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Provided January 29, 2021, as part of an oral presentation and is qualified 
by such, contains forward-looking statements, actual results may vary 
materially; Amgen disclaims any duty to update.

SAFE HARBOR STATEMENT
This presentation contains forward-looking statements that are based on the current expectations and beliefs of Amgen. All statements, other than statements of historical fact, are statements that could be
deemed forward-looking statements, including any statements on the outcome, benefits and synergies of collaborations, or potential collaborations, with any other company, including BeiGene, Ltd. or any
collaboration or potential collaboration in pursuit of therapeutic antibodies against COVID-19 (including statements regarding such collaboration’s, or our own, ability to discover and develop fully-human
neutralizing antibodies targeting SARS-CoV-2 or antibodies against targets other than the SARS-CoV-2 receptor binding domain, and/or to produce any such antibodies to potentially prevent or treat COVID-19),
or the Otezla® (apremilast) acquisition (including anticipated Otezla sales growth and the timing of non-GAAP EPS accretion), as well as estimates of revenues, operating margins, capital expenditures, cash,
other financial metrics, expected legal, arbitration, political, regulatory or clinical results or practices, customer and prescriber patterns or practices, reimbursement activities and outcomes, effects of
pandemics or other widespread health problems such as the ongoing COVID-19 pandemic on our business, outcomes, progress, or effects relating to studies of Otezla as a potential treatment for COVID-19,
and other such estimates and results. Forward-looking statements involve significant risks and uncertainties, including those discussed below and more fully described in the Securities and Exchange
Commission reports filed by Amgen, including our most recent annual report on Form 10-K and any subsequent periodic reports on Form 10-Q and current reports on Form 8-K. Unless otherwise noted, Amgen
is providing this information as of the date of this presentation and does not undertake any obligation to update any forward-looking statements contained in this document as a result of new information, future
events or otherwise.

No forward-looking statement can be guaranteed and actual results may differ materially from those we project. Our results may be affected by our ability to successfully market both new and existing products
domestically and internationally, clinical and regulatory developments involving current and future products, sales growth of recently launched products, competition from other products including biosimilars,
difficulties or delays in manufacturing our products and global economic conditions. In addition, sales of our products are affected by pricing pressure, political and public scrutiny and reimbursement policies
imposed by third-party payers, including governments, private insurance plans and managed care providers and may be affected by regulatory, clinical and guideline developments and domestic and
international trends toward managed care and healthcare cost containment. Furthermore, our research, testing, pricing, marketing and other operations are subject to extensive regulation by domestic and
foreign government regulatory authorities. We or others could identify safety, side effects or manufacturing problems with our products, including our devices, after they are on the market. Our business may
be impacted by government investigations, litigation and product liability claims. In addition, our business may be impacted by the adoption of new tax legislation or exposure to additional tax liabilities. If we
fail to meet the compliance obligations in the corporate integrity agreement between us and the U.S. government, we could become subject to significant sanctions. Further, while we routinely obtain patents
for our products and technology, the protection offered by our patents and patent applications may be challenged, invalidated or circumvented by our competitors, or we may fail to prevail in present and future
intellectual property litigation. We perform a substantial amount of our commercial manufacturing activities at a few key facilities, including in Puerto Rico, and also depend on third parties for a portion of our
manufacturing activities, and limits on supply may constrain sales of certain of our current products and product candidate development. An outbreak of disease or similar public health threat, such as COVID-
19, and the public and governmental effort to mitigate against the spread of such disease, could have a significant adverse effect on the supply of materials for our manufacturing activities, the distribution of
our products, the commercialization of our product candidates, and our clinical trial operations, and any such events may have a material adverse effect on our product development, product sales, business
and results of operations. We rely on collaborations with third parties for the development of some of our product candidates and for the commercialization and sales of some of our commercial products. In
addition, we compete with other companies with respect to many of our marketed products as well as for the discovery and development of new products. Discovery or identification of new product candidates
or development of new indications for existing products cannot be guaranteed and movement from concept to product is uncertain; consequently, there can be no guarantee that any particular product
candidate or development of a new indication for an existing product will be successful and become a commercial product. Further, some raw materials, medical devices and component parts for our products
are supplied by sole third-party suppliers. Certain of our distributors, customers and payers have substantial purchasing leverage in their dealings with us. The discovery of significant problems with a product
similar to one of our products that implicate an entire class of products could have a material adverse effect on sales of the affected products and on our business and results of operations. Our efforts to
collaborate with or acquire other companies, products or technology, and to integrate the operations of companies or to support the products or technology we have acquired, may not be successful. A
breakdown, cyberattack or information security breach could compromise the confidentiality, integrity and availability of our systems and our data. Our stock price is volatile and may be affected by a number
of events. Our business performance could affect or limit the ability of our Board of Directors to declare a dividend or our ability to pay a dividend or repurchase our common stock. We may not be able to
access the capital and credit markets on terms that are favorable to us, or at all.



