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Abstracts:

PS01.07 — CodeBreaK 100: Registrational Phase 2 Trial of Sotorasib in KRAS
p.G12C Mutated Non-small Cell Lung Cancer (Bob Li)

OA04.05 — Destiny-Lung01: Trastuzumab Deruxtecan in HER2-Overexpressing
Metastatic NSCLC (K. Nakagawa).

MA11.04 — Poziotinib in previously treated HER2 exon 20 NSCLC patients
(R. Cornelissen)

FP14.15 — Neratinib-Based Combination Therapy in HER2-Mutant Lung
Adenocarcinomas (Bob Li)
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KRAS p.G12C is found in ~ 13% of lung adenocarcinomas

A KRAS point mutations in all patients

Oncogenic drivers in lung adenocarcinoma
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KRAS p.G12C shift the equilibrium to an active GTP-bound state

Normal Cells Cancer Cells
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Trial Design

clinicaltrials.gov identifier: NCT03600883

N =126
Sotorasib was orally administered at 960 mg once daily
— L o "
until disease progression®
Key Eligibility:

Locally advanced or metastatic NSCLC

Radiographic scan every 6 weeks up to week 48 and once every 12 weeks thereafter

KRAS p.G12C mutation as assessed by
central testing of tumor biopsies

Primary endpoint: ORR (RECIST 1.1) by blinded independent central review

Progressed on prior standard therapies?
Key secondary endpoints: DoR; disease control rate; TTR; PFS; OS; safety

Screening / Enrollment

= {hipracive brsinmpatesiascs Exploratory endpoints: Evaluation of biomarkers (PD-L1, co-occurring mutations)

Safety and Long-term Follow-up®

Li et al. WCLC 2020
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Depth of Tumor Response

Tumor shrinkage of any magnitude was observed in 81% of patients (101/124)

Median percentage of best tumor shrinkage among all responders was 60%
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Durability of Tumor Response

Responses to sotorasib were durable; 72% were seen at the first assessment

Time to and duration of response

n
=l + Median duration of response:
" _;}: 10.0 months (95% CI: 6.9, 11.1)
n -3
hr $ 3 + Median time to objective response:
] = =3 1.4 months
g R —
— — 3 o

§ . s . 43‘%, (2{”46} of responders remained on
3 - 2 o treatment without progression as of the
§ - - data cutoff
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Li et al. WCLC 2020
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Progression-Free Survival

Median progression-free survival was 6.8 months (95% CI: 5.1, 8.2)

mPFS: 6.8 months

0.2 4
0.14

00 | 1 I | I 1 I 1 I I 1 I I
I 0 1 2 3 4 5 6 7 8 9 10 11 12 13

patients at risk: 124 119 96 77 75 65 54 49 45 34 31 24 4 0
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Li et al. WCLC 2020
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Tumor Response by PD-L1 Levels and STK11/KEAP1 Co-Occurring Mutations

In the exploratory biomarker analyses, responses to sotorasib were observed across the range of
PD-L1 expression levels and STK11/KEAP1 co-occurring mutations

Response by PD-L1 Levels Response by STK11/KEAP1 Co-Occurring Mutations
n =86 n=104
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Li et al. WCLC 2020
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Clinical Data to date on KRAS G12C Inhibitors

Drug Trial N RR DOR PFS

Sotorasib Phase | 59 32.2% | 10.9 months | 6.3 months

Adagrasib | Phase I/ll | 51 45% TBD TBD

Sotorasib Phase Il 126 | 37.1% | 10.0 months | 6.8 months

+ Most common TRAESs are Gl toxicities (nausea, vomiting, diarrhea, ALT/AST increases)
* Most TRAEs are grade 1 and 2
+ TRAESs leading to discontinuations < 10%

Hong et al., NEJM 2020; Janne et al. ENA 2020; Li et al. WCLC 2020
Janne, WCLC 2020
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Why is sotorasib ORR < 40% when TKIls are 70-80-%

’

1. More tumor heterogeneity/higher TMB in i

RTK signaling

KRASG12C compared to EGFR/ALK.

