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Learning Objectives

* Review the up-to-date information on risk factors, incident, screening,
diagnosis and prevention recommendations for melanoma

* Describe therapeutic interventions and adjuvant therapies for
melanoma

* |dentify medical options for treating advanced stage melanoma
including innovative research



What is melanoma?

* Fifth most common cancer in the US in men and women
 Survival rates depend on the stage at the time of diagnosis

* Incidence of melanoma is increasing faster than any other potentially
preventable cancers

* Screening



Melanoma Staging

FIGURE 2. Stages of Melanoma®
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Risk Factors

* The development of melanoma is multifactorial and appears to be
related to multiple risk factors
* Very fair skinned
* Particularly those with fair or red hair
e Tendency to sun burn
* Excessive childhood sun exposure
e EX: blistering childhood sun burns
* Age:
* The incidence steadily rises with age
* The highest incidence is in those over 80



Clinical Presentation

* Breslow thickness

 Ulceration status (present or absent)

* Dermal mitotic rate (mm?)

* Assess deep and peripheral margin status
* Microsatellitosis(present or absent)

* Pure desmoplasia if present

* Lymphovascular/ angiolymphatic invasion
* Neurotropism/perineural invasion



Primary Treatment of the Early Stage
Melanomas

 Stage O: In situ melanoma
* Wide local excision

 Stage IA (T1a): <0.8mm, no ulceration

» Wide local excision, sentinel lymph node biopsy in special circumstances
* Risk of positive SLN <5%

 Stage IB (T1b): <0.8mm, with ulceration or 0.8-1mm

* Wide local excision, consider SLN biopsy
* Risk if positive SLN 5-10%



Primary Treatment of the Early Stage
Melanomas

 Stage IIB: 2-4mm with ulceration or >4mm without ulceration
 Stage IIC: >4mm with ulceration
* [IB/IIC:

e Adjuvant Pembrolizumab vs locoregional radiation therapy

* Stage Ill: Nodal involvement

* Wide local incision, Adjuvant Nivolumab or Pembrolizumab, BRAF mutation
testing, Dabrafenib or Trametinib

 Positive sentinel lymph nodes treatment: complete lymph node dissection vs
ultrasound surveillance



Case Study: Metastatic Melanoma

e 52 year-old female lifeguard presented with skin lesion on left arm,
progressively increasing in size over the last 3 months

* Past medical history: Hypertension
* Underwent surgery and SLN followed by lymphadenectomy

 Pathology consistent with malignant melanoma involving 2/6 lymph
nodes

* PDL1 expression over 5%
e Performance status Ecog: O
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What treatment option would you prescribe
in the adjuvant setting?

Observation
Nivolumab
Pembrolizumab
Ipilimumab



Stage IIB/IIC Melanoma Risk of Recurrence

e Retrospective Study From Memorial Sloan Kettering Cancer Center

e Study design: a retrospective review of 738 adult patients from a
prospectively maintained, single-institution database, with resected
pathologic stage Il primary cutaneous melanoma (AJCC 7th ed.). All
patients were treated at Memorial Sloan Kettering Cancer Center
between January 1993 and December 2013. Patients underwent
pathological nodal staging by sentinel lymph node biopsy or elective
lymph node dissection. Median follow-up of patients with stage |I1B
and stage IIC melanoma was 50.2 and 46.2 months respectively.3

* Resected Stage IIB: 32% (n=73/226) Rate of Recurrence?



Risk of Recurrence: Distant Metastases

Stage IIB: Of the 73 patients with
recurrence, 30% (n=22) had distant
metastasis as their first recurrence’

The sites of first recurrence for remaining patients were
local/in-transit (47%) and regional nodal (23%).3




Resected Stage IIC: 46% (n=52/112) Rate of
Recurrence?

Stage lIC: Of the 52 patients with
recurrence, 52% (n=27) had distant
metastasis as their first recurrence’

The sites of first recurrence for remaining patients were

local/in-transit (29%) and regional nodal (19%).3




Clinical Findings from KEYNOTE-716
(Stage 11B/I1IC)

HR*=0.65, 95% Cl, 0.46-0.92; P=0.0132" _ .
Kaplan-Meier Estimates of Recurrence-

Free Survival (RFS) With Pembrolizumab
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Adjuvant Pembrolizumab Keynote-716

e Reduction in the risk of disease
recurrence or death with
Pembrolizumab compared with
placebo HR=0.65, 95% Cl, 0.46-
0.92; P=0.0132




NCCN Clinical Practice Guidelines in Oncology
(NCCN Guidelines®) (Adjuvant Treatment of Stage
11l Melanoma)

e Category 1 Treatment Option NCCN Guidelines® recommend
pembrolizumab as an option for adjuvant treatment of select patients
with resected stage Ill cutaneous melanoma regardless of BRAF
mutation status (category 1).6"

* Pembrolizumab is a category 1 option for patients with AJCC 7th
edition stage IlIA with sentinel lymph node (SLN) metastasis > 1mm or
stage I11B/C confined to the lymph nodes.