EXECUTIVE VICE PRESIDENT, RESEARCH AND DEVELOPMENT
DAVID REESE, M.D.

INTRODUCTION
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AGENDA

Introduction David Reese, M.D.—Executive Vice President, Research and 
Development

Sotorasib Phase 2 
NSCLC Update

Gregory Friberg, M.D.—Vice President, Global Development and 
Oncology Therapeutic Area Head

Q&A

David Reese
Gregory Friberg
Hossein Borghaei, D.O., M.S.—Professor and Chief, 
Division of Thoracic Medical Oncology, Fox Chase Cancer Center, 
Philadelphia, PA
Jurgen Wolf, M.D.—Professor and Medical Director, Center for 
Integrated Oncology, University Hospital of Cologne, Germany

NSCLC = non-small cell lung cancer
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• First in the clinic
• First completed pivotal study
• First robust PFS and DOR benefits
• First global regulatory submissions
• Broadest and largest global program 

– > 700 patients with 13 tumor types enrolled across five continents
– 10 Phase 1b combination cohorts—initial data expected in H1 ’21

• Differentiated safety profile with no treatment-related fatalities—
most AEs mild to moderate

• Only once-daily oral dosing option

SOTORASIB: 
A DIFFERENTIATED FIRST-IN-CLASS KRASG12C INHIBITOR

KRAS G12C = Kirsten rat sarcoma viral oncogene homolog with G12C mutation; PFS = progression-free survival; DOR = duration of response; AE = adverse event
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• Regulatory submissions completed 
– U.S. 
– EU 
– Canada 
– U.K.
– Brazil
– Australia

• U.S. Real-Time Oncology Review and Breakthrough Therapy Designation in U.S. 
and China

• Phase 2 first-line NSCLC study planned for H1 ’21 in patients at highest unmet 
need (i.e., STK11 mutations)

• Safety hurdle cleared for 960mg dose in combination with MEK inhibitor
– Expansion cohort enrolled to assess efficacy
– Sotorasib + MEK inhibitor + EGFR antibody triplet cohort initiated 

SOTORASIB: 
ADVANCING RAPIDLY THROUGH GLOBAL CLINICAL DEVELOPMENT 

CRC = colorectal cancer; STK11 = serine threonine kinase 11; NSCLC = non-small cell lung cancer; MEK = mitogen-activated protein kinase kinase; EGFR = epidermal growth factor receptor 
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SOTORASIB:
THE BROADEST, MOST ADVANCED, GLOBAL KRASG12C CLINICAL PROGRAM

Clinical Trial Treatments Advanced KRAS G12C-Mutated Cancers
NSCLC CRC         Other Solid Tumors Phase

