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SYSTEMIC THERAPY FOR METASTATIC OR UNRESECTABLE DISEASE'

FIRST-LINE THERAPY?2

* Preferred regimens
» Anti PD-1 monc:tho.erapy:’“4
¢ Pembrolizumab (category 1)
¢ Nivolumab (category 1)
» Combination targeted therapy if BRAF V600-
— activating muta‘tit:m;Ei preferred if clinically
needed for early response’"®~
¢ Dabrafenib/trametinib (category 1)
¢ Vemurafenib/cobimetinib (category 1)
¢ Encorafenib/binimetinib (category 1
* Useful in certain circumstances
» Nivolumab/ipilimumab (category 1)3"4=5

Metastatic or
unresectable
disease

1See Principles of Imaging --Treatment Response Assessment (ME-D).
2The choice of a treatment is based on evaluation of the individual patient.
3See NCCN Guidelines for Management of Immunotherapy-Related Toxicities.

4The use of PD-L1 as a biomarker for selection of anti-PD-1 therapy and/or nivolumab/

ipilimumab combination therapy is an emerging research issue with non-uniform
application among the NCCN Member Institutions (category 2B).

SNivolumab/ipilimumab combination therapy is associated with improved ORR, PFS,

and OS compared with single-agent ipilimumab, at the expense of significantly
increased toxicity. Compared to nivolumab, the impact of nivolumab/ipilimumab

combination therapy on OS is not known. The phase Il trial of nivelumab/ipilimumab

or nivolumab monotherapy versus ipilimumab monotherapy was conducted

in previously untreated patients with unresectable stage Ill or IV melanoma.
Relative indications for combination nivolumab/ipilimumab in comparison to PD-1
monotherapy include: patient willingness to take on high risk of treatment-related
toxicities (irAEs); absence of comorbidities or autoimmune processes that would
elevate the risk of irAEs; patient social support and anticipated compliance with
medical team to handle toxicities; and absent/low tissue PD-L1.

Spositive VE1 IHC results are sufficient for starting targeted therapy in patients
who are symptomatic or have rapidly progressing disease. Due to the risk of
false positives and false negatives, all VE1 IHC results should be confirmed by
sequencing. See Principles of Molecular Testing (ME-C).

Because BRAF/MEK inhibitors have a shorter time to response compared with
checkpoint immunotherapies, they may be preferred in patients with rapidly
progressing disease and/or symptoms.

8See Management of Toxicities Associated with Targeted Therapy (ME-J).

SECOND-LINE OR SUBSEQUENT THERAPY™
* Systemic therapy
» Preferred regimens
¢ Anti PD-1 monotherapy34
— Pembrolizumab

Disease — Nivolumab
progression o Ni\mlumab.i’ipilimumab:;""5
or ¢ Combination targeted therapy if BRAF V600-activating
Maximum mutation®9:10

—_— g""i‘?t' —_— = Dabrafenib/trametinib
enetl = Vemurafenib/cobimetinib
from BRAF = Encorafenib/binimetinib
targeted » Oth .
therapy er regimens

& Ipilimumab3
¢ High-dose IL-212
» Useful in certain circumstances
¢ Ipilimumab?/intralesional T-VEC
(category 2B)
¢ Cytotoxic agents13
¢ Imatinib for tumors with activating mutations of KIT
¢ Larotrectinib for NTRK gene fusion positive tumors

* Consider best supportive care for poor performance status
(See NCCN Guidelines for Palliative Care

9In previously untreated patients with unresectable AJCC 7th Edition stage IlIC or stage IV
disease, BRAF/MEK inhibitor combination therapy was associated with improved response rate,
PFS, and OS compared to BRAF inhibitor monotherapy.

10|f BRAF/MEK inhibitor combination therapy is contraindicated, BRAF-inhibitor monotherapy
with dabrafenib or vemurafenib are recommended options, especially in patients who are not
appropriate candidates for checkpoint immunotherapy.

M For patients who experience progression of melanoma during or shortly after first-line therapy,
consider second-line agents if not used first line and not of same class. For patients who
progressed on single-agent checkpoint immunotherapy, nivolumab/ipilimumab combination
therapy is a reasonable treatment option. For patients who experience disease control (CR, PR,
or SD) and have no residual toxicity, but subsequently experience disease progression/relapse
>3 months after treatment discontinuation, re-induction with the same agent or same class of
agents may be considered.