Stage lll: 3-Year Clinical Findings from
KEYNOTE-054

HR'=0.56 (95% CIl, 0.47-0.68)

Recurrence-free survival, %

Time, months

Number at risk
Pembrolizumab 514 412 374 351 333 314 189 29 0



3-Year Subgroup Analyses of KEYNOTE-054

Pembrolizumab el HR (CIY

| PD-L1status

Positive 152/428 2311425 057 (0.43-074) .

Negative 25/59 36/57 054 (0.27-1.05) —e———y

Indeterminate 13027 16/23 056 (0.21-1.47) ®
| AJCC-T stage

Stage lIA 16177 26/75 054 (0.24-122) — s

Stage IIIB 83/240 123232 057 (0.40-082) ——

stage IIC 911197 1341198 056 (0.39-0.79) —.—
| AJcc-8 stage
' Stage lIA 7142 14140 047 (0.14-153) g p

Stage IIiB 50/163 91/190 057 (0.36-0.89) —-—

Stage llIC 1101267 155/239 050 (0.36-0.69) ——

Stage HID 12120 1418 062 (0.23-172) -

Missing: n=40

] BRAF V600E/K mutation status

Mutated 81/209 145/231 052 (0.37-075) —-—

Wild type 91/234 114/214 064 (0.44-092) ——

Missing: n=131
190/514 283/505  0.57 (0.47-0.68
B rota oy s ) -
I T T 1
0.25 0.50 1.00 2.00 4.00
KEYTRUDA Placebo
better better

Estimated hazard ratio (HR)



Stage Ill: Checkmate 238: 5-year follow-up of
nivolumab in the adjuvant treatment of melanoma
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Patient Baseline Characteristics

(nivolumab) (ipilimumab)
(n=453) (n=453)
Median age, years (range) 56 (19-83) 54 (18-86)
Male, n (%) 258 (57.0) 269 (59.4)
Stage lIB-C, n (%) 368 (81.2)* 366 (80.8)
Macroscopic lymph node involvement (% of stage llIB-1IIC) 217 (59.0) 214 (58.5)
Ulceration (% of stage IlIB-IIIC) 155 (42.1) 137 (37.4)
Stage IV, n (%) 82 (18.1) 87 (19.2)
M1c without brain metastases (% of stage 1V) 14(17.1) 15(17.2)
Tumor PD-L1 expression 25%,' n (%) 153 (33.8) 154 (34.0)
BRAF mutation, n (%) 187 (41.3) 194 (42.8)
LDH sSULN, n (%) 413 (91.2) 411 (90.7)
Melanoma subtype, n (%)
Cutaneous 388 (85.7) 377 (83.2)
Mucosal 16 (3.5) 13(2.9)
Acral 16 (3.5) 18 (4.0)

*Two additional patients had stage II|A disease. 'PD-L1 IHC 28-8 pharmDx assay.
LDH=lactate dehydrogenase; PD-L1=programmed death ligand 1; ULN=upper limit of normal.
Weber J et al. Oral presentation at SMR 2021,



Nivolumab: RFS Analysis in the ITT population

Recurrence-free survival (%)

Number at risk
Nivolumab

Ipilimumab

*Median not stable.! tStratified.’

over 5 years

Nivolumab Ipilimumab

Median RFS, mo (95% CI) 61.0 (425-NR)* 24.1 (16.6-35.1)
HR (95% Cl)t vs YERVOY 0.72 (0.60-0.86)
50%
 —
i 399
1 l: 1 I I !‘ I l; |l % |
0 6 12 18 24 30 36 42 48 54 60 66
Time (months)
453 354 311 283 262 245 234 220 202 176 94 4
453 316 253 220 201 185 173 165 152 134 78

Cl=confidence interval; HR=hazard ratio; ITT=intent to treat; mo=month; NR=not reached; RFS=recurrence-free survival.
1. Weber J et al. Oral presentation at SMR 2021. 2. Weber J et al. Oral presentation at ESMO 2020. Abstract 10760. 3. Weber J et al. Oral presentation at ESMO 2019. Abstract
2801. 4. OPDIVO [package insert]. Princeton, NJ: Bristol-Myers Squibb Company. 5. Weber J et al. N Engl J Med. 2017;377(19):1824-1835.