NCT04303780

ClinicalTrials.gov
NCT ID

NCT03600883

NCT04185883

NCT04380753

NCT = National Clinical Trial number; NSCLC = non-small cell lung cancer; CRC = colorectal cancer; PD-1 = programmed death-1; PD-L1 = programmed death ligand-1; ErbB = erythroblastic leukemia viral oncogene homolog; TKI = tyrosine kinase inhibitor; EGFR Ab = epidermal 
growth factor receptor antibody; MEK = mitogen-activated protein kinase kinase; SHP2 = Src homology region 2-containing protein tyrosine phosphatase 2; mTOR = mammalian target of rapamycin; CDK = cyclin-dependent kinase; *In subjects of Chinese descent

Monotherapy vs. docetaxel

Monotherapy
Monotherapy (Treatment Naïve)
+ PD-1/PD-L1 inhibitor

Monotherapy*

+ Pan-ErbB TKI
+ PD-L1 inhibitor
+ Chemotherapy
+ EGFR Ab +/- Chemotherapy
+ PD-1 inhibitor
+ MEK inhibitor +/- EGFR Ab
+ SHP2 inhibitor
+ mTOR inhibitor
+ CDK inhibitor

1b

1
1

1b

1b
1b
1b
1b
1b
1b

1

2

3

1b



VICE PRESIDENT, GLOBAL DEVELOPMENT AND ONCOLOGY 
THERAPEUTIC AREA HEAD

GREGORY FRIBERG, M.D.

SOTORASIB PHASE 2 DATA IN NSCLC



CodeBreaK 100: Registrational Phase 2 Trial of 
Sotorasib in KRAS p.G12C Mutated Non-small 

Cell Lung Cancer
Bob T. Li,1 Ferdinandos Skoulidis,2 Gerald Falchook,3 Adrian Sacher,4 Vamsidhar Velcheti,5 Grace K. Dy,6
Timothy J. Price,7 Hossein Borghaei,8 Martin Schuler,9 Terufumi Kato,10 Toshiaki Takahashi,11 Alexander 
Spira,12 Suresh Ramalingam,13 Benjamin Besse,14 Fabrice Barlesi,15 Qui Tran,16 Agnes Ang,16 Abraham 
Anderson,16 Haby Henary,16 Gataree Ngarmchamnanrith,16 Ramaswamy Govindan,17 Jürgen Wolf18

1Memorial Sloan Kettering Cancer Center, New York, New York, USA; 2The University of Texas MD Anderson Cancer Center, Houston, Texas, USA; 3Sarah Cannon Research Institute at 
HealthONE, Denver, Colorado, USA; 4Princess Margaret Cancer Centre, University Health Network, Toronto, Ontario, Canada; 5Thoracic Medical Oncology, Perlmutter Cancer Center, New 
York University, New York, New York, USA; 6Roswell Park Cancer Institute, Buffalo, New York, USA; 7The Queen Elizabeth Hospital and University of Adelaide, Woodville South, Australia; 
8Fox Chase Cancer Center, Philadelphia, PA, USA; 9Department of Medical Oncology, West German Cancer Center, University Hospital Essen, Essen, German Cancer Consortium (DKTK),
Germany; 10Kanagawa Cancer Center, Yokohama, Japan; 11Division of Thoracic Oncology, Shizuoka Cancer Center, Shizuoka, Japan; 12Virginia Cancer Specialists Research Institute, 
Fairfax, VA, The US Oncology Network, TX; Johns Hopkins Medicine, Baltimore, MD, USA 13Division of Medical Oncology, Emory University School of Medicine, Winship Cancer Institute, 
Atlanta, GA, USA; 14Department of Cancer Medicine, Gustave Roussy, Villejuif, France; 15Gustave Roussy, Villejuif, France; 16Amgen Inc. Thousand Oaks, California, USA; 17Alvin J 
Siteman Cancer Center at Washington University School of Medicine, St Louis, Missouri, USA. 18Department of Internal Medicine, Center for Integrated Oncology, University Hospital 
Cologne, Cologne, Germany



Introduction

• KRAS p.G12C mutation is a key oncogenic driver occurring 
in ~13% of lung adenocarcinomas1

• Sotorasib is a first-in-class, highly selective and irreversible 
KRASG12C inhibitor2