2. More potential upstream and downstream v
P P oo
bypass tracks. .
3. KRAS-mutant tumors may be less oncogene- S .
dependent. o> =
4. Sotorasib may be a less effective KRAS inhibitor than °9"
osimertinib is an EGFR inhibitor.

This iustration depicts the synengy between KRAS slgnaling and the cytlin-dependert kinases. KRAS
taa member of the RAS family, which can activate the MAPK pathway and interact with the o2l cycle
thraugh the cyclin-dependent kinases (COKs). E2F indicates transsription factars of the £2F gene.
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Preclinical and Clinical Combination Studies with KRAS G12C

é’ 2

Inhibitors
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SHP2 inhibitor combination Afatinib combination Palbociclib combination

Multiple combinations in clinical development.....

Adagrasib/afatinib _ .
Adagrasib/TNO155 Sotorasib/pembrolizumab
Adagrasib/Palbociclib Sotorasib/RMC-4630
Adagrasib/pembrolizumab Sotoras!bltrarr?e‘tlmb
Adagrasib/BI 1701963 (SOS1 inhibitor) Sotorasib/afatinib

Adagrasib/cetuximab (CRC)
Janne, WCLC 2020
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Conclusions

* Sotorasib is a first-in-class KRAS®2Cinhibitor and demonstrates clinical activity in advanced
KRASG12C mutated NSCLC: ORR: 37%, DOR: 10.0 months, PFS: 6.8 months.

* Patients with STK11 mutated tumors may have better response to sotorasib, while those
with KEAP1 mutations may have worse.

* Viable 2" line therapy option for patients with KRAS®'2¢ mutated NSCLC, but chemo + ICI
should still be given first.

* Acquired resistance is a significant concern and resistance mechanisms need to be
identified.

* Several combination therapy trials are planned or underway.
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Treatment options for HER2-altered NSCLC

Trastuzumab, T-DXd, T-DM1, and
pertuzumab SYD985 pan-HER inhibitors Novel HER2 TKls
(afatinib, dacomitinib, and (poziotinib, pyrotinib,
\ / \ / neratinib) \/RM2xotinib, and TAK-788)
Prevalence of HER2 .
. . yrosine kinase
alterations in NSCLC: inhibitors (TKIs)
Monoclonal Antibody—drug
antibodies conjugates HER2 mutations
Activating mutation: 2-4% () ADCs)

Amplification: 10-20%

Overexpression: 2.4 - 38%

Not mutually exclusive B
f Higher prevalence in specific
~3% of all \ subgroups of patients:
NSCLCs — Adenocarcinoma histology,
"/{ never-smokers

Rolfo and Russo, Cancer Discovery, 2020
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DESTINY-Lung01 Study Design Trastuzumab-Deruxtecan (T-DXd)

Phase 2 study of T-DXd, a novel antibody-drug conjugate, in patients with HER2-overexpressing
or HER2-mutated metastatic NSCLC (NCT03505710)

- Cohort 1: Cohort 1a:

Key eligibility criteria HER2-overexpressing?® HER2-overexpressing — - -

* Unresectable/metastatic (IHC 3+ or IHC 2+) (IHC 3+ or IHC 2+) Primary end point
nonsquamous NSCLC T-DXd 6.4 mg/kg q3w T-DXd 5.4 mg/kg q3w * ORR _

* Relapsed from or is n=49 Rl Secondary snd polts Interim
refractory to standard - : (P)I;S . analysis
treatment of cohort 1

R —— Cohort 2: HER2-mutated ‘ * DOR
RECIST vi.1 T-DXd 6.4 mg/kg q3w Cohort 2 expansion: * DCR

n=42 HER2-mutated » Safety and tolerability
* ECOGPSofOoril » (Encore to be presented at WCLC: T-DXd 6.4 mg/kg q3w ‘
abstract 1419)° n=49 -
Data cutoff:
May 31, 2020

* Incohort 1, 11 patients remained on treatment, and 38 patients had discontinued treatment primarily because of PD (n = 22) or AEs (n = 9)¢

* Median treatment duration was 18.0 weeks (range, 3.0-57.1 weeks) K Nakagawa et al
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DESTINY-Lung01 HER2-Mutated NSCLC
Best Percentage Change in Tumor Size®? With T-DXd

1007 n=3ee Confirmed ORR: 61.9% (95% Cl 45.6-76.4)
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Smit et al.