Nivolumab: RFS HR in pre-specified subgroup analysis

Nivolumab (3mg/kg) Ipilimumab (10mg/kg) Unstratified HR (95% CR)
No. of events No. of events :
Subgroup (No. of subjects) (No. of subjects) 1
Overall Overall 218 (453) 257 (453) 0.73 (0.61-0.87) Tl
Age <65 years 147 (333) 184 (339) 0.70 (0.57-0.88) o |
7 265 years 71 (120) 73 (114) 0.76 (0.55-1.06) ——
Sex Male 131 (258) 157 (269) 0.74 (0.59-0.93) !
Female 87 (195) 100 (184) 0.71 (0.54-0.95) b
Stage ne 65 (166) 74 (147) 0.72 (0.52-1.01) —o—]
ne 111 (202) 131 (219) 0.76 (0.59-0.97) be 4
IV M1a-M1b 32 (62) 43 (66) 0.64 (0.40-1.01) ——
IV Mic 9 (20) 9(21) 0.98 (0.39-2.47) b

Not reported 1(1) 0(0) - :
Stage lll: ulceration Absent 81 (201) 115 (213) 0.65 (0.49-0.87) o |

Present 89 (155) 83 (137) 0.81 (0.60-1.09) e

—— I Not reported 6(14) 7(16) 0.67 (0.22-2.02)  — ——

Stage IIl: lymph node Microscopic 58 (128) 72 (134) 0.75 (0.53-1.06) b
involvement Macroscopic 109 (217) 122 (214) 0.75 (0.58-0.98) o

Not reported 9 (25) 11 (18) 0.47 (0.19-1.13) e
PD-L1 status! <5% or indeterminate 161 (300) 183 (299) 0.75 (0.61-0.93) !
25% 57 (153) 74 (154) 0.66 (0.47-0.94) ——1,
BRAF mutation status? Mutant 90 (187) 106 (194) 0.80 (0.60-1.05) o4
Wild-type 100 (197) 125 (212) 0.69 (0.53-0.90) o |

Not reported 28 (69) 26 (47) 0.66 (0.39-1.13) —e—4

0 1 . 2
Nivolumab Ipilimumub
*Stratitied HR=0.72 (95% CI: 0.60-0.86). 'PD-L1 IHC 28-8 pharmDx assay. 'WE00E/K.
Cleconfidence interval; HR=hazard ratio; nosnumbar, PD-L1sprogrammaed cell death ligand 1. RFS=recurrence-free survival
Waber J ot al. Oral presentation at SMR 2021, |



Nivolumab: OS in the ITT population

Median 0S, mo (95% CI)
HR (95% CI)* vs YERVOY

© fpn— :
> ' TT% 1 72%
g 60
W 50‘ H 5
3 40] :
@ 30] The hazard ratio for OS
O 7o did no reach pre-specified ;
requirements for statistical :
107 significance at 5-year follow-up. :
0 T T T T T T T t T t T T
0 6 12 18 24 30 36 42 48 54 60 66 72
, Time (months)
Number at risk
Nivolumab =453 447 427 405 383 366 350 337 324 312 280 42 0
Ipilimumab  — 453 442 416 395 373 350 340 322 315 294 261 36 0
*Stratified.!

Cl=confidence interval, HR=hazard ratio; ITT=intent to treat; mo=month; NR=not reached; OS=overall survival.

1. Weber J et al. Oral presentation at SMR 2021. 2. Ascierto PA et al. Lancet Oncol. 2020,21:1465-1477.

Nivolumab Ipilimumab

NR NR
0.86 (0.66-1.12)

= At the 60-month analysis, there
were 228 total events (108 for

Nivolumab and 120 for |pilimumab
vs the 302 events anticipated'

= Current total events yield ~75%
power to detect a significant
difference between Nivolumab
and Ipilimumab



Select Safety Results in Checkmate 238

Adverse Reactions occurring in > 10% of patients treated with Nivolumab

Nivolumab Ipilimumab
3 mg/kg 10 mg/kg
(n=452) (n=453)
Any grade Grades 3-4 Any grade Grades 3-4

Discontinuation due to adverse events, % 9 - 42 -
Grade 3-4 adverse events, % . 254 . 55.2
General disorders, % Fatigue* 57 0.9 55 24

Diarrhea 37 24 55 1

Nausea 23 0.2 28 0
Gastrolntestinel disordars, % Abdominal pain! 21 02 23 0.9

Constipation 10 0 9 0
Skin and subcutaneous tissue Rash? 35 11 a7 53
disorders, % Pruritus 28 0 a7 1.1
Musculoskeletal and connective tissue disorders, % Musculoskeletal paint = o = o

Arthralgia 19 04 13 04

Headache 23 0.4 N 20
Nervous system disorders, % Dizziness" 11 0 8 0
Infections, % Upper respiratory tract infection? 22 0 15 0.2

Cough/productive cough 19 0 19 0
Respiratory, thoracic, and mediastinal disorders, % Dyspnes/enertionsl dyspnes 10 04 10 02
Endocrine disorders, % Hypothyroidism* 12 0.2 75 04

Toxicity was graded per National Cancer Institute Common Terminology Criteria for Adverse Events version 4.0.'

*Includes asthenia.' Tincludes abdominal discomfort, lower abdominal pain, upper abdominal pain, and abdominal tenderness.' fincludes dermatitis also described as acneiform, allergic, bullous, or
exfoliative and rash described as generalized, erythematous, macular, papular, maculopapular, pruritic, pustular, vesicular, or butterfly, and drug eruption.' Sincludes back pain, bone pain, musculoskeletal
chest pain, musculoskeletal discomfort, myalgia, neck pain, spinal pain, and pain in extremity.' "Includes postural dizziness and vertigo.' Yincludes upper respiratory tract infection, including viral respiratory
tract infection, lower respiratory tract infecton, rhinitis, pharyngitis, and nasopharyngitis.' *Includes secondary hypothyroidism and autoimmune hypothyroidism.'



