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Effective Drugs in Advanced Melanoma
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Effective Drugs in Advanced Melanoma

 Remarkably active drugs in Stage IV
melanoma.

« Now evidence for direct translation of
efficacy of drugs in Stage IV melanoma
Into the adjuvant setting.

 The best performers in Stage IV disease
are best performers in the adjuvant
setting.






THE OLD AND NEW ERA

Approved drugs for the adjuvant therapy of stage lll
melanoma

Old Era (1996=2009)

» High-Dose Interferon (IFN)-a2b (US, EU), Low-Dose IFN-a2a (EU),
pegylated IFN-a2b (US)!

New Era (2015=2018) Stage FDA
Ipilimumab (US)? HRgs(Ipilimumab vs. Placebo)=0.75 Il 2015
Nivolumab?3 HRges(Nivolumab vs. Ipil)= 0.65 HIB/IV 2017
Dabrafenib plus Trametinib* HRgzes(Dab+Tra vs. Placebo)=0.47 I 2018
Pembrolizumab® HRgrs(Pembro vs. Placebo)=0.57 1 (Exp/2018)

1Eggermont AM, et al. Lancet 2014;383:816-27; 2Eggermont AM, et al. Lancet Oncology 2015;16:522-30; 3Weber J, et al. N Engl J Med
2017;377:1824-35;

4Long GV, et al. N Engl J Med 2017;377:1813-23; SEggermont AM, et al. N Engl J Med 2018;375:1845-55: 15 March; ®Romano E, et al. J Clin Oncol
2010;28:3042-7.
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Adjuvant Ipilimumab in Stage Ill Melanoma

RFS in 2015 and OS Iin 2016

Adjuvant ipilimumab versus placebo after complete resection
of high-risk stage Ill melanoma (EORTC 18071): a randomised,
double-blind, phase 3 trial

Alexander M M Eggermont, Vanna Chiarion-Sileni, Jean-Jacques Grob, Reinhard Dummer, jedd D Wolchok, Henrik Schmidt, Omid Hamid,
Caroline Robert, Paolo A Ascierto, Jon M Richards, Céleste Lebbé, Virginia Ferraresi Michael Smylie, Jeffrey S Weber, Michele Maia, Cyril Konto,
Axel Hoos, Veerle de Pril, Ravichandra Karra Gurunath, Gaetan de Schaetzen, Stefan Suciy, Alessandro Testori

Lancet Oncol. 2015 May;16(5):522-30.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Prolonged Survival in Stage III Melanoma
with Ipilimumab Adjuvant Therapy

A.M.M. Eggermont, V. Chiarion-Sileni, J.-J. Grob, R. Dummer, J.D. Wolchok,
H. Schmidt, O. Hamid, C. Robert, P.A. Ascierto, J.M. Richards, C. Lebbé,
V. Ferraresi, M. Smylie, J.S. Weber, M. Maio, L. Bastholt, L. Mortier, L. Thomas,
S. Tahir, A. Hauschild, J.C. Hassel, F.S. Hodi, C. Taitt, V. de Pril, G. de Schaetzen,
S. Suciu, and A. Testori

NEJM, 2016 Nov 10;375(19):1845-1855



EORTC 18071/CA184-029: Study Design

N_475 INDUCTION MAINTENANCE
- Ipi 10 mg/kg r— Ipi 10 mg/kg
High-risk, stage IIl, / Q3W X4 Q12Wup to 3 years
completely resected ‘

melanoma \ INDUCTION MAINTENANCE
Placebo (Pbo) — Placebo (Pbo)

N=951 N=476 Q3W X4 Q12W up to 3 years

Week 1 Week 12 Week 24

Treatment up to a maximum 3 years, or until
disease progression, intolerable toxicity, or
withdrawal

Stratification factors:
— Stage (IlIA vs llIIB vs IlIC 1-3 positive lymph nodes vs IlIC =24 positive lymph nodes)
— Regions (North America, European countries and Australia)



