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* State of the art
* Results of phase lll trials in 2021

* Sequecing of available treatment options

* Emerging new treatment treatment options
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Overall Survival of Advanced Melanoma Patients According to First Line Therapy
Nivolumab plus ipilimumab CheckMate-067 (n, 316)
——— Nivolumab CheckMate-067 (n,314)
——  Pembrolizumab KeyNote-006 (n, 368)
———Ipilimumab pooled analysis (n, 4846)
—— Dacarbazine, CA184-024 (n, 252)
~—— Dabrafenib/Trametinib pooled analysis (n, 563 BRAF V600mut)
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Adapted from A. Rogiers et al. Journal of Oncology, 2019
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Progression-Free Survival of Advanced Melanoma Patients on First Line Therapy

Progression-Free Survival, %

Cross-trial
comparison
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— Dacarbazine CheckMate-066 (n, 210 BRAFwt)

— Ipilimumab CheckMate-067 (n, 316)

— Ipilimumab KeyNote-006 (n, 368)

— Nivolumab CheckMate-067 (n,314)

— Pembrolizumab KeyNote-006 (n, 368)

— Nivolumab plus ipilimumab CheckMate-067 (n, 316)

~—— Dabrafenib/Trametinib pooled analysis (n, 563 BRAF V600mut)

Years after the start of treatment for stage IV melanoma

Adapted from A. Rogiers et al. Journal of Oncology, 2019
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2021 ASCO Relatlimab (RELA) + nivolumab (NIVO) versus NIVO Tawbi H. et al. N Engl J Med 2022;386:24-34
in first-line advanced melanoma: primary phase 3
ANNUAL MEETING  results from RELATIVITY-047 (CA224-047) Study design
+ RELATIVITY-047 is a global, randomized, double-blind, phase 2/3 study
Key eligibility criteria N=714
« Previously untreated
D + table .
100 4, e A e et _ primar erspone
Median PFS, months 10.12 4.63 OG0 w g
Stratification factors
(95%Cl) (6.37-15.74)  (3.38-5.62) e Secondary endpoits
80 - HR (95% CI) 0.75 (0.62-0.92) «PDLIC NIVO 480 mg IV Q4W. - ORR by BICR®
P value 0.0055 - BRAF
+ AJCC v8 M stage
< 60 —
4
= 47.7% (95% Cl: 41.8-53.2)
i - |
8 40 - « g
) RELA + NIVO —
1
; NIVO —
20 - 1 36.0% (95% Cl: 30.5-41.6)
! + Unique enrollment trend due to gated phase 2/3 design
1 Pause for biinded Data Monitoring Committee fficacy assessment prior to ntation of phase 3
| enroliment
| ofbrs as y afte randomizing the last ptient
| Cumulatve patent randomization
0 | T | f T | T T | | "
0 3 6 9 12 15 18 21 24 27 30 _~S
v
No. at risk Months e
RELA + NIVO 355 201 163 132 99 81 75. 67 30 6 0 . - I
NIVO 359 174 124 94 72 61 57 49 27 6 0 sty month
Cl, confidence interval; HR, hazard ratio.
All randomized patients. Statistical model for HR and P value: stratified Cox proportional hazard model and stratified log-rank test. Stratified by LAG-3 (= 1% vs < 1%), BRAF
(mutation positive vs mutation wild-type), AJCC M stage (MO/M1any[0] vs M1any[1]). PD-L1 was removed from stratification because it led to subgroups with < 10 patients. 12
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2021 ASCO Rela}thmab (RELA) + nivolumab (NIVQ) versus NIVO Tawbi H. et al. N Engl J Med 2022;386:24-34
in first-line advanced melanoma: primary phase 3
ANNUAL MEETING  results from RELATIVITY-047 (CA224-047)
+ RELA + NIVO FDC extended PFS regardless of prespecified subgroups and stratification factors
Subgroup. _ o. of pats ogres: C1)
a0 155 piie) - a7 0.60.)
e categarzaton, yeurs 371"2‘ = EA: Ej:“;
i RELA + NIV NiVO = 23 — Gt 03298
100 (n = 355) (n =359) o ’,’7‘{;:,\ = EZIEEE;QTI
Median PFs, months 10.12 4.63 ;:‘:g:x‘x‘\ 57 o7 o
(95%C1) (6.37-15.74) _ (3.38-5.62) st = o7s bseron
HR (95% C1) 0.75 (0.62-0.92) F sy = "% osnren
80 Pvalue 0.005 S & 2 = e
e va siage 01 O O 7t el o = Gt 0305
o - 2’.‘3;7;\ ~ Gl 051054
*Snsnonguantfatle = i = o7 05509
60 = i = ]
= 47.7% (95% Cl: 41.8-53.2) 22 e
7] @D
L T
8- 40 |
\ <@ RELA + NIVO
: NIVO
20 1 36.0% (95% Cl: 30.5-41.6)
! + Unique enrollment trend due to gated phase 2/3 design
1 Pause for blinded Commitee effcacy <o nitiation of phase 3
envoliment
1 Cumulatvepatent randomization
Prase Phase 3
0 | | | f | | | T | | ’ -
0 3 6 9 12 15 18 21 24 27 30 S
No. at risk Months
RELA + NIVO 355 201 163 132 99 81 75 67 30 6 0 = =
NIVO 359; 174 124 94 72 61 57 49 27 6 0 seudy month
Cl, confidence interval; HR, hazard ratio.
All randomized patients. Statistical model for HR and P value: stratified Cox proportional hazard model and stratified log-rank test. Stratified by LAG-3 (= 1% vs < 1%), BRAF
(mutation positive vs mutation wild-type), AJCC M stage (MO/M1any[0] vs M1any[1]). PD-L1 was removed from stratification because it led to subgroups with < 10 patients. 12
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Clinical Activity of Fianlimab (REGN3767), a Human Antl-LAG-3 Monoclonal Antibody,
‘Combined with Comiplimab (Anti-PD-1) in Patients with Advanced Melanoma.
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2021ASCO Phase 3b/4 CheckMate 511 study: 3-year analysis