. . tasLC ((( h l 2020 World Conference
Presented by Collin Blakely, MD, PhD; UCSF; @collin_blakely <@— | \\ Wl

on Lung Cancer Singapore

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT




Best Percentage Change in Tumor Size? With T-DXd

100 - HER2 Baseline IHC Status: M IHC2+ (n=35) M IHC3+(n=9)

80 Confirmed ORR: 24.5% (95% Cl, 13.3%-38.9%)
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K. Nakagawa et al.
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PFS and OS With T-DXd

Median: 5.4 months (95% CI, 2.8-7.0 months) Median: 11.3 months (95% CI, 7.8-NE)
109 -y 10 Rpmeey
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No. of participants still at risk No. of participants still at risk Months
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K. Nakagawa et al.
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Update on poziotinib for the treatment of previously treated HER2 exon 20 mutated NSCLC

'wclc2020.1ASLC.com | #WCLC20

TIASLC (@ ~ ))> 2020 World Conference
s — \ . J on Lung Cancer Singapore

Primary Efficacy and Safety

CONQUERING THORACIC CANCERS WORLDWIDE

EGFR Exon 20 (Cohort 1)

» Cohort 2 (2L HER2 exon 20) primary endpoint was met i
» Median age 61yrs; median prior therapy = 2 (1-9); 66% females; 67% g LN 3
non-smokers; 13% stable brain metastases at entry 5 e ' ! |
« Common Grade 3 TRAEs: Diarrhea (26%), Rash (29%), mucosal il o -
inflammation (10%) ,;*1 w0 .
2L EGFR Exon 20 | 2L HER2 Exon 20 :? “1
(N=115) (N=90) ;
i 14.8% (17) 27.8% (25)
DER () [Rb &Gl (8.9, 22.6%] [18.9, 38.2%] "
Unconfirmed ORR (n), 19.1% (22) 31.1% (28) . HER2 Bxon20 (Cahort 2)
[95% CI] [12.4, 27.5%] [21.8, 41.7%] § B
DCR (n), 68.7% (79) 70.0% (63) i
[95% CI] [59.4, 77.0%)] [59.4, 79.2%) f:
DoR, median (months), 7.4 5.1 ui
[95% CI] [3.7,9.7] [4.2, 5.5] I
PFS, median (months), 4.2 5.5 3
[95% CI] [3.7, 6.6 [3.9, 5.8]

R Cornelissen et al.
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Neratinib: mechanism of action

i i Neratinib
* Oral. |rrever3|ble, HER receptor HER1-HER1 HER1-HER2 HER1-HER3 HER1-HER4 HER2-HER3 HER2-HER4 HER3-HER4

tyrosine kinase inhibitor %)
of EGFR (ERBB1), \i
HER2 (ERBB2), and — .lil.
HER4 (ERBB4)" ®e®

b 4 X % )
L4 <4
¢ Potent inhibition of ® @
intracellular signaling, @ Prevents phosphorylation Inhibits downstream
cell proliferation and Sl AR
colony formation of
HERZ2-mutant and
amplified breast tumor
cell lines in vitro?3 X Apoptosis
X Cell proliferation / survival
e mg%mm

X Metastasis

* PI3K/AKT/mTOR
* MAPK/ERK

o Antitumor response

Li et al. WCLC 2020
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Study design: Phase 2 trials of neratinib in HER2-mutated lung cancers

Study 4201 (PUMA-NER-4201): Randomized phase 2 study in HER2-mutant NSCLC

00000 Primary endpoint

=z . R IST
AARA & Neratinib 240 me/day LGl
'—
000 0O g / s ehoies o H Simon’s 2-stage design Secondary endpoints
= e If 22 responses at 12 weeks, + DOR
v v v v 9 8 \ disease progression arm expanded to Stage 2 . PFS
First-line or later s + 0S8
stage IIIB/IV NSCLC +  Safety

with documented HERZ mutation *with optional dose escalation to 15 mg/wk Health Outcomes

