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Janssen EMEA Receives Conditional Marketing Authorisation for RYBREVANT® v
(amivantamab), the First Treatment Approved for Patients with Advanced Non-
Small Cell Lung Cancer (NSCLC) with EGFR Exon 20 Insertion Mutations After
Failure of Platinum-Based Therapy

Conditional Marketing Authorisation is based on results from the Phase 1 CHRYSALIS
study evaluating amivantamab as a monotherapy in patients after previous

treatment with platinum-based therapy’%3

BEERSE, BELGIUM, 10 December, 2021 - The Janssen Pharmaceutical Companies of
Johnson & Johnson announced Conditional Marketing Authorisation (CMA) of RYBREVANT®
¥ (amivantamab) for the treatment of adult patients with advanced NSCLC with activating
epidermal growth factor receptor (EGFR) exon 20 insertion mutations, after failure of
platinum-based therapy.! Amivantamab is the first approved treatment in the European

Union specifically targeting EGFR exon 20 insertion mutations for NSCLC. 24

“Patients with NSCLC harbouring EGFR exon 20 insertion mutations represent a specific
population who have been underserved by current treatment options that are limited in both
number and efficacy.®> The decision made by the European Commission represents an
important milestone and recognises that amivantamab offers a new treatment specifically

targeted for patients with this alteration,” said Antonio Passaro, M.D., Ph.D, Medical
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Oncologist at the Division of Thoracic Oncology of the European Institute of Oncology in

Milan, Italy.’

The CMA is based on results from the Phase 1 CHRYSALIS study, a multicentre, open-label,
clinical study evaluating amivantamab as a monotherapy in patients after previous
treatment with platinum-based therapy, which demonstrated efficacy and a generally well-
tolerated safety profile.*#® The investigator-assessed overall response rate was 37 percent
(95 percent CI, 28% - 46%), with a median duration of response of 12.5 months (95
percent CI, 6.5 - 16.1) and 64 percent of patients having a duration of response greater
than or equal to 6 months.* These results were consistent with those reported by blinded
independent central review assessment, which showed an overall response rate of 43
percent (34% - 53%), with a median duration of response of 10.8 months (95 percent CI,
6.9 - 15.0) and 55 percent of patients having a duration of response greater than or equal

to 6 months.4

Analysis showed the median progression-free survival (time experienced without
progression or death) was 8.3 months (95 percent CI, 6.5 - 10.9) and the median overall
survival in patients treated with amivantamab was 22.8 months (95 percent CI, 14.6 - not

reached).®

The most common adverse events (AEs) at all grades included rash (76 percent), infusion-
related reactions (67 percent) and nail toxicity (47 percent), and these were predominantly
Grade 1-2.% Treatment-related discontinuations due to adverse events were seen in three
percent of patients.# Ninety-nine percent of infusion-related reactions occurred with the first
infusions and rarely impacted the ability to continue with subsequent treatments (1.1

percent led to treatment discontinuation).*

“This marketing authorisation addresses a high unmet need by bringing a new treatment
option to this patient population and their healthcare professionals for the first time in
Europe. It is an important step towards our goal to deliver innovative therapies that will
transform the trajectory of lung cancer,” commented Peter Lebowitz, M.D., Ph.D., Global

Therapeutic Area Head, Oncology, Janssen Research & Development, LLC.

Conditional marketing authorisation is the approval of a medicine that addresses unmet

medical needs of patients based on less comprehensive data than normally required, where
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the benefit of immediate availability of the medicine outweighs the risk, and the applicant is
able to provide comprehensive clinical data in the future.” This CMA follows other recent
approvals for amivantamab, including the U.S. Food and Drug Administration (FDA), who
approved the treatment in May 2021 for the treatment of adult patients with locally
advanced or metastatic NSCLC with EGFR exon 20 insertion mutations, whose disease has
progressed on or after platinum-based chemotherapy.® Additional regulatory applications

have been submitted and are being reviewed by other regulatory bodies worldwide.

“We are committed to changing the face of cancer care,” said Mathai Mammen, M.D., Ph.D.,
Global Head, Janssen Research & Development, Johnson & Johnson. “At Janssen, we're
striving to transform long-term patient outcomes and improve quality of life with the right

treatment, for the right patient, at the right time.”

#Ht#
Tt Dr Passaro has previously provided paid consultancy services for Janssen in relation to

research and advisory boards. He has not been compensated for any media work.

¥ Results reported in the SmPC are from 114 patients with a median follow up of 12.5
months.4 Results reported in Park et al are from 81 patients and a median follow up of 9.7

months.® Not all efficacy endpoints were reported in the SmPC.4®

About Amivantamab
Amivantamab is a fully-human EGFR-MET bispecific antibody with immune cell-directing
activity that targets tumours with activating and resistance EGFR mutations and MET
mutations and amplifications, approved for patients with advanced non-small cell lung
cancer (NSCLC) with EGFR exon 20 insertion mutations after failure of platinum-based
therapy.?10.11,12 Amjvantamab is being studied in multiple clinical trials, including:13
e the Phase 1/1b, CHRYSALIS-2 (NCT04077463) study assessing the combination of
amivantamab and lazertinib in patients who have progressed after treatment with
osimertinib and chemotherapy, as well as lazertinib as a monotherapy'4
e as first-line therapy in the Phase 3 MARIPOSA (NCT04487080) study assessing
amivantamab in combination with lazertinib, a novel third-generation EGFR tyrosine
kinase inhibitor (TKI), against osimertinib and against lazertinib alone in untreated
advanced EGFR-mutated NSCLC?>
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e the Phase 3 MARIPOSA-2 (NCT04988295) study assessing the efficacy of lazertinib,
amivantamab and carboplatin-pemetrexed vs. with carboplatin-pemetrexed in
participants with locally advanced or metastatic EGFR Exon 19del or Exon 21 L858R
substitution NSCLC after osimertinib failure!®

e the Phase 3 PAPILLON (NCT04538664) study assessing amivantamab in combination
with carboplatin-pemetrexed vs carboplatin-pemetrexed for patients with advanced
or metastatic EGFR-mutated NSCLC with exon 20 insertion mutations!”