ANNUAL MEETING

Induction phase: Maintenance phase:
double-blinded open-label

“Treat until progression or
i i i Nvos + et v o (R unccepabie ety
Two dosing regimens of nivolumab plus ety iy ford “s0mgaan
ipilimumab for advanced melanoma: = T o1
ogresson
3-year results of CheckMate 511 e 25k w5y

(N = 360) LR NIVO1 + IPI3 IV Q NIVO
Géleste b, Nicolas Meyer Laurent Morter vin Mirques:Rodas,  Caroline Robert,Plotr Rutkawsk,* v i " non-inferiority for
Marcus O. Butler,” Thomas Eigentler,? Alexander M. Menzies,? Michael Smylie, ® Ana M. Arance, ! Paolo for 4 dose 480 mg Q4 secondary efficacy.
Retirio, s Inge . Svanes Mahor Alag. MM I Knishatant s Hource Labo, - sesis Zocer Jacepe Figozzols endpoints

\Universié de pars AP Hp Dermatology CIC Departments, Saint Lous Hospital, INSERM U976, Pris,France; sttt
Toul . INSERM

ilouse, France; U1189, Lille, France; Hospital General Universitario « Database lock, September 2020; minimum follow-up, 3 years
Madrid, Spain Pris-Sactay, Vileju, France: “harta Sladoreka Curie ¢ . .
U { llig;ea M\";ﬂ:,um :(%n( Warsaw, Pdm”: “Princess Margaret mln(er"fmbue Tnmm’wsﬂN 2l North * Median duration of therapy over both study phases: 4.4 months with NIVO3 + IPI1; 2.3 months with NIVO1 + IPI3
niversity Hospita bingen, nstitute Aust i ort
Shors s et Hospl: Syiney o, Am..;’ﬂ'.' o Cancar nSitts, EmGotoe, B, Canodr ,?::,‘fg,.: Clnic de. 204 and 15% of patients, respectively, completed the full 2 years of treatment
Barcelona IDIBAPS, Barcelon: Narionale Tumori Fondazione G. Pascale, Naples, taly; “Herlev Hospita, " .
nversty of Copenhagen, e De.mk ot srrey County Mot Cuerd, UK. V. Lee ol Cancer Cnter, + Maintenance NIVO therapy was initiated by 57% and 42% of patients, respectively
kol Wyers Sauibb, Princeton, NJ, USA; Synes ealth, Braine (‘Aleud, Belgy '
s Grtatogics venetRecS. Paksa T v lghx + Baseline characteristics were generally well balanced
NCTO27 218 A, A 3 9, pmumat metastatc csease stage; NIVO, nivolumabs OFR, cbfective
Abstract Number 9516 Tespane ate; O, aveal savhal PO prsranned e 1, progresion reesirvhal QOW, every 3 weeks Qv evry 4 weeks
TR, tresment eaced adverse v
Survival outcomes Response per investigator assessment Safety summary
o5
NVO3 + P11 NVO1 + P13
n - 180) n=178) s
CoC————— 35 TRAES 0 09 100 a6 48)
100 N A“ — Best overall response, n (¥) Difference (5% C1) 1445 (245 10 43)
" . Complete resporse w0 )
. Partial response 4525 5300) Thacs, 0 0
3 g® | Stable disease 170 16 9) Grade 34 03 8 )
g Godes T o
2o 8w | Progressive disease 305) aan L
N N | Unknown 156 2001 Grade 34 500 w0
:3(;33 ;w | RR, % (95% CI) 47.2(39.8-54.8) 52.8 (45.2:60.3) Grade’s e o