Patients Alive and Without

EORTC 18071 adjuvant ipilimumab

RFS @ (median FU 5.3 yrs)

100
90 Ipilimumab Placebo
Events/patients 264/475 323/476

80 HR (95% Cl)2 0.76 (0.64, 0.89)

70 Log-rank P value? 0.0008
;\a Median RFS, months 27.6 17.1
= 60 (95% Cl) (19.3,37.2) (13.6, 21.6)
§ 50 aStratified by stage provided at
o 0 randomization.
5 40 41% Cl = confidence interval.
(&]
(O]
§ 30 _

20 30%

10 |

0
I | I I I 1
0 1 2 3 5 6 8 Years
0 N Number of patients at risk

264 475 283 217 184 77 13 e | pilimumab
323 476 261 199 154 65 17 —TF-Y )
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Primary analysis data:

                               Ipilimumab                Placebo
Events/patients          234/475                 294/476
Median, mo                     26.1                      17.1
HR (95% CI)*                         0.75 (0.64–0.90)
Log-rank P value*                          0.0013
2-Year RFS rate (%)       51.5                             43.8
3-Year RFS rate (%)**    46.5                             34.8

New data analysis (median follow-up of 5.3 years): 5 year RFS rate is 41% vs 30% (11% difference)


Overall Survival Adjuvant Ipilimumab in Stage Il

0§

(%)

Patients Alive

100
90
80 -

60
50 4
40 4
30 4
20 4
10 4

melanoma
Ipilimumab Placebo
Deaths/patients 162/475 214/476
HR (95.1% CI)2 0.72 (0.58, 0.88)
Log-rank P value? 0.001

65%

aStratified by stage provided at
randomization.

0
o N
162 475
214 476

1 2 3 4 5 6 7 8 Years
Number of patients at risk
431 369 325 290 199 62 4 = |pilimumab

413 348 297 273 178 58 8 = Placebo
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Overall survival was significantly longer for ipilimumab compared to placebo (hazard ratio for all-cause mortality was 0.72 (95.1% CI, 0.58 to 0.88; P=0.001)
The statistical comparison was stratified by stage as provided at randomization
The 5-year overall survival rate was 65.4% (95% CI, 60.8 to 69.6) for ipilimumab compared to 54.4% (95% CI, 49.7 to 58.9) for placebo
As the number of patients with a follow-up greater than 7 years was too small (blue shaded area), the estimated median overall survival was either unreliable or not reached


PROBLEM: Immune-Related Adverse Events
Ipilimumab
Any grade — grade 3-4 (%)

Skin
63.4—-4.5
Hepatitis
5 GRADE 5 1.1 % 251-79
3 colitis
1 myocarditis :
7 , Endocrine
1 Guillain-Barré e
Gl 46.3-14.9 Hypophysitis
Diarrhea 41.4- 9.6 18.3-5.1
Colitis 159-7.6 Thyroid
89-0.2
Neurologic
45-1.1




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Adjuvant Nivolumab versus Ipilimumab
in Resected Stage III or IV Melanoma

J. Weber, M. Mandala, M. Del Vecchio, H.J. Gogas, A.M. Arance, C.L. Cowey,
S. Dalle, M. Schenker, V. Chiarion-Sileni, |. Marquez-Rodas, J.-]. Grob, M.O. Butler,
M.R. Middleton, M. Maio, V. Atkinson, P. Queirolo, R. Gonzalez, R.R. Kudchadkar,

M. Smylie, N. Meyer, L. Mortier, M.B. Atkins, G.V. Long, S. Bhatia, C. Lebbé,

P. Rutkowski, K. Yokota, N. Yamazaki, T.M. Kim, V. de Pril, J. Sabater, A. Qureshi,
J. Larkin, and P.A. Ascierto, for the CheckMate 238 Collaborators*

University Hospital of Siena, Istituto Toscano Tumori, Siena, Italy; >Gallipoli Medical Research Foundation and Princess Alexandra Hospital, and
University of Queensland, Queensland, Australia; 16|RCCS San Martino-I1ST, Genova, Italy; 17Bristol-Myers Squibb, Princeton, NJ, USA; 18Royal
Marsden Hospital, London, UK; 19Istituto Nazionale Tumori Fondazione Pascale, Naples, Italy; *Contributed equally to this study.