12High-dose IL-2 should not be used for patients with inadequate organ reserve, poor performance
status, or untreated or active brain metastases. For patients with small brain metastases and
without significant peritumoral edema, IL-2 therapy may be considered (category 2B). Therapy
should be restricted to an institution with medical staff experienced in the administration and
management of these regimens.

13For a list of cytotoxic regimens. see (ME-| 2 of 5).

Continued

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

ME-I
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BRAFi plus MEKI vs Immunotherapy

Ph 1 Pembrolizumab

o)
21 i OS 3y:45 %
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Ph 3 Pembrolizumab
vs Ipilimumab
OS 3y: 41%

28/31%

00 2 4 6 8 10 42 14 16 18 20 22 34 26 28

o Ph 3 Dabrafenib + Trametinib
0.8 vs Dabrafenib

. 0,
30% OS 3y: 44%
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Presented By Georgina Long at 2016 ASCO Annual Meeting
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Vemurafenib +
Vemurafenib Cobimetinib
COMBI-v coBRIM 4.
Dabrafenib +
Trametinib
COMBI-d
= Selumetinib +
dacarbazine Dabrafenib BRIM-3
537 *
4 & # Robert 2013 BREAK-3
.7 Ribas 2013* Robert 2011
Tremelimumab* Dacarbazine lplllmum.ab +
( - dacarbazine
# # CheckMate-066
Nivolumab or Pembrolizumab
CheckMate-067
Nivolumab +
Ipilimumab
CheckMate-067
Keynote-006 CheckMate-067
CheckMate-069
» .7 Hodi 2014
Ipilimumab +
Sargramostim Ipilimumab
*Data only for OS

Fig. 1. Network of evidence for overall survival and progression-free survival outcomes.
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Cancer Treatment Reviews
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Systematic or Meta-analysis Studies

Network meta-analysis of therapies for previously untreated advanced R
BRAF-mutated melanoma i
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Differences between treatments within the same treatment class
(dabrafenib vs. vemurafenib; combination dabrafenib with trametinib
vs. combination vemurafenib with cobimetinib) were not statistically
important. Combination dabrafenib with trametinib was more effica-
cious than most treatments in the network, though the relative effects
compared to combination vemurafenib with cobimetinib (HR 0.98, Crl
0.73, 1.31) and to combination nivolumab with ipilimumab (HR 0.83,
Crl 0.58, 1.18) were not statistically important. All treatments. with the
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Functions Genes Significance

Cell growth and proliferation 38 6.48E-4 - 4 82E-2
Cell motphology 56 [.89E-4 - 496E-2
Cell death 50 2.14E-4 - 482E-2
Cell cycle 36 Q87E-5 - 482E-2
Cellulat movement 33 3.28E-4 - 482E-2
Cell-to-cell signaling 32 349E-4 - 433E-2
Nervous system function 32 5.17E-5 - 482E-2
Gene expression 19 6.30E-4 - 425E-2
Immune response 8 1.68E-2 - 2.94E-2

$% )1
The Ingenuity analysis tool was used to determine enriched biological function
' categories within the dataset for changes in BRAF-dependent gene expression.
$3% )1 The top categories are shown, along with a p-value corrected for variations
‘ 4 i In category sizes.
5 " # 9 > #4
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BRIM-3

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Improved Survival with Vemurafenib
in Melanoma with BRAF V600E Mutation

& | 789%, & !
& & &
. 58 5
AHH B 5 "
5 & "B
/ 5
¥ 4 # & "
5 " 3 (%:
ASB ! /L H&
l *+ 5 AMSB *K @ $ ,.
*L+ HIH N
Lo & >1
& " 5 "
@ ! 1@ 21
@ 5 /H4 4

& 11
AHIH * & */

Paul B. Chapman, M.D., Axel Hauschild, M.D., Caroline Robert, M.D., Ph.D.,
John B. Haanen, M.D., Paclo Ascierto, M.D., James Larkin, M.D.,
Reinhard Dummer, M.D., Claus Garbe, M.D., Alessandro Testori, M.D.,
Michele Maio, M.D., David Hogg, M.D., Paul Lorigan, M.D.,

Celeste Lebbe, M.D., Thomas Jouary, M.D., Dirk Schadendorf, M.D.,
Antoni Ribas, M.D., Steven J. O'Day, M.D., Jeffrey A. Sesman, M.D.,

