Measuring Patient-
Reported Dermatologic

Introduction

Methods

Enhanced-DM Arm: IV Amivantamab + lazertinil

Key eligibility criteria

+ Locally advanced or
metastatic NSCLC

+ Treatment-naive for
advanced disease

« Documented EGFR
Ex19del or LBS8R

+ ECOG PS score of 0 or
1

Reliable, valid measures of patient-reported
treatment tolerability are important to
complement adverse event data in clinical trials.
EGFR inhibitors used to treat certain types of
cancers are associated with skin-related
symptoms.

Skin

Stratification factors q o)
moisturization

+ Race (Asian vs non-.

« Age (<65 years vs 265

The SKINDEX-16"was developed to measure the years)

1:1 randomization
(N=200% US, EU, LATAM, APAC)

+ enhanced dermatologi

Week Weeks 13-52

Topical clindamycin lotion 1%
minacycline g BID | on the scalp QD before bedtime

Pamnychl.a Chlorhexidine 4% on the fingernails and toenails QD
prophylaxis

Oral doxycycline or

anagement (n=100)

La Roche-Posay Lipikar AP+M Moisturizer
on the body and face at least QD

SOC-DM Arm: IV amivantamab + lazertinib

Schematic Overview of the Main Study (COCOON)?

Internal consistency

Analysis Methods

Cronbach’s alpha based on baseline assessment

Test-retest reliability

Correlation in scores among a stable subset (same PGI-S
response at 4 and 8 weeks post-baseline)

Convergent /
discriminant validity

Correlations between SKINDEX and EORTC scores at 8
weeks post-baseline

+ standard dermatologic management (n=100)

Known groups validity &
Responsiveness to

Clinically meaningful subgroups defined by presence and
severity of skin-related adverse events at 12 weeks post-

effect of skin disease on quality of life.

change baseline

°
Side Effects of Cancer
. Objective: Evaluate psychometric properties of Ptatcijen;-ReIE)ortedd0utcor2e (PRkO)finer]un;en;ci;vere <|:(omp|eted at
Treatment: Psychometric s pavedhumoneaibota R o AR
° ° » PGI-S (global impression of skin symptom severity)
Evaluation of the SKINDEX-16 in
Non-Small Cell Lung Cancer
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* Y% standard deviation (SD) at each timepoint
» Mean score changes for patients with 1-point change
in PGI-S

Meaningful change
thresholds

Results

Convergent and Discriminant Validity

Participants EORTC Symptom Scale Pearson r
199 adults with EGFR-mutated NSCLC Pain 0.53 * Correlations with other PROs conformed

treated with amivantamab and lazertinib Fatigue 0.49 to expectations
Insomnia 0.41

EORTC Function Scale
Emotional Function

Pearsonr
-0.63

AFFILIATIONS: 2Johnson & Johnson, Horsham, PA, USA; Johnson & Johnson, Neuss, Germany; Johnson & Johnson, Raritan, NJ,
USA; dJohnson & Johnson, Spring House, PA, USA

Key Takeaway

Median age = 63 years

Reliability
Internal consistency: alpha = 0.95

Constipation
Financial Difficulties
Nausea and Vomiting
Appetite Loss
Dyspnea

0.35
0.34
0.31
0.27
0.23

Positive correlations with SKINDEX
scores = greater symptoms associated
with worse skin problems

Negative correlations with SKINDEX
scores = worse functioning associated

Social Function

Role Function
Physical Function
Cognitive Function
Global Health Status

-0.57
-0.49
-0.43
-0.39
-0.38

Diarrhea 0.20 with worse skin problems

Results from this study support the validity and aid the interpretation Test-retestreliability:r = 0.83

of the SKINDEX-16 for the assessment of dermatologic side effects
of cancer treatment.

Known Groups Validity Responsiveness to Change

521
34.9
25.1

None (n=35)  Grade1(n=84) Grade 2 (n=41) Grade 3 (n=3)
Skin-related Adverse Events at 12 Weeks Post-baseline

Conclusions

This study is the first to examine psychometric properties of the
SKINDEX-16 in the context of side effects of cancer treatment.

SKINDEX Score

40.2
211 242

7.6 l
- H B

None (n=15) Grade 1(n=75) Grade 2 (n=66) Grade 3 (n=7)
Skin-related Adverse Events up to 12 weeks Post-baseline

Results provide evidence of high reliability and validity in this context
of use.
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Worse Skin

» High values of internal consistency and test-retest reliability D ——.