N Engl J Med 2017,377:1824-35



CHECKMATE-238: Study Design

Patients with NIVO'S magr?;g W
high risk, N = 453 IPI placebo IV
completely / Q3W for 4 doses Follow-up
resected then Q12W from week 24
Stage @ Maximum
treatment
1IB/C or IP1 10 mg/kg IV duration of
stage Wi N = 453 Q3W for 4 doses 1 year
then Q12W from week 24
and
Stratified by: NIVO placebo IV Q2W
1) Disease stage: llib/c vs. IV Ml1la-M1b vs. IV M1c
2) PD-L1 status at a 5% cutoff in tumor cells

Enrollment period: March 30, 2015 to November 30, 2015

IP1, ipilimumab; Mel, melanoma;
NIVO, nivolumab; QXW, every X weeks



Adjuvant Nivolumab vs Ipilimumab
Primary Endpoint: RFS

NIVO IPI
Events/patients 154/453 206/453
‘ Median (95% NR (16.6,
100 4 cly NR NR)
90 - HR (95% CI) 0.65 (0.51, 0.83)
] Log-rank P
g 80 value <0.0001
2
(?) 70
........ 0
3 60 62.6%
RFES | § so- | ) -
2 | 1o3% I 50.2%
5 I :
O 304 |
T 20 : I I
S == NIVO : I |
0 1 ] |
I I I T I | I ] |
0 3 6 9 12 15 18 21 24 27
Months
Number of patients at risk
NIVO 453 399 353 332 311 291 249 71 5 0
IPI 453 364 314 269 252 225 184 56 2 0

ASCO 2018



Subgroup Analysis of RFS: PD-L1 Expression

| evel

PD-L1 Expression Level <5% PD-L1 Expression Level 25%
NIVO IPI NIVO IPI
Events/patients 114/275 143/286 Events/patients 31/152 57/154
Median (95% Cl) NR 15.%%)0.4, Median (95% CI) NR NR
HR (95% ClI) 0.50(0.32,0.78)
HR (95% ClI) 0.71(0.56, 0.91)

% Recurrence-free Survival
% Recurrence-free Survival

104 — Pl 1049 — P

1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27
Months Months

Number of patients at risk
NIVO 152 135 130 125 122 114 105 26
Pl 154 133 120 108 105 93 78 21

Number of patients at risk
NIVO 275 242 204 189 171 159 129 41 3
IPI 286 219 184 153 139 124 100 31 2
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Note: <5% events and 95% CI differ from the Forest plot because the population in that analysis includes indeterminate patients.


The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Adjuvant Pembrolizumab versus Placebo
in Resected Stage III Melanoma

Alexander M.M. Eggermont, M.D., Ph.D., Christian U. Blank, M.D., Ph.D.,
Mario Mandala, M.D., Georgina V. Long, M.D., Ph.D., Victoria Atkinson, M.D.,
Stéphane Dalle, M.D., Andrew Haydon, M.D., Mikhail Lichinitser, M.D.,
Adnan Khattak, M.D., Matteo S. Carlino, M.D., Ph.D., Shahneen Sandhu, M.D.,
James Larkin, M.D., Susana Puig, M.D., Ph.D., Paolo A. Ascierto, M.D.,
Piotr Rutkowski, M.D., Dirk Schadendorf, M.D., Ph.D., Rutger Koornstra, M.D.,
Leonel Hernandez-Aya, M.D., Michele Maio, M.D., Ph.D.,

Alfonsus J.M. van den Eertwegh, M.D., Ph.D., Jean-Jacques Grob, M.D., Ph.D.,
Ralf Gutzmer, M.D., Rahima Jamal, M.D., Paul Lorigan, M.D., Nageatte Ibrahim, M.D.,
Sandrine Marreaud, M.D., Alexander C.J. van Akkooi, M.D., Ph.D., Stefan Suciu, Ph.D.,
and Caroline Robert, M.D., Ph.D.