Jehn M. Kirkwood, M.D., Alexander M.M. Eggermont, M.D., Ph.D.,
Brigitte Dreno, M.D., Ph.D., Keith Nolop, M.D., Jiang Li, Ph.D., Betty Nelson, M.A_,
Jeannie Hou, M.D., Richard ). Lee, M.D,, Keith T. Flaherty, M.D.,
and Grant A. McArthur, M.B., B.S., Ph.D., for the BRIM-3 Study Group*
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Hazard ratio, 0.26; 95% CI, 0.20 to 0.33;
P<0.001

&

Vemurafenib (N=275)

Progression-free Survival (%8)

Dacarbazine (N=274)

No. at Risk
Dacarbazine 274 213 85 48 28 16 10 6 3 0 0 0 0
Vemurafenib 275 268 211 122 105 50 35 16 4 3 0 0 0




100 A 0S8, median (95% CI), months
90 A — Vem (n=229) 16.8 {(14.5—20.2)
80 —— DTIC {n =230) 14.1 (11.5-17.3)
70 A Hazard ratio (95% CI) 0.86 (0.70—1.07)
P-value 0.1813
60 -
32
o3 50 - I
(@]
40 o I
30 - [
I I
20 -
| | | 1
10 4 I 64.2% I 36.2% I 25.3% l 20.7%
| 54.7% | 32.1% | 24.8% | 20.3%
o] L| 1 I L L 1 1 | L 1 1 | L L 1 1 L] L] L] |
0O 3 6 9 12 15 18 21 24 37 30 33 36 39 42 45 48 51 54 57 60

No. of patients at risk

Vem 229 225 202 172 143 118 107 93 79 71
64 57 51

DTIC 230 184 158 133 112 94 84 71

100 A
90 =

80 o
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50
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| 38.8%
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OS, median (95% CI), months

Vem (n = 195)
—— DTIC (n= 198)

18.1 (15.0-21.5)
16.9 (14.0-18.9)

Hazard ratio (95% CI)
P-value

0.88 (0.70—-1.11)
0.2734
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126.4% 121.2%
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0 3 6 9 12 15 18 21
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Vem
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Time, months
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100
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0S8, median (95% CI), months
10.0 (8.2—-11.5)
6.1 (4.4-7.9)

0.68 (0.52-0.91)
0.0080

90 — Vem (n = 108)
50 - —— DTIC (n= 108)
70 o Hazard ratio (95% C1)
. 60 - P-value
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o5 50 -
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1 9.1% 16.0%
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(0] 3 6 9 12 15 18 21

Time, months
No. of patients at risk
Vem 108 101 79 60 40 31 23 18 17 15 14 12 11
DTIC 108 70 52 38 28 23 19 12 9 8 7 7 7

100
90 —_— Vem (n = 142)
80 —— DTIC (n= 142)
70
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50
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Time, months
No. of patients at risk
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BREAK-3: Comparison of PFS With Dabrafenib |

= ic, Snle ey - @
and Dacarbazine S Jafinlar g
tas 15 mg

Screened Dabrafenib : b m :
N=733 150 mg bid n mconly SOt
7 i) ¥ 120 Capsules ¢ 27709
| n =187 | =N
Gtide with tigbotle. | oy, 313
W 2:1 randomization Cross over . g
allowed at Dabrafenib
i“i*::: DTIC radiological FD 150 mg bid
1,000 mg/m® IV > n=28
g3w (68% of PD
n=63 patients)

nresectable HIC

|

"W PFSHRO0.30
v Dabrafenib median PFS 5.1 months

o 1 e

ann
zzc

= &1
S 0
£ 30
Ezofll
10 -
= " W,
£ -0
g 20
&0
o
o

£

4 5
Time from Randomization (Months)
Atrisk 187 . 113 100 41 31 5
63 53 3 14 11 G 4 ] ”‘-I ER

Proportion Alive Without Progression (%)

Hauschild el al, 2012,
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BRAFI BRAFi+MEKI '
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Mechanism of Action

= Cobimetinib is a reversible inhibitor of
MAPK/MEK1 and MEK2 | | -
« Cobimetinib and vemurafenib target two . ! . ¥ ?
different kinases in the RAS/RAF/ o - P -;m:, .
MEK/ERK pathway * F %**f‘-'
« Compared to either drug alone, e 0 e
coadministration with vemurafenib led to E:R @ ﬁf{ T:m
increased apoptosis in vitro and reduced

- - - Acceleration of growth of Resistance by ERK and

tun‘lOI‘ %’Wth INn mouse Imp|antatlon \ RAS-mutant tissues _/ \ non-ERK mechanisms
models of tumor cell lines harboring N

