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RYBREVANT 160 MG/ML S.C.is indicated for the treatment of adult patients with locally
advanced or metastatic non-small cell lung cancer (NSCLC) with epidermal growth factor
receptor (EGFR) Exon 20 insertion mutation, as detected by an approved test whose disease
has progressed on or after platinum based chemotherapy.

RYBREVANT 160 MG/ML S.C. in combination with lazertinib, is indicated for the first-line
treatment of adult patients with locally advanced or metastatic non-small cell lung cancer
(NSCLC) with epidermal growth factor receptor (EGFR) exon 19 deletions or exon 21 L858R
substitution mutations, as detected by an approved test.
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9 ADVERSEREACTIONS

9.1 Clinical Trials Experience

Summary of the safety profile

RYBREVANT in combination with lazertinib

In the dataset of RYBREVANT (either intravenous or subcutaneous formulations) in combination with

lazertinib (N=752829), the most frequent adverse reactions of any grade (= 20% patients) were rash

(87%), nail toxicity (678%), hypoalbuminaemia (4289%), hepatotoxicity (43%), stomatitis (43%),

oedema (42%), fatigue (3435%), paraesthesia (29%), diarrhoea (26%), constipation (256%), giarrheea

{26%)-dry skin (25%), decreased-appetite{24%) -nausea (24%), and-pruritus (243%) and decreased
appetite (23%).

Clinically relevant differences between the intravenous and subcutaneous formulations, when given
in combination with lazertinib, were observed for administration-related reactions (63% for
intravenous vs. 14% for subcutaneous) and VTE (37% for intravenous vs. 11% for subcutaneous).

Serious adverse reactions were reported in 14% of patients who received RYBREVANT 160mg/ml S.C.
Rybrevant-subeutaneousformulationin combination with lazertinib, including ILD (4.2%), VTE
(2.27%), hepatotoxicity (2.21%), and fatigue (1.5%). Seven percent of patients discontinued
RYBREVANT 160mg/ml S.C. Rybrevantsubeutanecusformulation-due to adverse reactions. In
patients treated with RYBREVANT 160mg/ml S.C. Rybrevantsubeutanecusformulation-in

combination with lazertinib, the most frequent adverse reactions of any grade (> 1% patients)

leading to discontinuation of RYBREVANT 160mg/ml S.C. Rybrevantsubeutaneousformulation-were
ILD (3.76%), ane-rash (1.25%), and nail toxicity (1.0%).

Tabulated list of adverse reactions
The adverse reactions for RYBREVANT (either intravenous or subcutaneous formulation) when
received in combination with lazertinib are summarised in Table 5.

The safety data below reflect exposure to RYBREVANT (either intravenous or subcutaneous
formulation) in combination with lazertinib in 829752 patients with locally advanced or metastatic
NSCLC, including 421 patients in MARIPOSA, 202125 patients in PALOMA-2 cohorts 1, 5 and 6, and
206 patients in PALOMA-3 subcutaneous arm. Patients received RYBREVANT (either intravenous or
subcutaneous formulation) until disease progression or unacceptable toxicity. The median duration
of treatment with amivantamab overall for both intravenous and subcutaneous formulations was
9.19:S months (range: 0.1 to 31.4 months). Median duration on treatment for the subcutaneous
formulation was 6.15-7 months (range: 0.1 to 13.2 months) while median duration on treatment for
the intravenous formulation was 18.5 months (range: 0.2 to 31.4 months).

Adverse reactions observed during clinical studies are listed below by frequency category. Frequency
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categories are defined as follows: very common (= 1/10); common (= 1/100 to < 1/10); uncommon
(>1/1000 to < 1/100); rare (= 1/10000 to < 1/1000); very rare (< 1/10000); and not known (frequency
cannot be estimated from the available data).
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Table 5:

Adverse reactions for Rybrevant (either intravenous or subcutaneous

formulation) when received in combination with lazertinib (N=829)

System organ class Frequency Any grade Grade 3-4
Adverse reaction category % %
Metabolism and nutrition disorders

Hypoalbuminaemia® 49 4.6

Decreased appetite Very common 23 0.7

Hypocalcaemia +ely common 18 1.1

Hypokalaemia 12 2.7

Hypomagnesaemia Common 6 0
Nervous system disorders

Paraesth?sia*' 2 Very common 29 1.2

Dizziness +ely common 12 0
Eye disorders

Other eye disorders” Very common 19 0.5

Visual impairment” 3.6 0

Keratitis Common 1.9 0.2

Growth of eyelashes” 1.8 0
Vascular disorders

Venous thromboembolism

Amivantamab intravenous® Very common 37 11
Amivantamab subcutaneous” ¢ Very common 11 0.7

Respiratory, thoracic, and mediastinal disorders

Interstitial lung disease” | Common 3.6 1.7
Gastrointestinal disorders
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Stomatitis” 43 2.2

Diarrhoea 26 1.8

Constipation Very common 25 0

Nausea 24 0.7

Vomiting 15 0.5

Abdominal pain® Common 9 0.1

Haemorrhoids - 8 0.1
Hepatobiliary disorders

Hepatotoxicity” ‘ Very common 43 7
Skin and subcutaneous tissue disorders

Rash” 87 22

Nail toxicity” Very common 68 8

Dry skin” ~ETy common 25 0.7

Pruritus 24 0.4

Skin ulcer 3.7 0.5

Palmar-plantar erythrodysaesthesia 3.5 0.1

syndrome Common

Urticaria 1.6 0
Musculoskeletal and connective tissue disorders

Myalgia Very common 1> 9.5

Muscle spasms 13 0.4
General disorders and administration site conditions

Oedema’ 42 2.4

Fatigue® Very common 34 3.4

Pyrexia 11 0

Injection site reactions™ ¢ Common 6 0
Injury, poisoning and procedural complications

Infusion-/Administration-related reactions

Amivantamab intravenous® ® Very common 63 6
Amivantamab subcutaneous®f Very common 14 0.5

Grouped terms.