e the Phase 1 PALOMA (NCT04606381) study assessing the feasibility of subcutaneous
(SC) administration of amivantamab based on safety and pharmacokinetics and to
determine a dose, dose regimen and formulation for amivantamab SC delivery with

the aim to find effective solutions that positively impact patient management. 18

About the CHRYSALIS Study

CHRYSALIS (NCT02609776) is an open-label, multicentre, first-in-human Phase 1 study to
evaluate the safety, pharmacokinetics and preliminary efficacy of amivantamab as a
monotherapy, in combinations with lazertinib and in combination with platinum-based
chemotherapy, in patients with advanced NSCLC with various EGFR mutations.? In the
study, investigators assessed efficacy using overall response rate per Response Evaluation
Criteria in Solid Tumours Version 1.1* (RECIST v1.1), clinical benefit rate, median duration
of response and median progression-free survival, as well as the safety profile of

amivantamab.31°

The study will enrol 780 patients with advanced NSCLC.3 The study consists of two parts: the
first consists of amivantamab monotherapy and combination dose escalations, and the second

consists of amivantamab monotherapy and combination dose expansions.3

The first cohort of participants received intravenous infusions of amivantamab as
monotherapy.3

*RECIST (version 1.1) refers to Response Evaluation Criteria in Solid Tumours, which is a
standard way to measure how well solid tumours respond to treatment and is based on

whether tumours shrink, stay the same or get bigger.3

About Non-Small Cell Lung Cancer (NSCLC)
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In Europe, it is estimated that 477,534 patients were diagnosed with lung cancer in 2020,
with around 85 percent diagnosed with NSCLC.2%2! Lung cancer is Europe’s biggest cancer

killer, with more deaths than breast cancer and prostate cancer combined.?°

The main subtypes of NSCLC are adenocarcinoma, squamous cell carcinoma and large cell
carcinoma.?! Among the most common driver mutations in NSCLC are alterations in EGFR,
which is a receptor tyrosine kinase supporting cell growth and division.?? EGFR mutations
are present in 16 to 19 percent of Caucasian patients with NSCLC and present in 37 to 41
percent of Asian patients who have NSCLC adenocarcinoma.?? The five-year survival rate for
all people with metastatic NSCLC and EGFR mutations who are treated with EGFR TKIs is
less than 20 percent.?* Patients with EGFR exon 20 insertion mutations have a real-world
five-year overall survival (OS) of 8 percent in the frontline setting, which is worse than
patients with EGFR exon 19 deletions or L858R mutations, who have a real-world five-year
OS of 19 percent.?®

About the Janssen Pharmaceutical Companies of Johnson & Johnson

At Janssen, we're creating a future where disease is a thing of the past. We're the
Pharmaceutical Companies of Johnson & Johnson, working tirelessly to make that future a
reality for patients everywhere by fighting sickness with science, improving access with
ingenuity and healing hopelessness with heart. We focus on areas of medicine where we can
make the biggest difference: Cardiovascular & Metabolism, Immunology, Infectious

Diseases & Vaccines, Neuroscience, Oncology and Pulmonary Hypertension.

Learn more at www.janssen.com/emea/. Follow us at www.twitter.com/JanssenEMEA for our

latest news. Janssen Research & Development, LLC; Janssen-Cilag, S.A. and Janssen Biotech,

Inc. are part of the Janssen Pharmaceutical Companies of Johnson & Johnson.

# ##

Cautions Concerning Forward-Looking Statements

This press release contains "forward-looking statements" as defined in the Private Securities
Litigation Reform Act of 1995 regarding amivantamab and lazertinib. The reader is

cautioned not to rely on these forward-looking statements. These statements are based on
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current expectations of future events. If underlying assumptions prove inaccurate or known
or unknown risks or uncertainties materialise, actual results could vary materially from the
expectations and projections of Janssen Research & Development, LLC any of the other
Janssen Pharmaceutical Companies, and/or Johnson & Johnson. Risks and uncertainties
include, but are not limited to: challenges and uncertainties inherent in product research
and development, including the uncertainty of clinical success and of obtaining regulatory
approvals; uncertainty of commercial success; manufacturing difficulties and delays;
competition, including technological advances, new products and patents attained by
competitors; challenges to patents; product efficacy or safety concerns resulting in product
recalls or regulatory action; changes in behaviour and spending patterns of purchasers of
health care products and services; changes to applicable laws and regulations, including
global health care reforms; and trends toward health care cost containment. A further list
and descriptions of these risks, uncertainties and other factors can be found in Johnson &
Johnson's Annual Report on Form 10-K for the fiscal year ended January 3, 2021, including
in the sections captioned "Cautionary Note Regarding Forward-Looking Statements” and
"Item 1A. Risk Factors,” and in the company’s most recently filed Quarterly Report on Form
10-Q, and the company’s subsequent filings with the Securities and Exchange Commission.

Copies of these filings are available online at www.sec.gov, www.jnj.com or on request from

Johnson & Johnson. None of the Janssen Pharmaceutical Companies nor Johnson & Johnson
undertakes to update any forward-looking statement as a result of new information or
future events or developments.

HHEH
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