= BRAF V600E mutations




*4

Indirect comparison using

wamurafenib as a common

comparator

Dabrafenio + % Combi-V @ co-BRIM / Vemurafenib +
trametinib cobimetinib
% o 53. *
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coBRIM: Study Design’

Cobimetinib

* Melanoma, 60 mg/day x 21 days
unresectable locally (Days 1-21) +

advanced or vemurafenib

metastatic 960 mg BID x 28 days .
(n = 495) (Days 1-28) prt?glf:::ieon
* BRAFVS00 mutation Stratification unacceptablé

(cobas® 4800) : + Geographic region
- No prior systemic + Extent of disease (M1c vs other)
therapy for

toxicity, or
withdrawal of
consent

Placebo +
vemurafenib

advanced disease
«-ECOG PS 0/1

960 mg BID x 28 days
(Days 1-28)

Primary end point
+  PFS, investigator assessed?
Secondary end peints

= 05, objective response rate, duration of response, PFS, IRC assessed, safety, pharmacokinetics, quality of life
(QLQ-C30 and EQ-50)

BID, twice daily; ECOG, Eastern Cooperative Oncology Group; EQ, EuroCoL; IRC, independent review commitiee;
PS, performance status; QLQ), quality-of-life questionnaire.

1. Larkin J et al. N Engl J Med. 2014;371:1867-1876. :
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coBRIM: Addition of Cobimetinib to Vemurafenib Resulted in
Significant and Meaningful OS Benefit

PBO + Vem Cobi + Vem

n = 248 n = 247
OS events, n (%) 141 (56.9) 114 (46.2)
100- 0S, median 17.4 223
{95‘?’0 Cl), mo (15.0-19.8) (20.3-NE)
90— HR (95% CI) 0.70,(0.55-0-90)
mgdlan follow-up, 18.5
o 60- :
2] :
40— :
i :
1
20= Cobi + vem : i M
oo .o | 75% (95% Cl, 69-80) | 48% (95% Cl, 41-55)
++ Censored 1 64% (95% CI, 58-70) 1 38%(95% ClI, 31-45)
0 || || : || i ||
No. of patients at risk 6 12 Months 18 24 30
Cobi + vem 247 232 210 192 169 152 139 107 48 14
PBO + vem 248 230 194 165 142 126 106 71 41 11

Data cutoff, August 28, 2015.

COTELLIC _ ZELBORAF
&0 myg once daily o 760 My twice daily

op days 1 to 21 on days 1 to 28
£ - [n=247]

Patients with previously untreated
BRAF V&00[+] unresectable or
metastatic melanoma [N=495]

ZELBORAF
5= 260 mg twice dally
on days 11028
In=248]

Placebo
once: daily
on days 1 to 21
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39% of BRAFi-naive patients [(n=63) were alive at 5 years with COTELLIC + Zelboraf'*
100 < Median 0S

& 31.8 months (24.5 months-NE]
E &0
=
5 5 YEARS
TR 39% 05
S
o= 40
=
Ll
(] 20
e
Ll
n— s i 5 i i
0 - : . L i ; . RS = i -~
1 9 17 25 i <] 41 49 57 &5
MONTHS
Mo. of patients at risk
BRAFi-nafve &3 &0 11 48 FAA a9 33 i) 22 18 17 14 1 10 B 1 —

* Median 05 for vemurafenib-progressor patients remained unchanged frorn previous reports at 8.5 months,
and landmark OS rates were stable

BRAFi=BRAF inhibitor; OS=overall survival; ME=not estimated; RECIST v1.1=Response Evaluation Criteria in Solid Tumors version 1.1
Data cutoff: July 10, 2017,

*Trial design [M=12%]: an open-label, multice ntre, Phase |b dose -escalation study conducted in 2 stages [dose escalation and expansion] to measure the long-term efficacy and
safety of COTELLIC + Zalboraf In the dose-escalation stage, patients recened COTELLIC at 40 mg, 80 mg, or 100 mig on days 1-14, 1-21, or 1-28 of each 2B-day treatment cycle,
combined with Zalboraf at 720 mg or 940 mg wwice daily on days 1-28. Two dose levels wene expanded: COTELLIC [0 mg once daily on days 1-21] and Zelboraf (720 mg and $40
mqg twice daily). The primany e nd points were the maximum tole rated dose, dose-limiting toxicities, tolerability and pharmacokinatic profile, and definition of the recommended dose
and schedule of the combination for usa in Phasa || and Phase |1l trials. Secondary endpoints were best overall response rate according to RECIST w11 [confirmed 24 wea ks
after initial docurmentation), duration of msponse, progression-free survival, and 05,
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Factors predictive of response, disease progression, and
overall survival after dabrafenib and trametinib combination
treatment: a pooled analysis of individual patient data from
randomised trials