N Engl J Med 2018;375:1845-55



EORTC 1325/KEYNOTE-54: Study Design

PART 1: ADJUVANT THERAPY  PART 2: POST RECURRENCE

<€ > <€ >
i
i -ri Pembrolizumab
ngh risk, 200 mg IV Q3W NHUICUICIIN pembrolizumab
resected, Randomized 1year >6 months 200 mg IV Q3W
t 1 until
>1ade 1:1 R -
: ecurrence progression or
CUtIaneous recurrence, up to
melanoma | = ZHEEVAKI/AEEN 2T T T - -~~~ T
Cross-over 2 Rale
N=1019 -

1

Total of 18 doses UNBLINDING

UNBLINDING/cross-over:
Anti-PD1 for all or just as good if only for those at time of recurrence?

Stratification factors:
v’ Stage: llIA (>1 mm metastasis) vs. llIB vs. llIC 1-3 positive lymph nodes vs. llIC 24 positive lymph nodes

v Region: North America, European countries, Australia/New Zealand, other countries

Primary Endpoints:
* RFS (per investigator) in overall (ITT) population, and RFS in patients with PD-L1-positive tumors

Secondary Endpoints:
 DMFS and OS in all patients, and in patients with PD-L1-positive tumors; Safety, Health-related quality of life



Pembrolizumab vs Placebo

ITT Population : RFS Primary endpoint

HR 0.57

100
¥ 90
o
Q
c 70 -
v
S 60 - . e
9 50 - 0%
| .
e 40
c
8 30
= 20 — Treatment arm Total Event HR (98.4% ClI)
© Pembrolizumab 514 135 0.57 (0.43-0.74)
52 10 Placebo 505 216 Reference
0 Stratified Logrank P-value: <.0001
Patients at risk
Pembrolizumab | 514 438 413 392 313 182 73 15 0
Placebo | 505 415 363 323 264 157 60 15 0
I I I I I | I | I
0 3 6 9 12 15 18 21 24
Months

*Stratified by stage given at randomization

Eggermont, A




Recurrence-Free Survival

PDL+ vs PL1-

PD-L1+

HR 0.54

PD-L1-

HR 0.47

100 H 100 4
]
£ %07 77.1% 97
= .170
v 80- 14.2% 80 12.2%
4]
£ 70- 70 w 6%
g 60 - M 60 @ o @ 0
3 50 - 62 6% 54 5% 50 - R e #
=
yo 40 40 52 2% 52 20 D
= i
: 30 | 30
2 20 Treatment arm Total Event HR (95% Cl) 20 4 Treatment arm Total Event HR (95% CI)
© Pembrolizumab 428 102 0.54' (0.42-0.69) Pembrolizumab 59 20 047 (0.26-0.85)
N 1094 — Placebo 425 176 Reference 109 — Placebo 57 27 Reference
0 Stratified Logrank P-value: <.0001 0 Stratified Logrank P-value: 0.0111
Patients at risk Patients at risk
Pembrolizumab | 428 370 350 333 266 156 g1 13 0 35 51 47 44 37 20 10 2 0
Placebo | 425 353 317 281 233 141 55 13 0 57 46 34 30 23 12 5 2 0
I I 1 I 1 1 1 I I I I I I 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 Al 24
Months Months

*Stratified by stage given at randomization

AM Eggermont et al. N Engl J Med 2018;378:1789-1801.