[y S— Y AN S E— TRAE eading to dsconinuation, o
IERY) 1151111141vxn)))e)v4145u5\5- 0369 12151821 24 273033 3639 42 birte , % (9% Cl) 5.5 (188t04.8) B leading 1o L] - hogt
Mot edian time to response, months (range) 2820253 | 28@33te Grade34 oan 0
e mam Gades o 3
TR MMARLSSSTIERENSNAIL INR mumsammmmammmmesn? edien duration of resgonss, montis (range) " | L]
Median reduction in tumor volume, % 22 [ 8.9 + The most common TRAES in both groups were diarthea, fatigue, and pruritus
. tient subgroups, 05 8 y both regimens
oS A8 At i e o sty e 5 . gt 3
- N descriptive only. NR, not reached.. a

Evaluation of vwa Dosml Regimens for -]
Nivolumab in With Ipilimumab in
Pations With Advanced Melanana: Resuls From
the Phase IV CheckMate 511 Trial

2021 ASCO

NIUALIEE NG The question may become: aPD-1/aCTLA-4 or aPD-1/alLAG-3 ?

Progression-free survival Safety summary

. + RELA + NIVO FDC was associated with a manageable safety profile and without unexpected safety signals
Relatlimab (RELA) + nivolumab (NIVO) versus NIVO \ = a

in first-line advanced melanoma: primary phase 3 o
results from RELATIVITY-047 (CAZZ4-047) < AnE 345 (97.2) 143 (40,3 339 (94.4) 120 (33.4;
B , =5 Toae e 5t 009)

Leading to discontinuation 52 (14.6) 30 (8.5) 24(6.7) 1(3.1)
- - R « Treatment-related deaths: RELA + NIVO (n = 3) - hemophagocytic lymphohistiocytosis, acute edema of the
lung, and pneumonitis; NIVO (n = 2) - sepsis and myocarditis, and worsening pneumonia
42, avereevent. e 0 30 otmergrage /4

TRAES cccurring 1 <101 of patients ot hown

CheckMate 067: 6.5-year outcomes in

NIVO + IPI (n = 313) NIVO (n = 313) IPI (n = 311)
patients with advanced melanoma

Any grade | Grade 3-4 | Any grade | Grade 3-4 | Any grade | Grade 3-4

Jed4 0. Wochak  anma Chiarion e, Rene Gonzale, Jean- Jacaues Grob, ¢
Pt Ritkowai.| Cheitopner . Lao:C. L Coweys Gk schadendert

o Wagstat,seenard Dummee i Francesco emce,” ichoe Sy Treatment-related AE, % 9% 59 87 24 86 28
S e WAL o Rt
R e A S Treatment-related AE leading to a2 31 14 8 15 13
discontinuation, %
Treatment-related death,* n (%) 2(1) 1<) 1(<1)
ASCO Safety summary
Vo1 +1p
rae o 178
Two dosing regimens of nivolumab plus rnde 35 AT 7 00 pryen e
ipilimumab for advanced melanom:

3-year results of CheckMate 511

S4a% (24510 -43)
o.

60 33) 6 (45

T

Treatment-related serious AES, n (%)

Grade 3.4 3519 603
Grade s Tor o

TRAES leading to discontinuation, n (%) e 503

03 6 5 121518712477 3035 3639 42 4548 51 54 Grode 5.4 soan 50 @28)
onths Grade s 1o o

The most common TRAES in both groups were diarrhea, fatigue, and pruritus

Outstanding Questions
Upfront combination or “add-on” strategy (29% 5y PES on nivo monotherapy) ?