Applicable only to lazertinib.

Frequency based on amivantamab intravenous studies only (MARIPOSA [N=421]).

Frequency based on amivantamab subcutaneous studies only (PALOMA-2 cohorts 1 and 6 [N=125], cohort 5

[N=77] and PALOMA-3 subcutaneous arm [N=206]).

Injection site reactions are local signs and symptoms associated with subcutaneous mode of administration.

Infusion-related reactions are systemic signs and symptoms associated with infusion of amivantamab

intravenous.

Administration-related reactions are systemic signs and symptoms associated with administration of

amivantamab subcutaneous.

Description of selected adverse reactions

Administration-related reactions

OveralaAdministration-related reactions were reportedeceurred in 14% of patients treated with
RYBREVANT 160mg/m| S. C in comblnatlon with Iazertlnlb LH—P-AI:QMA—%—aeI-mH%t-Fa%m—FeLaJ&eé
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combinatien-withlazertinib-The most frequent signs and symptoms of administration-related
reactions include dyspnoea, flushing, fever, chills, nausea, and chest discomfort. In patients treated
with RYBREVANT 160mg/ml S.C. in combination with lazertinib, the mMedian time to onset of first
administration-related reactions was 1.92-1 hours (range: 0.0 to 176.5 hours),- with mMost
administration-related reactions (9698%) were-being Grades 1 or 2 in severity. In PALOMA 3
administration related reactions were reported in 13% of patients treated with RYBREVANT
160mg/ml S.C. in combination with lazertinib compared to 66% when treated with Rybrevant

intravenous formulation in combination with lazertinib.

Injection site reactions

Overall-linjection site reactions occurred in 68% of patients treated with RYBREVANT 160mg/ml S.C.
in combination with lazertinib. All injection site reactions were Grade 1 or 2 in severity. The most
frequent symptom of injection site reactions was erythema.

Interstitial lung disease/pneumonitis

Interstitial lung disease (ILD) or ILD-like adverse reactions have been reported with the use of
amivantamab as well as with other EGFR inhibitors. ILD was reported in 3.6% of patients treated with
RYBREVANT (either intravenous or subcutaneous formulation) in combination with lazertinib,
including 2 (0.26-3%) patients with a fatal reaction. Patients with a medical history of ILD, including
drug-induced ILD or radiation pneumonitis, were excluded from PALOMA-2 and PALOMA-3.

Venous thromboembolic (VTE) events with concomitant use with lazertinib

VTE events, including deep venous thrombosis (DVT) and pulmonary embolism (PE), were reported in
11% of patients receiving RYBREVANT 160mg/ml S.C. in combination with lazertinib in PALOMA-2
and PALOMA-3. Most cases were Grade 1 or 2, with Grade 3 events occurring in 3 (0.76-5%) patients.
Additionally, 269-336 (8281%) of these 321408 patients receiving RYBREVANT 160mg/ml S.C. took
prophylactic anticoagulants with a direct oral anticoagulant or low molecular weight heparin within
the first four months of study treatment. In PALOMA-3, for the direct comparison between arms, the
incidence of VTE reactisns-events was 9% for patients treated with RYBREVANT 160mg/ml S.C. in
combination with lazertinib, cempared-teversus 1413% when treated with RYBREVANT intravenous
formulation in combination with lazertinib, with similar rates of prophylactic anticoagulant use in
both treatment arms (80% in the subcutaneous arm vs. 81% in the intravenous arm). For patients
who did not receive prophylactic anticoagulants, the overall incidence of VTE events was 17% for
patients treated with RYBREVANT 160mg/ml S.C. in combination with lazertinib with all VTE reactions
events reported as Grade 1-2 and serious VTE reactiens-events reported in 4.8% of these patients,
compared to an overall incidence of 2623% for patients treated with RYBREVANT intravenous
formulation in combination with lazertinib with Grade 3 VTE and Grade 4 reactions-events reported
in 10% and 2.6% of patients, respectively, and serious VTE reactiens-events reported in 108% of
these patients.

Dermatologic reactions

Rash (including dermatitis acneiform), pruritus, and dry skin have occurred in patients treated with
RYBREVANT (either intravenous or subcutaneous formulation)-in-cembination-with-lazertinib. Rash
occurred in 87% of patients treated with Rybrevant in combination with lazertinib, leading to
discontinuation of RYBREVANT in 0.67% of patients. Among patients treated with Rybrevant in
combination with lazertinib, mMost cases were Grade 1 or 2, with Grade 3 and Grade 4 reactions
occurring in 2223% and 0.1% of patients, respectively.
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Eye disorders
Eye disorders occurred in patients treated with Rybrevant (either intravenous or subcutaneous

formulation), including keratitis in 1.9% of patients treated with Rybrevant in combination with
lazertinib. Eye-disorders-including keratitis (1.7%}-occurred-in-patien cated-with-RYBREVAN

ion}-Other reported adverse reactions included growth
of eyelashes, visual impairment, and other eye disorders.
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