Case Study: Metastatic Melanoma

» 67-year-old retired male airline pilot presents with SOB and fatigue
and numerous hardened black lumps on the left arm

* Past medical history: hypertension and osteoarthritis

* Pathology: Metastatic melanoma

* Ecog: 1

* PET Scan: Metastases involving the lung, liver, bone and lymph
e LDH: 8156, LFT: 1.5x normal
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Which of the following treatment options is
most appropriate?

Nivolumab

Nivolumab Relatlimab
Pembrolizumab
Ipilimumab
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National

comprehensive NCCN Guidelines Version 2.2023

NCCN Guidelines Index
Moo Cancer .
Network® Melanoma: Cutaneous Iamummm:m
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- Ipilimumab®/intralesional T-VEC
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0 C&toxﬁc agents
« Cons best supportive care for poor performance
status (See NCCN Guidelines for Palliative Care)
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Checkmate 067: 7.5-year follow-up of Nivolumab
+ Ipilimumab in 1L metastatic melanoma

* Nivolumab, as a single agent or in combination with Ipilimumab, is
indicated for the treatment of adult patients with unresectable or
metastatic melanoma, including BRAF MT and WT patients



CheckMate 067: Long-term Survival and HRQoL
With First-line Nivolumab % Ipilimumab in
Advanced Melanoma at 7.5-Yr Follow-up
CheckMate 067 7.5-Yr Follow-up: Study Design

= |nternational, randomized, double-blind phase Il trial (data cutoff for current analysis:
November 12, 2021; minimum follow-up: 90 mo)

Stratified by PD-L1 expression (< vs 25%),
BRAF mutation status, AJCC M stage

l Nivo 1 mg/kg + Ipi 3 mg/kg Q3W for
4 doses, then Nivo 3 mg/kg Q2W
(n=314)

Patients with previously

treated tabl
untreated unresectable or Nivo 3 mg/kg Q2W + Placebo Until PD or

meta;;c:agiGc r:se(l)a}rlcma; - (n =316) - unacceptable toxicity
(N = 945)
\ Ipi 3 mg/kg Q3W for 4 doses + Placebo
(n =315)
= Coprimary endpoints: PFS and OS = Secondary endpoints: ORR, HRQolL, MSS,

(nivo-containing arms vs ipi-only arm) treatment-free analyses



. . = Nivolumab Nivolumab Ipilimumab
OS analysis in the ITT population through 7.5 years-3 ﬁ

Median OS, 72.1 36.9 19.9

mos (95% CI)2 (38.2-NR) (28.2-58.7) (16.9-24.6)
HR (95% CI) 0.53 0.63 _
il b (0.44-0.65) (0.52-0.77)
pliliimuma
100 —
90
80 —
g 70
s 60 ) 0
g : ’:\53 /o 32 /0 r\49% 480/0
§ B i N N o o
3 40 § 47% 44% 142% T42%
S 30 ! ’ E : 5
. 1 34% 5300/ ~h— : ;
20 i i o EZG% §230/° 1990/,
10 - i § § § i
0 — T T T T T T Tt T T | | — i T T T 1 i — T T T T 1
0 3 6 9 1215 18 21 24 27 30 3339 42 4551 54 5763 66 69 72 7581 84 8793 96 99
No. at risk Time (months)

314 292 265 248 227 222 210 201 199 193 187 181 179 172 169 164 163 159 158 157 156 154 153 150 147 145 144 143 141 138 129 58 7 0
316 292 265 245 231 214 201 191 181 175 171 164 158 150 145 142 141 139 137 137 134 132 130 128 126 124 123 121 120 118 107 54 4 0
315 285 253 227 203 181 163 148 135 128 113 107 100 95 94 91 87 84 81 77 75 70 68 64 64 63 63 63 63 62 57 24 5

Cl=confidence interval; HR=hazard ratio; ITT=intent to treat; mo=month; NR=not reached; OS=overall survival.

1. Data on file. NIVO 0151. Princeton, NJ: Bristol-Myers Squibb Company. 2. Hodi et al. Poster presentation at: ASCO 2022. 3. Wolchok JD, et al. Oral presentation at ASCO 2021.
Abstract 9506. 4. OPDIVO [package insert]. Princeton, NJ: Bristol-Myers Squibb Company.