ClinicalTrials.gov Identifier NCT01827267

Primary endpoint

L J ®
I +  ORR* (unconfirmed) at
[ ] L]
@ g —> Neratinib 240 mg/day 8 or 9 weeks
o o *RECIST or PET response criteria
T Simon's 2 design Secondary endpoints
E!8 If 21 responses in first 7 pts, e ﬁry dO'}:R
5- arm expanded to Stage 2 AL
; =1 DOR
Lung cancers with <] g o
documented HER2 mutation for & >
which no curative therapy exists o
*RECIST non-measurable allowed (and * Safety
assessed by PET response criteria) ClinicalTrials.gov Identifier NCT01953926 |

Li et al. WCLC 2020
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Progression-free survival

Number at risk:

Neratinib monotherapy
Neratinib + temsirolimus

Survival probability

Study PUMA-NER-42011
10 7 N  Event % ofevent ORR %
0.9 4 = Neratinib monotherapy 17 12 70.6% 0 (0-20)
— Neratinib + temsirolimus 43 37 86.0% 14 (5-28)
0.8 1
+ Censored
0.7 1 2
0.6 - 8
=}
0.5 4-cenenn]-- 4.0 months [<]
! (95% Cl 2.9-5.4) =
©
0.4 1 =
c
5
0.3 1 1]
024 29 néon‘khs
(95%C11.4-9.8)
0.1 4 I T L |
0 ‘ ‘ L, ‘ | : ;
0 4 8 12 16 20 24 28 32
Time (months)
Number at risk:
17 4 2 1 0 0 0 0 0 Neratinib monotherapy
43 19 7 2 2 2 1 0 0 Neratinib + trastuzumab

Presented by Collin Blakely, MD, PhD; UCSF; @collin_blakely
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Study PUMA-NER-5201 (SUMMIT)?

N Event % of event ORR %
= Neratinib monotherapy 26 24 92.3% 4 (0-20)
= Neratinib + trastuzumab 52 42 80.8% 8 (2_19)
+ Censored
e 41 5.4months
0.5 (95% C11.9-10.9)
4.1 months | '
95% Cl (2.2-6.7);
1

26 17 14 10 10 9 6 5 4 3 1 1 1 0
52 39 27 16 1" 8 5 3 2 1 1 1 1 [}

Li et al. WCLC 2020
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Trastuzumab Deruxtecan is superior to other HER2-directed therapies in cross-trial comparisons

effective against HER2 mutated than

overexpressing NSCLC? Trastuzumab + pertuzumab 21% (3/21) Not assessed
T-DM1 44% (8/18) 8% (4/49)
. . (Ado-Trastuzumab + anti-microtubule)
Possible explanations:
) T-DXd 62% (24/39) 24.5% (12/49)
- Cancer is not dependent on HER2 (Trastuzumab + TOPO-! inhibitor)
OvelzeExls;eSSI?rltz butis dependent Poziotinib 27.8% (25/90) Not assessed
on mutation.
. Lo Afatinib 19% (5/28) Not assessed
- Better antibody binding to mutated
HER2? Dacomitinib 12% (3/26) Not assessed
Neratinib 2.3% (1/43) Not assessed
Neratinib + temsirolimus 14%( 6/43) Not assessed
Neratinib + traztuzumab 8% (4/52) Not assessed
Adapted from Rolfo and Russo, Cancer Discovery, 2020
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Conclusions

HER2 activating mutations occur in 2-4% of lung adenocarcinomas, while amplification or
overexpression may occur in over 30% of lung adenocarcinomas.

* Antibody-drug conjugates T-DM1 and T-DXd are emerging as effective therapy for HER2-
mutated lung cancers, but have limited activity in HER2 overexpressing lung cancers.

* Poziotinib demonstrates increased activity against HER2-mutated lung cancer compared to
historic data for other TKls.

* HER2 is emerging as a targetable oncogenic driver in NSCLC.
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