- Optimal sequencing of available ICI? Now also including adjuvant setting.
Better predictive (or surrogate) biomarkers ? aLAG-3 vs aCTLA-4? (HLA class | & 11 ?)

14
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Melanoma-specific survival (post hoc analysis)*

i Overall Survival BiNvo | G:Nivo
ez | eis

e T

Med 03, m@NG)  muow mrasw saean

3

SyrOSrate, % (O8% Cl) siese Ty HNE00)  19%(-40)

Overall Survival

358

134%
13%

CONCLUSIONS

1. Patients who survive at least five years after their initial immunotherapy have excellent overall survival and
treatment failure-free survival

2. Given the anxiety surrounding survivorship and late progression, long-term survivors should be reassured of their
excellent prognosis

3. These data suggest that agg follow-up les and imaging of patients after 5 years of
survival may not be required
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IMASTERKEY-265: A phase 3, randomized,
lacebo-controlled study of talimogene
aherparepvec plus pembrolizumab for
unresectable stage llIB-IVM1c melanoma i
Antoni Ribas, * Jason Chesney Georgina V. Long,* John M. Kirkwood,* g
. Pap,

EEE e el (8

S
— - Talimogene laherparepvec (T-VEC) plus pembrolizumab
=== proposed mechanism of action

T-VEC is injected
directly into tumor

Local Innate & Adaptive Systemic
Oncolysis Immune Stimulation Immune Response

Immature Tcell proliferation  Exhausted T
. dendiitic cell and migration
Healthy - ’
’ o % Teell ~
Y ? -
\ £ Q p “ AN
o 4 Rt
/| H
f - 3 N
3 A A -
. \ ¢ - recognifion
e Tumor-derivex e Tcell
N L tige e cell death and release of
¥ new array of TDAs

 This schematic is based on data from a phase 1b, single-arm trial (MASTERKEY-265) testing the
combination of talimogene laherparepvec (T-VEC)-pembrolizumab in 21 patients with advanced melanoma'’
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Primary PFS endpoint did not meet statistical
significance

T-VEC-pembrolizumab (N = 346) Median (95% CI) (month): 14.3 (10.25, 22.11)
Placebo-pembrolizumab (N = 346) Median (95% Cl) (month): 8.5 (5.72, 13.54)
Stratified Log Rank: HR 0.86 (95% Cl 0.71, 1.04), P = 0.13

1.0 1-year PFS 2-year PFS
= 09 T-VEC-pembrolizumab: 53.8% T-VEC-pembrolizumab: 41.9%
£ os Placebo-pembrolizumab: 45.7% Placebo-pembrolizumab: 38.6%
g o7 ‘
& 06 ;
= 0.5
£ oa : AAirE
S o3 : :
0.2 [
0.1
0.0 H
T T T T T T T T T T T T T T T T
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number of Patients at Risk: Study Month
T-VEC-pembro: 346 228 199 184 171 156 145 132 97 73 a8 31 17 ° 2 o
Placebo-pembro: 346 209 176 155 142 132 121 116 80 55 38 19 10 5 2 o

- PFS triggered at 407 events in March 2020
= A 5.8-month difference was observed in median PFS between T-VEC-pembrolizumab (PFS = 14.3 months) and placebo-
pembrolizumab (PFS = 8.5 months)

Futility boundary for overall survival was crossed at
OS 1A2

T-VEC-pembrolizumab (N = 346) Median (95% Cl) (month): NE
Placebo-pembrolizumab (N = 346) Median (95% Cl) (month): 49.2 (40.57, NE)
Stratified Log Rank: HR 0.96 (95% Cl1 0.76, 1.22), P = 0.74

1.0
0.9
S o7
£ oe Rri b
= 9%° m
‘E 04
> 0.3 1-year OS 2-year OS
02 T-VEC-pembrolizumab: 81.2% T-VEC-pembrolizumab: 67.5%
01 Placebo-pembrolizumab: 79.0% Placebo-pembrolizumab: 66.0%
0.0
o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Number of Patients at Risk: StidyiMonth
T-VEC-pembro: 346 322 295 279 275 256 245 233 225 219 193 158 125 80 51 35 14 3 o
Placebo-pembro 346 322 302 286 264 252 235 227 216 205 177 150 121 77 a9 31 1 2 o
- OS triggered after 282 events in October 2020
= Futility boundaries: HR = 0.89 (constant treatment effect), HR = 0.93 (non-constant treatment effect)
= Chance of achieving OS statistical significance at OS IA3/PA is extremely low
ESMD™™
962MO - A phase | clinical trial on intratumoral inieclion
of autologous CD1c (BDCA-1)* / CD141 (BDCA-3)
myeloid dendritic cells in combination with
talimogene laherparepvec (T-VEC)
in patients with advanced pretreated melanoma
Sdwarzs K, Tgat, Aweda G, Cras L Duf, Foroyh . Van it | Tuyaars S, Neyrs B
B8y Sermale with BRAF=" stags IIC melanoma post 101
i Katharina Schwarze, MD MSc