OS in patients with BRAF MT tumors through 7.5 years-3

Nivolumab Ip|||mumab
+ Ipilimumab n=

BRAF MT subgroup: OS at 7.5 years'-3 Median OS,
mos (95% Cl)! (50. T—NR} (26. ey 6) (17 P 0)
B HR (35% CI) 043 0.65 _
100 vs YERVOY' (0.29-0.63) (0.46-0.93)
90 —
80~
£ 70 1 .
E 60 - . 957 Yo 57%
2 — : : 1 '
© | i i '
g 30 : 330, : i i
S 5 Th 130% |25%  i25%
10 - ! ! i | i
0 1 | [ | [ [ | [ T | I 1 T I 1 1 T [ I [ I I T | 1 I| I [ |
0 3 6 9 12151821242730 33‘39 42 45(48)51 54 57‘63 66 69 72 7581 84 87(90)93 96 99
No. at risk Time (months)

103 99 96 91 83 80 77 74 73 73 71 71 70 69 67 63 63 61 60 60 60 58 58 57 56 56 56 56 56 56 52 2 2 0
98 93 86 81 75 69 67 64 57 56 55 53 52 48 47 45 44 43 42 42 41 40 40 40 39 38 38 38 38 37 3 0 0 0
100 91 88 81 71 64 58 53 49 47 41 37 36 33 33 33 30 29 29 28 27 25 23 21 21 21 21 21 21 20 20 7 O O

Patients were stratified by BRAF status at baseline.*
OS analysis of this pre-specified subpopulation was not powered to detect statistical differences.®
1L=first-line; Cl=confidence interval; HR=hazard ratio; mo=month; MT=mutant; NR=not reached; OS=overall survival; WT=wild-type.

1. Data on file. NIVO 0151. Princeton, NJ: Bristol-Myers Squibb Company. 2. Hodi et al. Poster presentation at: ASCO 2022. 3. Wolchok JD, et al. Oral presentation at ASCO 2021. Abstract
9506. 4. Larkin J, Chiarion-Sileni V, Gonzalez R, et al. Five-year survival with combined nivolumab and ipilimumab in advanced melanoma. N Engl J Med. 2019;381 (16): 1535-1546. 5. Hodi
FS, Chiarion-Sileni V, Gonzalez R, et al. Nivolumab plus ipilimumab or nivolumab alone versus ipilimumab alone in advanced melanoma (Checkmate 067): 4-year outcomes of a multicentre,
randomised, phase 3 trial. Lancet Oncol. 2018; 19(11):1480-1492.



CheckMate 067 7.5-Yr Follow-up:
OS (Coprimary Endpoint)

(o)

Median OS,

mo (95% Cl)

HR (95% Cl) 0.53 0.63

VS ipi (0.44-0.65) (0.52-0.77)

HR (95% Cl) 0.84

VS nivo* (0.68-1.04)

OS rate, %
" 60 mo 52 44
=72 mo 50 43

= 90 mo 48 42

26
23
22

OS Rate by

BRAF Status, %

BRAF mutant

BRAF wild-type 43 41 21

* OS remains durable in patients
regardless of BRAF status

e 4 deaths attributed to melanoma
progression



CheckMate 067 7.5-Yr Follow-up: PFS
(Coprimary Endpoint) and Melanoma-Specific

Survival

PFS MSS**

Median, mo Median, mo

(95% Cl) (95% Cl)

HR (95% Cl) 0.42 0.53 HR (95% Cl) 0.48 0.61

VS ipi (0.35-0.51) (0.44-0.64) N VS ipi (0.39-0.60) (0.49-0.75)

HR (95% Cl) 0.79 B HR (95% Cl) 0.79

Vs nivo* (0.65-0.97) - Vs nivo* (0.63-1.00)

PFS rate, % MSS rate, %
= 60 mo 37 29 7 = 60 mo 57 49 30
= 72 mo 36 29 7 = 72 mo 56 48 27
= 90 Mo 33 27 7 < 3G me 55 47 26



Incidence and resolution of immune-related adverse reactions

in the

(nivolumab) +

Any-grade IRAEs

InCidence, (n)

(ipilimumab) arm?-3*

Grade 3-5 IRAEs

InCidence, (n)

Pneumonitis (20) 6% 100% (4) 1% 100%
Diarrhealcolitis (79) 25% 95% (49) 16% 98%
Hepatitis (45) 14% 1% (38) 12% 92%
Nephritis and
renal dysfunction (8) 3% 88% (7) 2% 86%
Rash (72) 23% 89% (12) 4% 100%
Hypersensitivity (2) 1% 50% (0) 0% NA
Endocrinopathies
Hypophysitis (26) 8% 50% (9) 3% 78%
Adrenal insufficiency (13) 4% 15% (5) 2% 20%
Hypothyroidism/thyroiditis (6) 2% 100% (1) 0.3% 100%
Hyperthyroidism (7) 2% 86% (1) 0.3% 100%
Diabetes mellitus (0) 0% NA (0) 0% NA

IRAE=immune-related adverse event; NA=not available.

1. OPDIVO [package insert]. Princeton, NJ: Bristol-Myers Squibb Company. 2. Data on file.
3. Hodi FS, et al. Lancet Oncol. 2018;19(11):1480-1492 [supplementary appendix].