Recurrence-Free Survival in Stage IlIA

100
90 —
80
70 -
60
50 —
40
30
20
10 -

% alive and recurrence-free

Treatment arm Total Event
Pembrolizumab 77 6
Placebo 76 15

HF
0.32
R

Stratified Logrank P-value: 0.0217

2 (99% CI)
(0.09-1.23)
eference

Pembrolizumab
Placebo

Patients at risk
77 74 71 71 57 33 17 4 0
76 70 69 64 51 28 12 5 0
| | | | | | |
0 3 6 9 12 15 18 21 24
Months

*Stratified by stage given at randomization

Eggermont, A



Recurrence-Free Survival in 1IB and llIC

Stage IlIB

Stage IlIC
HR 0.58

o 100 100 Treatment arm Total Event  HR (38% Cl)
o 90 -} 90 Pembrolizumab 197 67  0.58 (0.39-0.88)
= g0 ) 75 8% 80 Placebo 197 104  Reference
¢ o (1.4% Stratified Logrank P-value: 0.0005
c 70 ' WO 70
3 -
5 607 ‘ M %0
o 50 - 62.4% 548 50 - -
° 0 51,5%
T 40 40 0
© | i
o 30 30 42:5%
2 204 Treatment arm Total Event HR (99% ClI) 20
© Pembrolizumab 240 62 0.56 (0.37-0.86)
52 104 Placebo 232 97 Reference 10
0 Stratified Logrank P-value: 0.0004 0
Patients at risk Patients at risk

Pembrolizumab 207 196 189 141 90 30 6 132 115 59 %6 5 0

Placebo 185 171 151 121 80 30 7 108 902 49 18 3 0

| 1 1 ) 1 ) | | 1
3 6 9 12 15 18 21 9 12 15 18 21 24
Months Months

*Stratified by stage given at randomization

Eggermont, A



RFS: Subgroup Analysis (non-stratified)

Events / Patients HR & Cl
Pembrolizumab Placebo HR (Cl) (Pembrolizumab : Placebo) Interaction test

Positive 102 1428 176 1425 0.54 (0.39;0.74) P=0.61

Negative 20 /59 27 157 0.60 (0.28;1.28)
Indetérminate 13127 13123 0.80 (0.29;2.19) B
AJCC 2009
Stage 1A 6177 15176 038 (0.11;1.31) £=0.69

Stage llIB 621240 97 1232 058 (0.38;0.88)
Stage IIIC 67 1197 104 1197 058 (0.38;0.86)

Type of positive lymph nodes

—&
Microscopic 357187 50 /161 056 (0.32;0.99) P=0.86
Macroscopic 100 /327 166 /344 059 (0.42;081)

BRAF status
WT 69 /233 97 /214 061 (041;0.92) P=0.89
V600 E or Kmutation 54 /186 94 /209 059 (0.38;0.92)
N missing = 177
. Total 135 /514 216 /505 057 (0.43;0.74) -
(263%)  (42.8 %) ) . . .
0.25 0.5 1.0 2.0 4.0
Pembrolizumab Placebo
better better

*98.4% ClI for total, 99% CI for subgroups Unadjusted treatment effect: p < 0.001




Immune-Related Adverse Events Anti-PD1

Adjuvant Tx
Any grade — grade 3-4 (%) (0.2% =1 patient)

(0.2% =1 Pneumonitis
patient) 3.3-0.8
53-06 Hepatitis
1.8-1.4
Myositis* Nephritis
(grzadeoFJz) 0.4-0.4
. . Thyroid
20.8-0.2
Hypophysitis
2.2-0.6
Diabetes
1.0-1.0
Adrenal

1.0-0.2




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Adjuvant Dabrafenib plus Trametinib
in Stage III BRAF-Mutated Melanoma

G.V. Long, A. Hauschild, M. Santinami, V. Atkinson, M. Mandala,
V. Chiarion-Sileni, J. Larkin, M. Nyakas, C. Dutriaux, A. Haydon, C. Robert,
L. Mortier, J. Schachter, D. Schadendorf, T. Lesimple, R. Plummer, R. Ji, P. Zhang,
B. Mookerjee, J. Legos, R. Kefford, R. Dummer, and J.M. Kirkwood

