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STADIUM IV MELANOOM

Op basis van lokalisatie van de metastasen en lactaat dehydrogenase (LDH):
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STADIUM IV MELANOOM: BEHANDELING

IMMUNOTHERAPIE
(CHECKPOINT REMMERS)

\ /
~

\_

DOELGERICHTE
BEHANDELING

(BRAF GEMUTEERD

MELANOOM) /

EY
ANTONI 8)
VAN 5%
LecuwenHOEK 1572~

STADIUM IV MELANOOM: BEHANDELING: 2020

IMMUNOTHERAPIE
(CHECKPOINT REMMERS)

¢ Anti-PD-1 antilichaam:
* Pembrolizumab
« Nivolumab

¢ Anti-CTLA-4 antilichaam:
« Ipilimumab

* Anti-CTLA-4 + anti-PD-1

antlichaam:
\ « Ipilimumab + nivolumab /
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BRAF + MEK inhibitor

Vemurafenib + cobimetimib
Dabrafenib + trametinib
Encorafenib + binimetinib
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VERBETERING VAN OVERLEVING: NEDERLAND
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STADIUM IV MELANOOM: BEHANDELING: RECENTE

GEGEVENS

4. Combinatie immunotherapie + B

RAFi + MEKi
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IMMUNOTHERAPIE f

(CHECKPOINT REMMERS)

DOELGERICHTE \

BEHANDELING

* Anti-PD-1 antilichaam: .
+ Pembrolizumab <}:{ 2. update
« Nivolumab

¢ Anti-CTLA-4 antilichaam:
« Ipilimumab

* Anti-CTLA-4 + anti-PD-1

BRAF + MEK inhibitor

Vemurafenib + cobimetimib
Dabrafenib + trametinib <:{ 1. update

Encorafenib + binimetinib

antlichaam:
\ + Ipilimumab + nivolumab <'§]I 3. update
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1. DABRAFENIB + TRAMETINIB: UPDATE >

* Hoge responskans: 70%

A Oversl Survival i All Patients

» Mediane tiid tot progressie: 11 maanden ‘T\ T

* Na 5 jaar: nog 34% van de patiénten

in leven

« Patiénten met normaal LDH, weinig uitzaaiingen, goede conditie:

betere uitkomst

« Bijwerkingen: koorts, vermoeidheid, misselijkheid, diarree,

gewrichts-en spierpijn

Robert C. et al. NEJM 2019 /\ngﬁl
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2. PEMBROLIZUMAB: UPDATE

Anti-PD-1 antilichaam is beter dan een anti-
CTLA-4 antlichaam

Responskans: 45%

Na 5 jaar: nog 38% van de patiénten in Ievenm‘”'

Patiénten met respons op de behandeling,
hebben een erg goede uitkomst na stoppen
van behandeling (2 jaar)

De optimale duur van behandeling is
onbekend s

Ernstige immunotherapie-gerelateerde

bijwerkingen: 15%
Robert C. et al. Lancet Oncol. 2019 ANTON‘E@
LEEUWENHOEK 16

27-01-20



11

3. IPILIMUMAB + NIVOLUMAB: UPDATE

CheckMate 067: Study Design

5-year follow up of a randomized, double-blind,

phase 3 study to compare NIVO+IPI or NIVO NIVO 1 mglkg +

alone with IPI alone?® _ IP1 3 mg/kg Q3W for
n=314 4 doses then
NIVO 3 mg/kg Q2wW
Stratify by:
metatastic melanoma " BRAFstatus rset i
) + AJCC M stage n=316 NIVO 3 mg/kg Q2W + progression
* Previously untreated —_— or

IPl-matched placebo

+ 945 patients * Tumor PD-L1 unacceptable

expression < 5% toxicity

IPI 3 mg/kg Q3W
for 4 doses +
NIVO-matched placebo

versus 2 5% \
Co-primary endpoints® were PFS and OS in n=315

the NIVO-containing arms versus IPl alone

Database lock: July 2, 2019; minimum follow-up of
60 months for all patients
NCT01844505
*The study was not powered for a comparison botween NIVO+IPI and NIVO AJCC. American Joint Commitiee on Cancer. 5

Larkin et al. NEJM 2019 WON‘@A
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Response to Treatment

| Nvospi(n=314) | N (n=316)

ORR, % (95% Cl)

Best overall response, % g
Complete response 6
Partial response 36 13
Stable disease 12 9 22
Progressive disease 24 38 50
Unknown 6 8 9

ITT median duration of resp months (95% Cl) NR2 NR (50.4—NRr 14.4 (8.3-53.6)
Continued response, n/N (%) 113/1893 (62) 86/141 (61) 24/60 (40)

While ORR has remained stable, rates of CR have increased over the 3-, 4-, and 5-year analyses'2
- 19%, 21%, and 22% for NIVO+IPI

- 16%, 18%, and 19% for NIVO

— 5%, 5%, and 6% for IPI

Although a median was reported at the previous analysis, that estimate was immature and greater than the minimum study follow-up. ITT, intention to treat.