IRAE analyses were limited to subjects who
received immune-modulating medication for
treatment of the event, with the exception of
endocrine events.?

*Resolution was defined as improvement to

Grade 0 or baseline grade per investigator
assessment for all clustered events in a given

category that occurred in a patient.3

NIVO 450. Princeton, NJ: Bristol-Myers Squibb Company; 2019.



CheckMate 067 7.5-Yr Follow-up: Conclusions

* |n this analysis after 7.5 yr of follow-up, first-line nivo + ipi demonstrated
durable survival benefits in patients with advanced melanoma
e 7.5-yr OS rates: nivo + ipi, 48%,; nivo only, 42%; ipi only, 22%
* Nivo + ipi exhibited greater improvements in MSS and DoR vs nivo only and
ipi only
 Patients receiving nivo + ipi had longer treatment-free intervals and lower
likelihood of receiving subsequent systemic tx

* HRQoL outcomes comparable to 5-yr analysis with no sustained
deterioration during treatment, after treatment discontinuation, or during
treatment-free period



RELATIVITY-047: (nivolumab and relatlimab-rmbw)

for the treatment of patients'with unresectable
or metastatic melanoma

RESEARCH SUMMARY ‘

Relatlimab and Nivolumab vs. Nivolumab

in Untreated Advanced Melanoma
Tawbi HA et al. DOI: 10.1056/N EJM0a2109970
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Study Design

RELATIVITY-047: First phase 3 trial confirming the benefits of an anti—-LAG-3 therapy in combination with the PD-L1
inhibitor, nivolumab?:2

Patient Population
(N=714)

arm (n=355)
| ssmmma  Nivolumab 480 mg +
Treatment-naive Randomized 1:1 relatlimab 160 mg IV infusion g4w

metastatic or

Efficacy outcomes

Primary endpoint
* PFS as determined by BICR using RECIST v1.1

unresectable Str;tgiﬁ?tby:
melanoma patients* LAG-3t Secondary endpoints$

BRAF » OS and ORR as determined by BICR using RECIST v1.1

ECOG PS 0-1 AJCC v8 M stage

Nivolumab arm (n=359)

Select exploratory endpoint
Nivolumab 480 mg IV infusion g4w

. PFS2

Median duration of treatment for Opdualag at 19.3-month follow-up was 8.3 months.? Treat until disease progression or unacceptable toxicity."

Inclusion criteria'-2: Exclusion criteria’:
*  Histologically confirmed unresectable stage Ill or stage IV melanoma «  Patients with active autoimmune disease

*  Expression of LAG-3 and PD-L1 that could be evaluated in tumor tissue »  Medical conditions requiring systemic treatment with moderate- or high-dose
corticosteroids or immunosuppressive medications
»  Patients with uveal melanoma
«  Patients with active or untreated brain or leptomeningeal metastases

*Patients were allowed to have received prior adjuvant and neoadjuvant melanoma therapy. Anti-PD-1, anti—-CTLA-4, or BRAF-MEK therapy was allowed as long as there was at least 6 months between the last dose of therapy and date of recurrence; interferon
therapy was allowed as long as the last dose was at least 6 weeks prior to randomization.! TPD-L1 expression (21% vs <1%) using PD-L1 IHC 28-8 pharmDx test.! fLAG-3 expression (21% vs <1%) using a clinical trial assay." §The final analysis of OS was not
statistically significant.

AJCC=American Joint Committee on Cancer; BICR=blinded independent central review; BRAF=B-Raf proto-oncogene; CTLA-4=cytotoxic T-lymphocyte antigen 4; ECOG PS=Eastern Cooperative Oncology Group Performance Status;

IHC=immunohistochemistry; IV=intravenous; ORR=overall response rate; OS=overall survival; PD-L1=programmed death ligand 1; PFS=progression-free survival; PFS2=second progression-free survival; g4dw=every 4 weeks; RECIST=Response Evaluation
Criteria In Solid Tumors.



Baseline characteristics across prespecified subgroups?2

{volemat Nivolumab
and relatlimab-rmbw) =359
Characteristic (n=355) (n=359)
Median age, years 63 62
AJCC v8 M stage, n (%) ' MO ‘ 35 (9.9) ' 23 (6.4)
M1A or B 162 (45.6) 195 (54.3)
M1C 151 (42.5) 127 (35.4)
‘ 7 M1D » 6 (1.7) | 11 (3.1)
ECOG PS, n (%) 0 236 (66.5) 242 (67.4)
_ _ 1 ‘ 119 (33.5) | 117 (32.6)
Serum LDH level, n (%) >ULN 130 (36.6) 128 (35.7)
>2x ULN 32(9.0) 31 (8.6)
Prior systemic therapy,* n (%)
Adjuvant 31(8.7) 26 (7.2)
Neoadjuvant 2(0.6) 1(0.3)
Unknown or other 0 ' 2(0.6)
Tumor burden, median (min-max), mm 59.0 (10-317) 54.5 (10-548)
Melanoma subtype classification Cutaneous acral 41 (11.5) 41 (11.4)
Cutaneous non acral 249 (70.1) 254 (70.8)
Mucosal 23 (6.5) 28 (7.8)
Other ‘ 42 (11.8) | 36 (10.0)
Stratification factor, n (%) ‘ .
BRAF mutation status Mutant 136 (38.3) 139 (38.7)
Wild-type ' 219 (61.7) . 220 (61.3)
AJCC v8 M stage MO, M1, and normal LDH level 232 (65.4) 237 (66.0)
(metastasis stage with LDH level) 7 M1 and elevated LDH level 123 (34.8) 122 (34.0)
PD-L1 expression 21% 146 (41.1) 147 (40.9)
[ <1% ‘ 209 (58.9) . 212 (59.1)
LAG-3 expression 21% 268 (75.5) 269 (74.9)
<1% 87 (24.5) 90 (25.1)

