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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.

:TIXMAN TN MNXAY NODINNN 12XN2 010199 1NHYA 1N¥INN "MHY
.https://israeldrugs.health.gov.il/#!/byDrug

J-C DN Hyao MM My¥NX1 09N pNRYN 2P 1N N o195 091K LD 1N
.09-9591111 :">0 ,6099000 ,0"OW Y12 , Health Care Ltd

,N0712
yD N
NN NNpnN

J-C Health Care Ltd.



J-C Health Care Ltd. JOhnson &JOhnson

Kibbutz Shefayim 6099000, ISRAEL
tel +972-9-959-1111
fax +972-9-958-3636

7252 D™"MINNN D21DTYN D192 11 nyMn2a

X9 by

8.4 Dermatologic Adverse Reactions

RYBREVANT 160mg/ml S.C. can cause severe rash including toxic epidermal necrolysis (TEN),
dermatitis acneiform, pruritus-asn€, dry skin and skin ulcer.

9.1 ClinicalTrials Experience

Table 4: Adverse reactions in patients receiving RYBREVANT as monotherapy (N=380)
Skin and subcutaneous tissue disorders

Rash* Very common 76 3t

Nail toxicity* 47 2f

Dry skin* 19 0

Pruritus 18 0

Skin ulcer Uncommon 0.8 0

Toxic epidermal necrolysis 0.3 0.3

Table 5: Adverse reactions for RYBREVANT (either intravenous or subcutaneous formulation)
when received in combination with lazertinib (N=752)

Skin and subcutaneous tissue disorders

Rash* Very 87 23
Nail toxicity* common 67 8

Dry skin* 25 0.7
Pruritus 23 0.3
Skin ulcer Common 3.9 0.5
Palmar-plantar erythrodysaesthesia 3.9 0.1
syndrome

Urticaria 1.6 0

15.2 Clinical experience of RYBREVANT intravenous formulation

The final analysis of OS demonstrated a statistically significant improvement in OS for Rybrevant
intravenous formulation in combination with lazertinib compared to osimertinib (see Table 7 and
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Table 7: Efficacy results in MARIPOSA

RYBREVANT intravenous
formulation + lazertinib Osimertinib
(N=429) (N=429)

Progression-free survival (PFS)*

Number of events 192 (45%) 252 (59%)

Median, months (95% CI) 23.7 (19.1,27.7) 16.6 (14.8, 18.5)

Hazard Ratio (95% CI); p-value 0.70 (0.58, 0.85); p=0.0002
Overall survival (OS)

Number of events 173 (40%)+42(339 217 (51%)177-(41%)

Median, months (95% CI) NE(42.9, NE)-(NENE) 36.7 (33.4,41.0)37332-5;

NE)

Hazard Ratio (95% CI); p-value® 0.75(0.61, 0.92); p=0.00486-77(0-61,0.96);: p=0-0185
Objective response rate (ORR)™ "

ORR % (95% CI) | 80% (76%, 84%) | 77% (72%, 81%)
Duration of response (DOR)* ¢

Median (95% CI), months | 25.8(20.3, 33.9) | 18.1 (14.8, 20.1)

BICR = blinded independent central review; CI = confidence interval; NE = not estimable

PFS results are from data cut-off 11 August 2023 with a median follow-up of 22.0 months.-OS, DOR and ORR results are
from data cut-off 13 May 2024 with a median follow-up of 31.3 months. OS results are from data cut-off 04 December 2024
with a median follow-up of 37.8 months.

2 BICR by RECIST v1.1.

b Based on confirmed responders.

Fugire 2 update

Table 8: Intracranial ORR and DOR by BICR assessment in subjects with intracranial lesions at
baseline - MARIPOSA
RYBREVANT intravenous
formulation + lazertinib Osimertinib
(N=180) (N=186)

Intracranial tumour response assessment

Intracranial ORR (CR+PR), % (95% 7% 18%& 77%

CDh (F0%583%)(71%, 84%) (F0%82%)(71%, 83%)

Complete response 63%64% 59%
Intracranial DOR

Number of responders 139140 144

Median, months (95% CI) NE-35.0 (2-420.4, NE) 24.425.1 (22.1,31.2)

CI = confidence interval

NE = not estimable

Intracranial ORR and DOR results are from data cut-off 43-May2624 04 Dec 2024 with a median follow-up of
3+.237.8 months.
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