• Sotorasib has shown durable clinical benefit in heavily 
pretreated patients with non-small cell lung cancer (NSCLC) 
from the phase 1 CodeBreaK 100 trial3

‒ Objective response rate was 32.2% across all doses tested, with the 
median duration of response of 10.9 months

‒ Median progression-free survival was 6.3 months

• Here, we present results from the NSCLC cohort of the 
registrational phase 2 CodeBreaK 100 trial

1, Biernacka A, et al. Cancer Genet 2016; 209:195-8. 
2, Canon J, et al. Nature. 2019; 575: 217-223.
3, Hong DS, et al. N Engl J Med. 2020; 383:1207-1217.



Trial Design

Sotorasib was orally administered at 960 mg once daily 
until disease progressionb
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Radiographic scan every 6 weeks up to week 48 and once every 12 weeks thereafter

Primary endpoint: ORR (RECIST 1.1) by blinded independent central review
Key secondary endpoints: DoR; disease control rate; TTR; PFS; OS; safety

Exploratory endpoints: Evaluation of biomarkers (PD-L1, co-occurring mutations)

a: no more than 3 prior lines of therapies were allowed; b: treatment beyond disease progression was allowed if certain criteria were met; c: safety follow-up 
occurs 30 (+7) days after the last dose of sotorasib; long-term follow-up occurs every 12 (±2) weeks for up to 3 years. 
NSCLC: non-small cell lung cancer; ORR: objective response rate; DoR: duration of response; TTR: time to response; PFS: progression-free survival; OS: 
overall survival; PD-L1: programmed death-ligand 1; RECIST: Response Evaluation Criteria in Solid Tumors. 

Key Eligibility:

• Locally advanced or metastatic NSCLC

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

• Progressed on prior standard therapiesa

• No active brain metastases

clinicaltrials.gov identifier: NCT03600883
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Patients

• A total of 126 patients were enrolled 
from 11 countries

• 81% of patients had progressed on 
prior platinum-based chemotherapy 
and PD1/L1 inhibitors

• Data cutoff was December 1, 2020; 
median follow-up time was 12.2 
months

Baseline Characteristics Sotorasib 960mg, 
N = 126

Median age – years (range) 63.5 (37–80)

Smoking history – n (%)a

Never
Current or former

6 (4.8)
117 (92.9)

ECOG performance status – n (%)
0
1

38 (30.2)
88 (69.8)

Prior lines of systemic anticancer therapy – n (%)
1
2
3 

54 (42.9)
44 (34.9)
28 (22.2)

Types of prior systemic anticancer therapyb – n (%)
Platinum-based chemotherapy
PD-1 or PD-L1 inhibitors
Platinum-based chemotherapy and PD1/L1 inhibitors

113 (89.7)
115 (91.3)
102 (81.0)

a: smoking status was missing for 3 patients; b: prior systemic anticancer therapy also included targeted biologics (23.8%), targeted small 
molecules (7.1%), and other (0.8%). 
ECOG: Eastern Cooperative Oncology Group; PD-1: Programmed cell death protein 1; PD-L1: Programmed death-ligand 1. 



Tumor Response with Sotorasib

a: according to central review, 2 patients did not have measurable lesions at baseline per RECIST 1.1 and were excluded from response 
assessment; b: 2 patients stopped treatment without post-baseline scans and were deemed as “missing scan”; 2 patients had 1 post-baseline scan 
and were assessed as “not evaluable” by central review.  
CR: complete response; PR: partial response. 

Over 80% of patients achieved disease control, including 3 CRs and 43 PRs

Response assessed by central review Sotorasib 960mg, 
N = 124a

Confirmed objective response rate – % (95% Cl) 37.1 (28.6, 46.2)

Best overall response – n (%)

Complete response
Partial response
Stable disease
Progressive disease
“Not evaluable” or “Missing scan”b

3 (2.4)
43 (34.7)
54 (43.5)
20 (16.1)
4 (3.2)

Disease control rate – % (95% Cl) 80.6 (72.6, 87.2)



Depth of Tumor Response

Graph excluded 3 patients without post-baseline measurement in target lesions.
CR: complete response; PR: partial response; SD: stable disease; PD: progressive disease; NE: not evaluable.  