*Most common therapy was interferon. .2

AJCC=American Joint Committee on Cancer; ECOG PS=Eastern Cooperative Oncology Group Performance Status; LAG-3=lymphocyte-activation gene 3; LDH=lactate dehydrogenase; PD-L1=programmed death ligand 1;
ULN=upper limit of normal.



PFS*tt in the ITT population?.24

Progression-free survival at the 19.3-month median follow-up*t*

100 ° HR vs nivolumab:
13.2-mo primary analysis: 0.758 (95% CI: 0.62-0.92); P=0.0055!
= 19.3-mo follow-up: 0.78 (95% CI: 0.64—0.94)
< 801
®
2
g
»n 607
(]
o
Y
= (nivolumab and
.% 401 relatlimab-rmbw)
wn
g
<] J Nivolumab
g 20 :
0‘ T T T T T T T T LA | T T i T T T T T T T T LI ;l T T T T L G T T T T
o 3 6 9 G 15 18 21 (@) 27 30 33 36 39
bio. stk Time (months)
355 223 189 159 130 106 82 70 64 59 48 20 2 0
Nivolumab 359 192 150 124 98 82 67 52 49 45 33 15 3 0

Symbols represent censored observations.!

*Assessed by BICR. tFinal PFS analysis." tKaplan-Meier estimate.' $Based on stratified log Cox proportional hazard model." 'Based on stratified log-rank test."
AJCC=American Joint Committee on Cancer; Cl=confidence interval, HR=hazard ratio; ITT=intent to treat; LAG-3=lymphocyte-activation gene 3; M stage=melanoma stage; PD-L1=programmed death ligand 1; PFS=progression-free survival.



Progression-free survival* by BRAF mutation status at the 19.3-month median follow-up?®

BRAF status: Wild-type BRAF status: Mutant
100 100 -
= (HR=0.78T; = (HR=0.777;
< 80 95% Cl: s 80+ 95% Cl:
s 0.61-0.99) ® 0.57-1.05)
2 >
2 2
? 60 3 60
2 @
£ £
S 40 (nivolumab and S 404
3 relatlimab-rmbw) (7]
1]
g @
1=
g g
> 20 20
= ' Nivolumab E 0
i ! Nivolumab
0 T T T : T T T : T T T T 1 0 T T T I T T T : T T T
0 3 6 9 @ 15 18 21 () 27 30 33 36 39 0 3 6 9 @ 15 18 21 () 27 30 33
. Time (months) . Time (months)
No. at risk No. at risk
219 145 120 101 84 66 50 43 40 37 31 13 2 0 136 78 69 58 46 40 32 27 24 22 17 7

Nivolumab 220 118 94 80 61 51 43 34 32 30 21 11 3 0 Nivolumab 139 74 56 44 37 31 24 18 17 15 12 4

Symbols represent censored observations.! Symbols represent censored observations.

*Assessed by BICR.5 tBased on unstratified Cox proportional hazard model.s
BICR=blinded independent central review; Cl=confidence interval; HR=hazard ratio.



Median OS* has not yet been reached vs 34.1 months for nivolumab monotherapy'#

Overall survival* in RELATIVITY-047

(HR=0.80";
95% Cl:
100 1 0.64-1.01)
0.0593%; NS§
80 1
S
= | ,
> 60 (nivolumab
E ] and relatlimab-rmbw)
3 E Nivolumab
(=U 7 : 1
“h : :
> ! ! '
& ! ! :
I I 1
20 1 i i :
i i i
' ' '
0 ; : |

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

No. at risk
355 334 305 287 261 227 203 167 145 139 133 109 50 9 0 0

Nivolumab 359 329 301 277 240 202 182 155 126 119 113 96 42 8 0 0
Symbols represent censored observations.’
OS did not reach statistical significance.’ Median follow-up was 19.3 months."2

*At the time of the final OS analysis, which was event-driven and occurred after the final PFS analysis.! tBased on stratified Cox proportional hazard model.! tBased on stratified log-rank test. $Not significant at alpha level 0.04302.1
Cl=confidence interval; HR=hazard ratio; OS=overall survival.