N Engl J Med 2017;377:1813-23



COMBI-AD: STUDY DESIGN

Treatment duration:

12 months
Key eligibility criteria R
. A Primary analysis | W/l REREINSIS
Completely resected s_tage A N D+T median FU. D+T median FU.
(lymph node metastasis > 1 mm), 5 33 months 44 months
1B, or IlIC cutaneous melanoma o
* BRAF V600E/K mutation M - —_—Y - - >
* ECOG performance status 0 or 1 IZ
* No prior radiotherapy or systemic A 11
therapy T
» Tissue collection was mandatory at ! | PR >
baseline and optional upon O
recurrence N
*Primary endpoint: RFS
N = 870 «Secondary endpoints: OS,
DMFS,
Stratification FFR, safety
* BRAF mutation status (V600E,
V600K)

* Disease stage (llIA, 1lIB, 1lIC)

PRESENTED BY GV LONG AT ESMO 2018



Dabrafenib +Trametinib vs Plac Stage Il

Relapse Free Survival

HR 0.49 (95% ClI, 0.40-0.59)
100 - 1-year, 88%

904 !

2-year, 67%
80 A

3-year, 59%
70 4-year, 54%

|
=
H ,
50 - |

40 1-year, 56%

60

i I
=t C T ||||IIIIII|||||||
. 2-year, 44%

Relapse-Free Survival, %

o 3-year, 40% 4-year, 38%

10

No. at risk T T T T T T T T T T T T

. 0
g;@gggmb*”amet'“'b 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64

Months Since Randomization

438 405 381 354 324 281 262 249 236 227 183 148 92 47 13 2
432 322 263 219 198 178 168 164 157 147 128 107 63 27 4

PRESENTED BY GV LONG AT ESMO 2018



Dabrafenib +Trametinib vs Plac Stage Il

Distant Metastasis Free Survival

No. at risk

Distant Metastasis—Free Survival, %

100
90
80
70 7
60 7
50 7
40
30 7
20 7
10 7

1-year, 91%

1-year, 70%

HR 0.53 (95% ClI, 0.42-0.67)

3-year, 71%

2-year, 771%

2-year, 60%

3-year, 57%

4-year, 67%

4-year, 56%

Dabrafenib + trametinib 438

Placebo

432

407
330

381
265

12 16 20

352 327 285
221 201 179

24 28 32 36 40
Months Since Randomization

265 252 238 229 185
169 165 159 149 130

44

150
108

48

92
64

47 13 2 0

PRESENTED BY GV LONG AT ESMO 2018



D+T vs Placebo: Overall Survival (1st interim analysis)

OO
' T — 91%
0.9- ..-‘\I"I—l_k‘— 86%
- 94% BN e S
008 83% T S
207 7%
COG ]
£0.5-
80_4 . Events, Median HR
80.3- Group n (%) (95% CI), mo (95% ClI)
a Dabrafenib
0.2l 60 (14 NR
| IC;rl;;l?netinib - (NR-NR) -
O.l | b 29 NR P ==00062
0.0 Placebo 93 (22) (NR-NR)
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
No. at Risk Months From Randomization
Dabrafenib plus trame4ﬁ51%2641641440840139538738]37637(13663623582830129123318016410582 672812 5 0 O
Placebo 432425415410401386378362346337328323B08303R84L6R520216415294 645117 7 1 0 O

a Prespecified significance boundary (P =.000019).



Targeted Therapy

Side Effects

 Rash, hand-foot,

e Arthralgias

e LFTs abnormalities
 Pyrexia

e Second Malignhancies: SCC-
20%
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Limited studies with chemotherapy, have largely evaluated DTIC, but all were very underpowered, with small sample size.


COMBI-AD: Safety summary

Any AE 422 (97) 380 (88)
AEs related to study treatment 398 (91) 272 (63)
Any grade 3/4 AE 180 (41) 61 (14)
Any SAE 155 (36) 44 (10)
SAEs related to study treatment 117 (27) 17 (4)
Fatal AEs related to study drug 0 0
AEs leading to dose interruption 289 (66) 65 (15)
AEs leading to dose reduction 167 (38) 11 (3)
AEs leading to treatment 12 (3)

discontinuation?