Georgina V Long, Jean-Jacques Grob, Paul Nathan, Antoni Ribas, Caroline Robert, Dirk Schadendorf, Stephen R Lane, Carmen Mak,
Philippe Leaenne. Keith T Flaherty, Michael A Davies

Progression-ree survival (%)
Crverall survival (%)

Masoder-at ik Time from start of treatment (monthes) I Time from start of treatment (months)
[number censored) (number censored)
Marmal LDH, <3 organ 237 (0) 149 (15) 53 (53) B(42) Mormal LDH, <3organ 237 {0) 206 (9) 103 (70) 14 (84)
sites with metastasis sites with metastasis
Mormal LDH, =3 organ 161 (0) 69 (20) 23(19) 2(18) Normal LOH, =3 organ 161 (0) 119 (5) 58 (29) 5 (45)
sitest with metasta sitess with mietastasi
LDH: =1 ta <2=ULN 149 (0) 40 (16) g (14) a(g) LDH: =1 to <2=ULN, 93(D) 61 (6) 15(24) 0(12)
LDH: =2xULN 70 {0) 40 (1) 0 {0) ECOG PS=0
LOH: =1 to <ZxULN, 56(0) 1(1) 9 (2) (7N
ECOG PS5 =1
LDH: 22=ULN 70 (0) 22 (12) 1(3) 0{1)

Hmzz Hirus.ian tree analisis of factors most associated with iiruaiun-fru survival and overall survival I
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ORIGINAL REPORT

JOURNAL OF CLINICAL ONCOLOGY

Overall Survival and Durable Responses in Patients With
BRAF V600—-Mutant Metastatic Melanoma Receiving
Dabrafenib Combined With Trametinib

Georgina V. Long, Jeffrey S. Weber, Jeffrey R. Infante, Kevin B. Kim, Adil Daud, Rene Gonzalez, Jeffrey A. Sosman,
Omid Hamid. Lvitn Schuchter. lonathan Cebon. Richard F. Kefford. Donald Lawrence, Ragini Kudchadkar,

