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Metastatic melanoma

A Poor outcome
Median survival time: 6~9 months
1- year survival rate: 25%
3-year survival rate: 15%
Balch, LlinOncol2009;27:619206/Korn, JClinOncol2008;26:52734

A Treatment
Dacabarzine
IL2

FDA approval
Immunotherapy: ipilimumab (anti-CTLA4monoclonal
Ab, 2011)
Target therapyvemurafenilddabrafenily trametinib
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: Hodi et al’® Phase 3 vs 676 109 | OS: 10 vs 6 mo (HR, 0.66; 3 mg/kg as an
", Ipilimumab Ipilimumab tumor vaccine 95% CI, 0.51-0.87, P=.003) intravenous infusion
201 | every 3 wk for a
total of 4 doses
: Chapman et al'% Phase 3 vs 675 48 PFS: 5.3 vs 1.6 mo (HR, 0.26; 960 mg orally twice
Vemurafenib : B 5 :
Vemurafenib dacarbazine 95% Cl, 0.20-0.33, P<.001) daily
Dabrafenib Hauschild et al'® | Phase 3 vs 250 50 | PFS:5.1 vs 2.7 mo (HR, 0.30; 150 mg orally twice
2013 e Dabrafenib dacarbazine 95% Cl, 0.18-0.51, P<.0001) daily
Flaherty et al''® Phase 3 vs 322 22 PFS: 4.8 vs 1.5 mo (HR, 045; 2 mg orally once
Trametinib Trametinib dacarbazine or 95% Cl, 0.33-0.63, P<.001) daily
paclitaxel
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FIGURE 2. Timeline depicting Food and Drug Administration (FDA) approvals and landmark clinical trials in metastatic melanoma.
Cl = confidence interval; HR = hazard ratio; N = number of patients randomized; OS = overall survival; PFS = progression-free
survival; RR = response rate.
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Figure 1. The canonical MAPK pathway and potential targets and
agents relevant to melanoma
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A CytotoxicT-lymphocyte associated antigen 4
(CTLAA4)

an immune checkpoint molecule that down
regulates pathways of-Eell activation
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Fig. 4-1 Examples of the cell surface molecules involved in T-cell antigen recognition and
activation.
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Table 1. Baseline Characteristics of the Patients.* .
A Overall Survival

Ipilimumab Ipilimumab 1004
plus gp100 Alone gp100 Alone Total 90§ .
Variable (N=403) (N=137) (N=136) (N=676) . Median OS

jﬁ“ 10.0 (combination)/ 10.1pf
i alone) vs. 6.4 months,

Eg: (p<0.001/p<0.001)

40|
30
232 (57.6) 72 (52.6) 70 (51.5) 374 (55.3) 20+ S T,
166 (41.2) 64 (46.7) 61 (44.9) 291 (43.0) 10 N
4(10) 1(07) 4(29) 9 (13) S 3 % 1 1o 20 24 35 % 35 40 4
1(0.2) 0 0 1(0.1) Months
Unknown 0 0 1(0.7) 1(0.1) No. at Risk

M stage — no. (%)} Ipi plus gpl00 403 297 223 163 115 81 54 42 33 24
137 106 79 56 38 30 24 18 13 13
M 1.2 1(0.7 . 10 (1.
0 ) ©7) 0(1-5) 136 93 58 32 2317 16 7 5 5
Mla 3

5
7
M1b 76
Mlc 285

Lactate dehydrogenase level — no. (%)
=Upper limit of the normal range 252 (62.5) 84 (61.3) 81 (59.6) 417 (61.7)
149 (
2

Mean age —yr 55.6 56.8 57.4 56.2
Sex — no. (%)
Male 247 (61.3) 81 (59.1) 73 (53.7) 401 (59.3)
Female 156 (38.7) 56 (40.9) 63 (46.3) 275 (40.7)
ECOG performance status — no. (%) 7

Overall Survival (%)

2) 14 (10.2) . 62 (9.2)
18.9) 22 (16.1) . 121 (17.9)
70.7) 100 (73.0) . 483 (71.4)

(
(.
(
(

B Progression-free Survival

100

90

804 ¥ Hazard ratio

70 0.81, p<0.05 (combination vgp
60 100)

50 0.64, p<0.001ipi alone vsgp 100)
40

30

20

=Upper limit of the normal range 37.0) 53 (38.7) 52 (38.2) 254 (37.6)

2 (0.5) 0 3(22) 5(0.7)

CNS metastases at baseline — no. (%) 46 (11.4) 15 (10.9) 21 (15.4) 82 (12.1)
Received study drug 42 (10.4) 15 (10.9) 20 (14.7) 77 (11.4)

Had had previous treatment for CNS 39 (9.7) 15 (10.9) 19 (14.0) 73 (10.8)
metastases

Previous systemic therapy for metastatic 403 (100.0) 137 (100.0) 136 (100.0) 676 (100.0)
disease — no. (%)

Previous interleukin-2 therapy — no. (%) 89 (22.1) 32 (23.4) 33 (24.3) 154 (22.8)

Unknown

Progression-free Survival (%)

1 I 1 T 1
12 16 20 24 28
Months

No. at Risk

Ipi plus gpl00 403 85 52 27 17 14 10 8
137 37 26 17 13 10 10 9
136 18 7 5 3 2 2 2




Table 2. Best Response to Treatment and Time-to-Event Data.*

Response and Time to Event

Overall survival

Total no. of deaths

Comparison with gpl00 alone
Hazard ratio (95% Cl)

P value by log-rank test

Comparison with ipilimumab alone
Hazard ratio (95% Cl)
P value by log-rank test
Evaluation of therapy
Induction
Best overall response — no. (%)
Complete response
Partial response
Stable disease
Progressive disease
Not evaluated
Best overall response rate — % (95% Cl)
P value for comparison with gp100 alone

P value for comparison with ipilimumab alone

Ipilimumab
plus gp100
(N=403)

306

0.68 (0.55-0.85)
<0.001

1.04 (0.83-1.30)
0.76

1(0.2)
22 (5.5)
58 (14.4)

239 (59.3)
83 (20.6)
5.7 (3.7-8.4)
0.04
0.04

Ipilimumab
Alone
(N=137)

100

0.66 (0.51-0.87)

0.003

2 (1.5)
13 (9.5)
24 (17.5)
70 (51.1)
28 (20.4)
10.9 (6.3-17.4)
0.001

gpl00 Alone
(N=136)

0
2 (L.5)
13 (9.6)
89 (65.4)
32 (23.5)
1.5 (0.2-5.2)