TOXICITY In perspective

Ipilimumab - Dabraf+Tramet - Nivo/Pembro

Toxicities leading to Treatment Discontinuation

- Iptlimumab 49%
- Dabrafenib/Trametinib 26%
- Nivolumab/Pembrolizumab 14%

(endocrinopathies chronic)



o
/3
S

Patients Alive and
Without Recurrence
0,
=N W A(é)‘? o ~
oo oo do

Improvement in RFS in high risk melanoma

EORTC 18071

N =951
[IA-B-C
HR 0.76

o

0 1
A 0-1yr:35%
A1-2yr:13%

2

3 4 5 6 7
Years

8 Years

Eggermont et al. NEJM 2016
CheckMate-238 N = 906

HIB-C, IV
188- HR 0.65
80 ivqumab7 o
el . 0 66% 62%**
» 607 . ! ’ :
 I— ipiimumab-1§1 04— iy —
o 30]] P 161/0 153% b0/ %
40 ' : 50%
30 i |
20]
10 i i !
Oh 2 6 9 12 15 18 21 24 27
A 0-1yr: 29% Months
Al Weber et al. NEJM 2017

Proportion Alive and

% alive and recurrence-free

COMBI-AD N =870
1.01 .y IA-B-C
o 82 ' ‘abrafenib-+trametinib HR 0.47
o 2=
Lt 07. 1 58%
o 0.6 : !
S 8451 I-'-’G‘yﬁ)lacebo: |
[ . 1 1 0,
© 0.3] : | 44% 39%
@ 0.2] |
0.1] |
o.0t—b—m ™« ———— -+
0 12 24 36
A 0-1yr: 12% Months
A1-2yr: 21% Long et al. NEJM 2017
EORTC 1325-MG/Keynote 054
100 N =1019
90 pembrolizumab 0 IA-B-C

80

-4_/0 Z1.4% HR 0.57
60 placebo M
61.0% |

53.2%

70+

304
20+
104
0 : r : 1 ' % ——rit
.3 6 9 12 15 18 21 24
A 0-1yr: 25% Months

A1-2yr: 6%? Eggermont et al. NEJM 2018




2018
New ERA

Adjuvant Therapy

END OF IFN

END OF IPILIMUMAB




Take Home Points

« With highly effective and well tolerated
adjuvant therapy, SLN mapping for all
patients with melanomas > 1 mm and for
some with melanomas < 1 mm.

o Stage Il patients- somatic mutation testing
for BRAF Is standard of care.

o Adjuvant therapy for most patients with
stage Il melanoma (node positive or
Intransit disease).



Selection of Adjuvant Therapy for Patients

with Stage Ill Melanoma

e Which treatment?

— In general, we choose adjuvant anti- PD-1 therapy,
nivolumab or pembrolizumab even in BRAF mutant
melanoma (but that could change)

Duration?

 One year of therapy

Dose/Schedule

* Nivolumab- 240 mg q 2 weeks or 480 mg g 4 weeks
e Pembrolizumab- 200 mg q 3 weeks

« Monitor closely for side effects

e Scans every 6 months for 5 years
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Future Direction

e Longer term follow up to know best approach
 Neoadjuvant therapy- hot topic

 Biomarkers to shape the selection of Rx

* High risk stage Il

 Incorporating other agents ( I.e. Imlygic
(TVEC), new vaccines)

* Ipi/Nivo-cautiously




Other Immunotherapy strategies

(Nivo or Pembro)



Lessons from Dr. Wallace Clark

Love what you do

Lifelong curiosity, think outside the box

Challenge the status quo

« Team based philosophy in everything you do

e Everyone’s voice matters

e Zest for life

 Mentors matter, and great mentors matter even more
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