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Background

= Best practices in the use of immune checkpoint inhibitors
(ICls) and targeted therapy in advanced melanoma continue
to evolve. To assist with patient care and to help healthcare
providers (HCPs) make informed decisions, we developed an
online treatment decision support tool designed to provide
community HCPs with case-specific treatment
recommendations from 5 melanoma experts.
* In this study, cases entered into the tool by HCPs were
analyzed to determine:
= Variance between the planned treatment of HCPs and
recommendations from melanoma experts
* Impact of the tool on the subsequent treatment decisions of
those who used it

Tool Design and Analysis

= 5 experts provided treatment recommendations in December
2018/January 2019 for 566 unique melanoma case scenarios
based on key patient/disease factors defined by those experts

» Experts: Michael B. Atkins, MD; Adil Daud, MD; Kim
Margolin, MD; Michael Postow, MD; Hussein Tawbi, MD

= To use the tool, HCPs enter their patients’ information and their
intended treatment plan; expert recommendations for their
specific patient scenario are then provided

= Tool available online at clinicaloptions.com/MelanomaTool

Tool Screenshot Examples

ﬁ
[6] ONCOLOGY 1. Entry of patient characteristics

Melanoma Decision Support

Enter Patient Details

2. Entry of intended
treatment

Resectability status/stage of disease? Unresectable lll or IV [Changg]

Extent of disease? Stage IV disease (no brain metastases) [Change]
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Significant comorbidity/impaired ECOG PS? No [Change]

How are you planning to treat this patient?

Uncertain

Carboplatin + paclitaxel
Dabrafenib

Dabrafenib + trametinib
Dacarbazine

Encorafenib + binimetinib
-2

Ipilimumab

Nivolumab

Nivolumab + ipilimumab
Interferon/peginterferon
Pembrolizumab
Observation

Cther chemotherapy
T-VEC (talimogene |aherparepvec)
Temozolomide

Trametinib

Vermurafenib

Vermurafenib + cobimetinib

LDH level? High [Change]

Symptomatic disease? Yes [Change]

BRAF genotype? Wild type [Change]

Previous systemic therapy? MNone [Change]

3. Expert recommendations
displayed
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Expert 1

Mivolumab +
ipilimumab

Nivolumab +
ipilimumab

Expert 2

Nivolumab +
ipilimumab

Expert 3

Nivolumab +
ipilimumab

Expert 4

Nivolumab +
ipilimumab

Expert 5

» This analysis compared the intended treatment of HCPs with
expert recommendations for specific cases entered in the tool
from February 5, 2019, through November 5, 2019

= A secondary analysis compared 2019 treatment patterns with
those observed in a 2016 version of this online tool (Quill TA,
et al. Pigment Cell Melanoma Res. 2017;30:134.)
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Tool Participant Demographics

= 571 patient cases entered by 305 HCPs

North
America

33%

Physician
73%

22%

Characteristics of Patient Cases Entered by HCPs
n (%)

Case Characteristic
Treatment setting

» Adjuvant therapy for resectable disease
» Treatment for unresectable disease

286 (50)
285 (50)

BRAF mutation status
= Wild type 141 (49)
= V600 mutant 145 (51)
Significant comorbidity/ ECOG PS = 2
" Yes 38 (13)
= No 248 (87)

Treatment Selection (%)

Unresectable setting 285

Disease stage

= Stage Il 29 (10)

= Stage |V, no brain metastases 157 (55)

= Stage |V, brain metastases 99 (35)
Previous systemic therapy

= None 203 (71)

= First line 82 (29)
BRAF mutation status

= Wild type 150 (53)

= V600 mutant 135 (47)
Significant comorbidity/ ECOG PS = 2

= Yes 57 (20)

= No 228 (80)

Use of the Tool and Impact on Treatment Plan

Did the expert recommendations change

your treatment choice?

[V, brain
No, due to barriers mets

In using expert

Undecided
A,

recommendations
resectable
25% n =33
15%
IV, no 111B-D,
brain mets [, resectable

No, confirmed my

intended treatment unresectable

(4%)
52%
| used this tool to get expert
n=133 recommendations on:

A
hypothetical
patient case

A real patient
In my practice

Intended use and tool impact questions were optional and
available after users received expert recommendations.

n=121

Acknowledgments
The CME program that included this tool was supported by unrestricted educational
grants from Merck & Co., Inc. and Novartis Pharmaceuticals Corporation.

100

Treatment Selection (%)

(@)

Adjuvant Treatment for Stage

BRAF Wild Type
® Nivolumab + ipilimumab ® PD-1 inhibitor ® BRAF + MEK

i 100
é 80
é 60
] 40
é 20

Experts HCPs Experts HCPs Experts HCPs
Stage llIA, <1 mm Stage llIA, 21 mm Stage llIB-D
(n =32) (n =39) (n =48)

lll Resectable Disease

BRAF V600 Mutation

inhibitors ™ Observation Other Uncertain

Experts HCPs Experts HCPs Experts HCPs
Stage llIA, <1 mm Stage llIA, 21 mm Stage llIB-D
(n = 20) (n =47) (n =62)

Treatment for Unresectable/Metastatic Disease (Stage lll or IV, No Brain Metastases)

100

80

60

40

20

o

BRAF Wild Type

E 100
é 80
é 60
é 20

Experts HCPs Experts HCPs

LDH High and/or Symptomatic LDH Normal and Asymptomatic
(n =24) (n = 26)

o

BRAF V600 Mutation

Experts HCPs

LDH High and/or Symptomatic LDH Normal and Asymptomatic
(n = 29) (n = 28)

Experts HCPs

100

Treatment Selection (%)

o

Treatment for Stage IV Disease With Brain Metastases

BRAF V600 Mutation

E1oo
o

Experts HCPs Experts HCPs | Experts HCPs Experts HCPs

BRAF Wild Type

o

o

o

Symptomatic*
(n =16)
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Treatment for Stage IV Disease, 2019 vs 2016

BRAF Wild Type, LDH High BRAF Mutation, LDH Normal

2016 2019 2016 2019 2016 2019 2016 2019
Experts HCPs Experts HCPs
(n = 53/10) (n =100/42)

Analyzed case scenarios for which there were no significant comorbidities and ECOG performance status was 0 or 1. *Describes systemic therapy choices when these
would be appropriate; per the experts, local radiotherapy would also be a consideration for some scenarios depending on patient and disease characteristics.

Conclusions

Analysis of data from an online treatment decision support tool for melanoma revealed significant variance between expert recommendations and the intended

treatment of HCPs for numerous scenarios

Adjuvant therapy: Evidence of potential overtreatment by HCPs for pts with stage IlIA disease and LN metastases < 1 mm was evident; most HCPs recommended
adjuvant therapy in this setting vs observation by experts; experts were more likely to recommend PD-1 inhibitor adjuvant therapy vs HCPs for pts requiring treatment

Unresectable disease: Compared with experts, HCPs were less likely to recommend more aggressive combination ICI therapy for pts with symptomatic disease or
those with poorer prognosis; HCPs were more likely to recommend BRAF + MEK inhibitors for all pts with BRAF mutations

« For pts with brain metastases and BRAF mutations, HCPs were more likely to use BRAF + MEK inhibitors vs experts

From 2016 to 2019, HCP treatment choices for select pts with metastatic melanoma were similar and consistently differed from expert recommendations,

suggesting an ongoing need for education

Online tools that provide customized, patient-specific expert advice can increase the
with advanced melanoma
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number of clinicians who make optimal treatment decisions for pts
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