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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Months 0 1 2 3 4 5 6 7 8 9 10 11 12 13

Durability of Tumor Response

PFS: progression-free survival; OS: overall survival. 

• Median duration of response: 
10.0 months (95% Cl: 6.9, 11.1)

• Median time to objective response: 
1.4 months

• 43% (20/46) of responders remained on 
treatment without progression as of the 
data cutoff

Time to and duration of response

Pa
tie

nt
s 

w
ho

 re
sp

on
de

d 
to

 s
ot

or
as

ib
, n

 =
 4

6

PFS ongoing

OS censored
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Death
Progressive disease
First response

Responses to sotorasib were durable; 72% were seen at the first assessment
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Median progression-free survival was 6.8 months (95% Cl: 5.1, 8.2)

mPFS: 6.8 months



Treatment-Related Adverse Events

Treatment-related adverse events 
(TRAEs) occurring in ˃5%, n (%)

Any Grade
N = 126

Grade 3
N = 126

Any event
Diarrhea
Nausea
ALT increase
AST increase
Fatigue
Vomiting
Blood alkaline phosphatase increase
Maculopapular rash

88 (69.8)
39 (31.0)
24 (19.0)
19 (15.1)
19 (15.1)
14 (11.1)
10 (7.9)
9 (7.1)
7 (5.6)

25 (19.8)
5 (4.0)

0
8 (6.3)
7 (5.6)

0
0

1 (0.8)
0

• Most TRAEs were grade 1 or 2

• No fatal TRAEs occurred

• TRAEs led to treatment discontinuation in 
7.1% of patients 

• TRAEs led to dose modification in 22.2% 
of patients

Treatment-related adverse events were generally mild and manageable

1 patient (0.8%) reported grade 4 TRAEs (pneumonitis and dyspnea)

ALT: alanine aminotransferase; AST: aspartate aminotransferase. 



Tumor Response by PD-L1 Levels and STK11/KEAP1 Co-Occurring Mutations

Response by PD-L1 Levels
n = 86

Response by STK11/KEAP1 Co-Occurring Mutations
n = 104

STK11

KEAP1

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

PD-L1 groups by TPS:
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Both analyses were conducted retrospectively in the patient population (N=124) evaluable for efficacy per central review, who had available biomarker 
data. Tissue-based PD-L1 analysis was analyzed centrally using PD-L1 IHC 22C3 pharmDx. STK11/KEAP1 co-occurring mutation status was analyzed 
using tissue and/or plasma samples. 
PD-L1: Programmed death-ligand 1; TPS: Tumor proportion score; MUT: mutant; WT: wild type.
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• Sotorasib, the first-in-class KRASG12C inhibitor administered as once daily oral therapy, demonstrated early, 
deep, and durable responses in the advanced NSCLC cohort from the phase 2 CodeBreaK 100 trial
‒ ORR was 37.1%, with median DoR of 10.0 months and median PFS of 6.8 months, validating the phase 1 results

• Sotorasib was well tolerated with no deaths attributed to treatment and low incidence of grade 3 or 4 
treatment-related adverse events, treatment discontinuation, and dose modification

• Tumor response to sotorasib was observed across a range of biomarker subgroups, including patients with 
negative or low PD-L1 expression level and those with mutant STK11

• Breakthrough therapy designation was granted by FDA; regulatory filings based on current data are underway 

• Confirmatory phase 3 CodeBreaK 200 trial is currently enrolling (clincaltrials.gov identifier: NCT04303780)

Conclusions

NSCLC: non-small cell lung cancer; ORR: objective response rate; DoR: duration of response; PFS: progression-free survival; PD-L1: 
Programmed death-ligand 1; FDA: U.S. Food & Drug Administration
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