Mean Change from Baseline in

» Correlations with other PROs conformed to expectations (e.g., worse skin
problems most highly correlated with pain, fatigue, insomnia, and functioning)

Worse patient-reported skin problems associated with greater severity of
skin-related adverse events Weight Weight

Meaningful Change Thresholds Comparison for -1in PGI-S Mean SE N 95%-C| (commoh) (random)
Weight Weight

95%-C| (common) (random) -14.1 375 24 ——— -14.1 [215; -6.8] 5.8% 56%

-24.8 401 32 —=— -24.8 [-32.7;-17.0] 51% 5.2%
-21.4 404 25 —=— -21.4 [-29.3;-13.5] 5.0% 5.2%
21545321 —=— 215 [-30.4;-12.8] 4.0% 45%
-15.4 459 27 —=; -15.4 [24.4; -6.4] 3.9% 4.4%
-176 667 20— -176 [306; -4.5] 1.8% 26%
-5.4 515 16 5.4 [1565; 47] 3.1% 3.8%
-17.3 442 27 — -17.3 [-26.0; -8.7] 4.2% 4.6%
-13.0 481 27 —— -13.0 [224; -38] 3.5% 42%
-10.6 362 25 — -106 [-17.7; -3.5] 6.2% 5.8%
-21.0 7.03 16 ——— 210 [347;-72] 1.7% 2.4%
-5.7 3.04 23 5.7 [[11.7. 03] 8.9% 6.8%
-10.7 519 23 -10.7 [-20.9; -0.5] 3.0% 3.8%
-11.2 550 22 112 [220; -04] 2.7% 35%
-12.0 5.16 19 -120 [221; -1.8] 3.1% 3.8%
-11.4 326 28 i -114 [-17.8; -5.0] 7.7% 6.4%
-9.8 2.81 32 9.8 [15.3; -4.3] 10.4% 7.3%
-16.4 4.89 17 -16.4 [-26.0; -6.8] 3.4% 41%
-10.8 381 27 -108 [183; -3.4] 5.7% 55%
-8.0 4.17 14 -8.0 [-16.2; 0.1] 4.7% 5.0%
-8.3 369 17 -83 [156; -1.1] 6.0% 57%

Cycle 2 vs Cycle 3
Cycle 2 vs Cycle 4
Cycle 2vs Cycle 5
Cycle 2 vs Cycle 6
Cycle 2 vs Cycle 7
Cycle 2 vs Cycle 8
Cycle 3 vs Cycle 4
Cycle 3vs Cycle 5
Cycle 3vs Cycle 6
Cycle 3 vs Cycle 7
Cycle 3 vs Cycle 8
Cycle 4 vs Cycle 5
Cycle 4 vs Cycle 6
Cycle 4 vs Cycle 7
Cycle 4 vs Cycle 8
Cycle 5vs Cycle 6
Cycle 5vs Cycle 7
Cycle 5vs Cycle 8
Cycle 8 vs Cycle 7
Cycle 6 vs Cycle 8
Cycle 7 vs Cycle 8

Results suggest that the 10-point meaningful change threshold Gomparison for +1 in PGS Mean  SE N

previously established for skin diseases! may also apply when
evaluating skin-related treatment side effects.

Cycle 2 vs Cycle 3 12.8 3.49 36 - 128 113% 9.9%
Cycle 2 vs Cycle 4 151 3.17 37 151 13.7% 11.0%
Cycle 2 vs Cycle 5 11.0 424 21 11.0 719, 77% 7.8%
Cycle 2 vs Cycle 6 19.2 641 12 19.2 .6;31. 34% 4.3%
Cycle 2 vs Cycle 7 6.7 299 5 6.7 .8:12. 15.4% 11.6%
Cycle 3 vs Cycle 4 2.2 590 16 2.2 [-9.3;13. 4.0% 4.9%
Cycle 3vs Cycle 5 6.9 447 16 B 6.9 [-1.9;15. 6.9% 7.3%
Cycle 3 vs Cycle 6 187 696 9 18.7 [ 5.1;324] 2.8% 3.7%
Cycle 3 vs Cycle 7 6.1 812 7 6.1 [-9.8;22.0] 21% 2.9%
Cycle 3 vs Cycle 8 75 741 5 -7.5 [-22.0; 7.0] 2.5% 3.4%
Cycle 4 vs Cycle 5 13.7 4.33 13 13.7 [ 5.2:22.2] 7.3% 7.6%
Cycle 4 vs Cycle 6 214 454 12 21.4 [125;30.2] 6.7% 7.2%
Cycle 4 vs Cycle 7 24.8 1240 5 24.8 [ 0.5;49.1] 0.9% 1.3%
Gycle 5 vs Cycle 6 12.0 456 9 12.0 [ 3.1;21.0] 66% 71%
Cycle 5 vs Cycle 7 65 827 5 6.5 [-9.8;227] 2.0% 2.8%
Cycle 6 vs Cycle 7 11.0 454 7 1.0 [ 2.1;19.9] 6.7% 7.2%

» Estimated thresholds for meaningful change ranged from 9-13 points - Distribution-based (interquartile range of
% SD): 9-12 points

* Anchor-based (worsening): 11 points

* Anchor-based (improvement): 13 points
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Common effect model 100.0%
Random effects model

Heterogeneity: I° = 36.6%, T° = 9.8, p = 0.0708

Note: Measures from Day 1 of the Cycle were considered.

11.4 [ 9.1;13.7]

11.4 [ 8.5;14.3] Common effect model

Random effects model
Heterogeneity: /* = 40.5%, T° = 12.6, p = 0.0288
-30 20 -10 0 10 20 30

Note: Measures from Day 1 of the Cycle were considered

128 [14.5;-11.0]  100.0%

100.0% 132 [15.6;-108) . 100.0%
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