Departmentof Medical Oncalogy ™
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Sequencing of available treatment options in
BRAF V600-mutant melanoma

RIGHT WAY

Right Way Right Way
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ASCO Ples

DREAMseq Trial Treatment Schema

DREAMseq (Doublet, Randomized Evaluation in
Advanced Melanoma Sequencing) a Phase Il
Trial: ECOG-ACRIN EA6134

Ipi/nivo induction
followe:

Michael B. Atkins 2, Ba Antoni Ribas?, Ahmad A. Tarhini?, nivo maintenance continuous
0 Brendan D. Curti®, Joanna M. Brell’,
", Jedd D. Wolchok™2, John M. Kirkwood®
BRAF-mutant Randomize At disease
metastatic melanoma progression
Arm B Arm D*

Ipi/nivo induction
followe:
nivo maintenance

Dabrafenib/trametinib,
continuous

1) ECOG PS (0/1)
2) LDH (WNL, high)

ASCO Plenary Serics | HRBEOBRMISMIEE]  Michel 8. Atns, MO

Step 1 Step 2

*Nivo/Ipi Induction = 12 wks; nivo maintenance = 72 wks

ichael B. Alons, D

*Bars represent 95% CI Data missing on ~ 15% of pts

ASCO Plenary Serics | ASCORRRBNESIRR]

20
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Progression Free Survival (PFS): Step1 (n=214) Overall Survival (OS): Step 1 +/- Step 2

PFSmecan, 95%Cl 11.8m0(59,335)  88mo (65113)
1yoorPFS.0S%CI AP OESEN) 3% 6% 40%) Nivollpi +/- Dab/Tram: 38/133 died,
290 PFS, INCI  AZROINSZN)  19% (12%,21%) 2:y7 OS rate 72% (95% CI:62%, 79%)

l Arm A-Nivollpi:11.8 mos

20%, (95% RCI: 3%-38%), Z-stat= 3.157 >2.743
42%

Survival Probabili

Dab/Tram +- Nivoflpi: 62/132 died,
2-yr OS rate 52% (95% CI. 42%, 60%)

8-Dab/Tram: 8 Log-rank p-value=0.054
Am B-DabiTram: 88 mos | og-rank p gk pyser= S1005

so 60

(# at rimie)

ASCO Plrcr S RSERBRRRNA] ASCO 5 ASCO Plenony S RROBARRISHAH

Median Rx Duration < 6 weeks

Off Rx Reason
PD= 39%
30%

26%

4%

Crossover to Arm C-TT =0
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EESVD’ ) EEEESM*™ SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY
ity [5imunas (e (V] sn (SECOMBIT): STUDY DESIGN

combo target therapy [encoral

fenib (E)binimetinib (8] in
patients with BRAF mutated metastatic melanoma. A
phase Il randomized study

.2 e PF 3 Rutiowsi . Gudoboni M Arance

sV Mo + G Dl Veho, emaT. » v
Qusci 1660 G Helgadot . ok 1 Pl G Garvro e
D1 Grnad Al D R
: = * Patents affected by
" R 2 Sacondey endpolns:
rlanoma BRAF » s
oty

V600 mutaed
+ Samplo sizo 230 pts

encomini
»  nieo

M1b

> Mic with normal LDH (< 2ULN)
> Mic with elevated LOH (> 2 ULN)

L - encorafen (8RAFI); MEK162 - it (MEX); ORR, obective esponse at;
05, overll surval; S, progression ree sural; P, rogresive disase

Clinicaltrials.gov: NCT02631447.

SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY (SECOMBIT) STUDY: SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY (SECOMBIT) STUDY:
TOTAL PROGRESSION FREE SURVIVAL OVERALL SURVIVAL

Y TR T T i [ mo | ume ]
7% 72% 78% 81% 81% 7
. weers@swe) (T JEE R o] 1y 08 (95% CI) (7290)  (72:90)  (69-95)
H 8% 65% 57% |
4 H 65% 73 69
H : WP O%C)  (a45m)  (s476)  (4569) - H 2y08 8% Cl) s ey e
H H 1% 53% 54% £ ooy H i o
H ] v - - H i : y
H : ! : HHPFSE%C) (o953 (4363  (4266) g H : 3y 08 (95% CI) | = | =
H H v i HRESKC) AmBYA 071 H H H H
H : : i iifios - £ H ! H wmsicoamewa 073
£ i i i Exlooy s (0.44-1.14) | H H H Exsormay wysa  (0.4211.26) - -
3 H H | HR (95% CI) A Cvs A 0.74 H | i
£ : i i mprermona]| Juret : : : e e :
- | H | 10t PFS: time from randomization untilthe date of the second progression o2 H H H " "
: : : H ! H ARM A: Enco/Bini PO~ pi/Nivo
: : : ARM A Enco/ini PD—» 1pi/Nvo H ! H AR5 Ipi/Nivo PO—» EncofBini
on] ] ' ' AR &: Ipi/Nivo PO— Enco/Bin H ' i 'ARMLC: Enco/Bin (8 weeks)-» Ipi/Nivo PD—> Enco/Bini
| : : ! . . ARMIC: Enco/Bini (8 weeks)-» Ipi/Nivo PD—> EncoyBini oo H : H
R I N T R
ARMB: 69 a9 @ h s o ARMA: 69 i ) wif g (]
ARMC: 68 s a8 1 s o ARMB: 69 58 a5 time (mon 4 o
o

BEM ARMi Cp— a6 1B a
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Article
A Comprehensive Analysis of Baseline Clinical Characteristics
and Biomarkers Associated with Outcome in Advanced

‘Table 1. Baseline parameters investigated in this analysis.

Clinical Factors

deee

ot et

Blood Values

Albumin » (35-50 /L)
Lactate dehydrogenase o
(13618 U/L)

Coreactive protein » (<5 mi/L)

Plasma ctDNA Imaging
Detection of ™IV o
BRAFV or
NRASQUISIZSH.

mutant ctDNA o*
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Figure 1. Progression-free and overall survival in subgroups of patients with LDH > 2ULN (panels A,B), CRP > 10ULN
(panels C,D), and ALC < 750/mm? (panels EF) in the total study population. Abbreviations: ALC—absolute lymphocyte
count; CRP—C-reactive protein; LDH—lactate dehydrogenase; ULN—upper limit of normal.
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Lenvatinib Plus Pembrolizumab For
Patients With Advanced Melanoma and
Confirmed Progression on a PD-1 or
PD-L1 Inhibitor: Updated Findings of
LEAP-004
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LEAP-004 Study Design (NCT03776136)

Pembrolizumab
200mg IV Q3W
for up to 35 cycles.

Lenvatinib
20 mg PO QD
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62y M, stage IV-M1d NRAS Q61R, progressive following: nivolumab, ipilimumab,
temozolomide, trametinib/low-dose dabrafenib (TRAMEL-WT study)

New brain
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24 JAN 2022
Ongoing PR

Regorafenib 40 mg QD

Trametinb 0,5-1 mg QD
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52y F, stage IV-M1d BRAF V600E, progressive brain and leptomeningeal metastases
following: nivolumab+ipilimumab, trametinib/dabrafenib and binimetinib/encorafenib

Phase Il (Simon 2-stage design)
investigating regorafenib
in pretreated melanoma
(RegoMel)

14-okt-2021 30-dec-2021

Regorafenib 80 mg QD
Binimetinib 15 mg BID

Encorafenib 300 mg QD
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Improved Survival with Ipilimumab in Patients
with Metastatic Melanoma

Pembrolizumab versus Ipilimumab
in Advanced Melanoma
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Evaluation of Atezolizumab, Cobimatinib, and
Vemurafenib in Previously Untreated Patients With
BRAF' Mutation-Positive Advanced Melanoma:
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Prolonged Survival in Stage IIl Melanoma
with Ipilimumab Adjuvant Therapy
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Adjuvant Nivolumab versus Ipilimumab
in Resected Stage III or IV Melanoma

e NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

ljuvant Pembrolizumab versus Placebo
in Resected Stage III Melanoma
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