Overall Survival in Melanoma With BRAF and MEK Inhibition

lageatte Ibrahim, Peng Sun,
m Patel, and Keith T. Flaherty

Table 2. Baseline Characteristics, Best Response, and OS in Patients Treated \With a Combination of Dabrafenib 150 mg Twice Daily and Trametinib 2 mg Once Daily:
Part C (n = 54)
Factor MNo. HR Median OS, Months 1-¥Year OS, % 2-Year OS, % 3Year OS5, %
Qwerall population 54 25 (17.5 to 36.5) 80 (66 to 88) 51 (37 to 64) 38 (25 to 51)
LDH
= ULN 22 16.6 (11.1 to 22.6) 68 (44.6 1o 83.4) 18 (6.7 1o 36.3) 5 (0.3 to 18.9)
= ULN 32 0.25 (0.12 to 0.53) 45.5 (29.0 to not reached) 88 (70.0 1o 95.1) 75 (55.6 1o 86.4) 62 (42.4 to 76.1)
MNo. of disease sites
=3 28 17.5 (12.7 to 23.8) 68 (47.3 10 B1.8) 30 (14.5 10 47.9) 19 (7.0 to 35.5)
=3 26 0.36 (0.18 to 0.69) 45.5 (28.4 to not reached) 92 (72.6 to 98.0) 73 (61.7 10 B6.2) 58 (36.8 to 73.9)
Sex
Male 34 1.13 (0.57 10 2.23) 23.8 (17.5 to 36.5) 88 (71.6 to 95.4) 49 (31.1 to 64.3) 37 (20.8 to 52.6)
Female 20 25.5 (9.1 to not reached) 65 (40.3 to 81.5) 65 (31.3 to 73.5) 40 (19.3 to 60.0}
Stage
Hcmiia/Mib 16 0.36 (0.1B to 0.72) — (34.3 to not reached) B8 (58.6 to 96.7) 74 (45.4 to B9.6) 68 (38.8 to 85.2)
Mic 38 21.9(156.7 to 28.4) 76 (59.4 to 86.9) 42 (26.4 1o 57.0) 26 (13.7 10 40.8)
Sum of diameters
= Median 27 17.4 (10.7 to 29.0) 63 (42.1 to 78.1) 37 (19.6 to 54.6) 30 (14.1 to 47.0)
< Median 27 0.61 (0.31 to 1.18) 34.3 (22.6 1o 45.5) 96 (76.5 to 99.5) 66 (44.2 to B0.4) 46 (26.8 1o 63.8)
Age, years
= 65 11 21.3 (12.4 to not reached) 82 (44.7 to 95.1) 36 (11.2 t0 82.7) 27 6510 3.9
< 65 43 0.81 (0.35 to 1.88) 28.4 (17.5 to 45.5) 79 (63.6 to BB.5) 56 (39.1 to 68.7) 41 {26.0 to 55.1)
Baseline ECOG PS
=3 | 19 22.6 (12.7 to not reached) 74 (47.9 to 88.1) 42 (20.4 to 62.5) 37 (16.5 to 7.5}
<] 35 .92 (0.46 to 1.86) 29.0 (18.6 to0 37.0) 83 (65.8 t0 91.9) 56 (38.3 10 70.9) 39 (225 to 54.3)
34 1.27 (0.64 to 2.48) 24.0 (17.4 to 36.5) 79 (61.6 to 89.6) 50 (32.4 to 65.3) 35 (19.9 to 61.0)
20 31.6 (14.6 to not reached) 80 (55.1 to 92.0) 53 (29.4 10 72.4) 43 (20.8 to 63.0)
St response
Stable disease 13 21.3 (8.6 to not reached) B89 (37.3 10 87.2) 35 (10.9 to 60.2) 35 (10.9 to 60.2)
Partial response 33 0.98 (0.44 t0 2.19) 23.1 (16.2 to 34.3) 79 (60.6 to 89.3) 48 (30.8 to 64.1) 33 (18.2 to 49.3)
Complete response 8 0.38 (0.12 to 1.25) — {29.0 to not reached) 100 88 (38.7 to 98.1) 62 (22.9 to 86.1)
Abbreviations: ECOG, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; LDH, lactate dehydrogenase; OS, overall survival; RECIST, Response
Evaluation Criteria in Solid Tumors; ULN, upper limit of normal.




Molecular status (BRAF V60OOE or V600K mutation present [+] or absent [-])

BRAF (+) | BRAF (-) BRAF (+) | BRAF (-) BRAF (+) | BRAF(-) BRAF (+) | BRAF(-)
Treatment: 1st line . _ .
IPI/NIVO or IPI/NIVO IPI/NIVO or IPI/NIVO Anti-PD-1 , Anti-PD-1 Anti-PD-1 or | Anti-PD-1 or
BRAF/MEK® BRAF/MEKH 5 i T-VEC i T-VEC
2nd line . 1 I
BRAF/MEK or | Clinical trial or BRAF/MEKor | IL-2for Ipitimumab or | Ipilimumab T-VEC or . T-VECor
IPI/NIVO i Palliative care or IPI/NIVO i Clinical trial or BRAF/MEK ! Anti-PD-1 | Anti-PD-1

. T-VECe i Palliative care ’
3rd line |
Clinical trial or i IL-2for IL-2for | IL-2for Ipilimumab or | Ipilimumab
Palliative care or | Clinical trial or Clinical trial or ! Clinical trial or BRAF/MEK .
T-VEC= Palliative care | Palliative care | Palliative care |

Abbreviations: Anti-PD-1, anti-programmed cell death 1 monotherapy (pembrolizumab or nivolumab); BRAF/MEK, combination BRAF plus MEK inhibitors;

CNS, central nervous system; ECOG PS, Eastern Cooperative Oncology Group performance status; IL-2, Interleukin 2; IPI/NIVO, combination ipilimumab plus nivolumab;
T-VEC, talimogene laherparepvec; ULN, upper Llimit of normal.

aPatients with poor performance status due to comorbidities should not be treated with IPI/NIVO.

bTreatment of CNS metastasis may also include craniotomy and/or stereotactic radiosurgery.

Preferred if imminent, life-threatening complications of melanoma.

dpreferred if symptomatic and unable to taper steroids or resect lesions, with risk of steroid dependency.

lf limited visceral disease burden.

fIL-2 can be considered if all CNS disease is controlled and there is no cerebral edema or corticosteroid use.
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