?C, in patients with advanced colorectal cancer

Results (7 of 10)

Tumor Burden Change from Baseline

100 4
20 Planned Dose H 18o0mg [ s60mg M 720mg B 960 mg
c
'5% 60 { Pp PD
=)
2 % 40 1 PD
80 204 ﬂ "0 SD SD PD sp sp
5¢ oLl 1N
— C
5§ -20-
S T T T e
89 -40 -
OE
<@ -60 -
-80 4
-100 4

Three patients are not included in the graph due to missing postbaseline tumor data (1 PD, 1 SD, 1 not done with clinical progression)
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Results (8 of 10)

Tumor Burden Change from Baseline Over Time

No. of Subjects by Dose Group
180 mg (n = 2)

360 mg (n = 10)

720 mg (n = 4)

960 mg (n = 23)

Dose HE 180mg O 360mg M 720 mg B 960 mg

Target Lesion Size % Change from Baseline

—50

0 6 12 18 24 3b 36 42 48 54 60
Weeks

Three patients are not included in the graph due to missing postbaseline tumor data (1 PD, 1 SD, 1 not done with clinical progression)
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Results (9 of 10)

Time to Response and Treatment Over Time

[

= A First Response (PR or better)
() ® Best Overall Response
% m Disease progression
<) erD ¥ —» Ongoing treatment
; orD ] ® Death
S *0l ©
k) esD | © o
&)
< osD | |
QO ®sD | W
% @SD _
< @sD ]
= BiPD
) @SD [
c
o °
©
ol PD Planned Dose B 180mg [] 360mg [l 720 mg

| | | | | | |

0 10 20 30 40 50 60

Duration of Treatment (Weeks)
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Results (10 of 10)

Time to Response and Treatment Over Time

[ |
First Response (PR or better)

Best Overall Response
Disease progression
Ongoing treatment

Death

v
Qv-0>

PD o

[ =)

® Bro

Patients with CRC receiving treatment

PD Planned Dose [l 960 mg

| T T T T T T
0 10 20 30 40 50 60

Duration of Treatment (Weeks)
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Conclusions

» Three of 42 patients (7.1%) with heavily pretreated KRAS p.G12C mutant metastatic CRC had
confirmed durable partial responses to sotorasib (AMG 510)

* In addition to the 3 responders, 29 patients achieved disease control, resulting in a disease
control rate of 76.2% and a median PFS of 4.0 months (range: 0.7-11.0)

« Sotorasib (AMG 510) is well tolerated with mild treatment-related toxicities, consistent with
previous results

» Phase 2 part of CodeBreaK 100 is ongoing (NCT03600883)
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