Adverse reactions occurring in 215% of patients in RELATIVITY-0471

nd relatlirifgll)‘fl?:t:':va)b Nivolumab Nivolumab
(n=355) (n=359) (n=355) (n=359)

Adverse Reaction* All Grades (%) Grades 3/4 (%)
Musculoskeletal and Connective Tissue

Musculoskeletal paint 45 31 ‘ 4.2 . 1.7
General

Fatiguet | 39 | 29 7 2 | 0.6
Skin and Subcutaneous Tissue

Rasht 28 21 1.4 1.9

Pruritus 25 17 | 0 | 0.6
Gastrointestinal

Diarrheat 24 17 2 1.4

| Nausea | 17 | 14 | 0.6 . 0

Nervous System

Headachet 18 12 | 0.3 | 0.3
Endocrine

Hypothyroidismt 17 14 | 0 _ 0
Metabolism and Nutrition Disorders

. Decreased Appetite ‘ 15 | i | 0.6 | 0.3

Respiratory, Thoracic, and Mediastinal Disorders

Cought 15 | 11 | 0.3 ! 0

» Grade 3/4 increases greater than 1% vs nivolumab monotherapy were fatigue (1.4%) and musculoskeletal pain (2.5%)’
« Treatment-related discontinuation rates were 14.6% with Opdualag vs 6.7% with nivolumab®

- Grade 1/2 discontinuation rate was 5.8% with Opdualag vs 3.6% with nivolumab

- Grade 3/4 discontinuation rate was 8.5% with Opdualag vs 3.1% with nivolumab

«  With 19.3 months median follow-up, there were no new or unexpected safety events observed with the combination of nivolumab plus relatlimab. The safety profile
of nivolumab plus relatlimab remains consistent and in line with the analyses previously presented and included within the Opdualag PI#

Toxicity was graded per National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) v5.
*Clinically relevant adverse reactions in <15% of patients who received Opdualag included vitiligo, adrenal insufficiency, myocarditis, and hepatitis.’ tIncludes multiple terms.!



KEYNOTE-006: Study Design

* International, randomized, open-label, active-controlled phase Il study

Stratified by ECOG PS (0 vs 1), line of therapy
(1stvs 2nd), PD-L1 status (positive vs negative)

Pts with unresectable stage IlI-IV /

melanoma with ECOG PS 0/1,
< 1 prior therapy (excluding
anti-CTLA-4, PD-1, or PD-L1 tx),
known BRAF-mutation status
(N =834)

Continued for 2 yrs or
until PD or

/unacceptable toxicity

Endpoints: primary: PFS, OS; secondary: ORR, DoR, safety

Long-term analysis: pembrolizumab arms pooled for analyses; protocol-specified time on
pembrolizumab: = 21.6 mos



Clinical Findings from KEYNOTE-006

74"

Overall survival, %

| = Pembrolizumab 10 mg/kg 03W
HR*=0.68; 95% Cl, 0.53-0.86; P=0.004

204 += Pembrolizumab () g /ka 02\ i
HR*=0.68; 95% Cl, 0753—0,87, P<0.001 :
] | = Ipilimumab : E
O T T T T T % T T T T T ; T ]
0 4 8 & 16 20 @ 28
Time, months

Number at risk

Pembrolizumab )3\ 277 251 215 184 174 156 43 0
Pembrolizumab (17 779 249 221 202 176 156 0
Ipilimumab 278 213 170 145 22 110 28 0



KEYNOTE-006: Baseline Characteristics

Median age, yrs (range) 62 (18-89) 62 (18-88)
Male, % 60 58
ECOG PS 0, % 69 68
Elevated LDH, % 32 33
BRAF V600—mutation positive, % 35 38
PD-L1 positive, % 80 81
M1c disease, % 66 64

1 prior therapy, % 34 35



KEYNOTE-006: Exposure and Adverse Events

AE

Median exposure, mos (range)

Treatment-related AE, %
= Grade 3/4

= | edto death

= | ed to discontinuation

Immune-mediated AE, %
= Grade 3/4

= |ed to death

= | ed to discontinuation

Pembrolizumab
(n = 555)

5.70 (0.03-29.60)

79
17
<A1
10

26
9
0
5

Ipilimumab
(n = 256)

2.10 (0.03-3.00)

74
19
0
9

19
12
0
5

Most common immune-mediated AEs (all incidence < 11%):
hypothyroidism, hyperthyroidism, colitis, skin disorders, pneumonitis



KEYNOTE-006: Conclusions

 Superiority of pembrolizumab over ipilimumab confirmed in advanced
melanoma with nearly 3-yr median follow-up

* Prolonged PFS, OS with pembrolizumab
* Favorable safety profile with pembrolizumab

* Favorable outcomes for pts who completed protocol-specified
pembrolizumab treatment

* 91% PFS after median follow-up 9.7 mos

* |Investigators concluded that data from this study further support
pembrolizumab as standard of care for advanced melanoma
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