1. Wolchok JD, et al. N Engl J Med 2017:377:1345-1356; 2. Hodi FS, et al. Lancet Oncol 2018;19:1480-1492.
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Overall Survival

. | NIVO#IPI | NVO | ]
1009 « Improved OS with NIVO+IPI (n=319 n=316) Ll
901 and NIVO Vs |P| over 5 years Median OS, mo (95% CI) NR (38.2-NR) 36.9 (28.2-58.7) | 19.9 (16.8-24.6)
80 HR (95% CI) vs IPI 0.52 (0.42-0.64) | 0.63 (0.52-0.76) -
HR (95% CI) vs NIVO* 0.83 (0.67-1.03) - -
70
60 . .,
;\? 53% 52%
o 907 HR = 0.83
S 4 ! % o (95% Cl, 0.67-1.03)
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
No. at risk

Months
NIVO+IPI 314 202 265 248 227 222 210 201 199 193 187 181 179 172 169 164 163 159 157 155 150 92 14 O
NIVO 316 202 266 245 231 214 201 191 181 175 171 164 158 150 145 142 141 139 137 135 130 78 14 0©
IPI 315 285 253 227 203 181 163 148 135 128 113 107 100 95 94 91 & 84 8 77 73 36 12 0

aDescriptive analysis. 1. Larkin J, et al. Oral presentation at the AACR Annual Meeting; April 1-5, 2017: Washington DC, USA. Abstract CT075;
2. Wolchok JD, et al. N Engl J Med 2017;377:1345-1356; 2. Hodi 'S, et al. Lancet Oncol 2018:19:1480-1492 9

Larkin et al. NEJM 2019 WON‘@A
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Safety Summary

* No new safety signals were observed with the additional follow-up

» No additional deaths due to study drug toxicity were reported since the prior analysis?

NIVO+IPI
(n=313)
Patients reporting event Any grade | Gr2ac 3/4 | Any grade | Gradz3/4 | Any grade | Gradz 3/4
Treatment-related AE, % 96 59 87 23 86 28
et | | [ e [ W | s [
Treatment-related death, n (%) 2(1) 1(<1) 1(<1)

+ Survival outcomes were not impacted by discontinuing NIVO+IPI early due to a TRAEP

— Patients who discontinued NIVO+IPI during induction due to a TRAE had 5-year PFS (35%) and
OS rates (51%) similar to patients in the overall population (36% and 52%, respectively)

ported treatment-related deaths were and liver necrosis for NIVO+IP! (n = 1 each; both occurred > 100 days after last treatment),
neutropenia for Ni

IVO (n = 1), and colonic perforation for IPI (n = 1); *Post-hoc analysis. TRAE, treatment-related adverse event

Larkin et al. NEJM 2019 ‘*”%E@,\

LEEUWENHOEK &a

14

27-01-20



3. IPILIMUMAB + NIVOLUMAB: UPDATE SAMENGEVAT

» Combinatiebehandeling (ipi + nivo) heeft een hoge
responskans: 60%
(ipilimumab behoudt een repsonskans van 15% na anti-PD-1)

» Eris geen significant overlevingsvoordeel aangetoond van
combinatiehandeling (ipi+nivo) in vergelijking met nivolumab
monotherapie.

* Na 5 jaar: nog 52% van de patiénten in leven

+ Combinatiebehandeling (ipi+nivo) gaat vaak gepaard met
ernstige immunotherapie-gerelateerde bijwerkingen: 60%
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4. COMBINATIE IMMUNOTHERAPIE + DOELGERICHTE
BEHANDELING

Doelgerichte behandeling

% overleving

tijd
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4. COMBINATIE IMMUNOTHERAPIE + DOELGERICHTE
BEHANDELING

Immunotherapie

% overleving
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4. COMBINATIE IMMUNOTHERAPIE + DOELGERICHTE
BEHANDELING

Combinatie immunotherapie +
N . doelgerichte behandeling

% overleving
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4. COMBINATIE IT (PD-1/-L1 mADb) + BRAF/MEKIi
fase 1 studies

Dabrafenib/Trametinib Dabrafenib/Trametinib Vemurafenib/Cobimetinib Dabrafenib/Trametinib
Durvalumab Pembrolizumab Atezolizumab Spartalizumab
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Time, months

Ribaset al. ASCO AM 2015 Ribas e al. ESMO 2017 Hwu et al. ESMO 2016 Dummer R. et al. SMR 2019
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PEMBROLIZUMAB + DABRAFENIB + TRAMETINIB

KEYNOTE-022 Part 3 Study Design
(NCT02130466)

Pembrolizumab 2 mg/kg Q3W +
Dabrafenib 150 mg BID +
Patients Trametinib 2 mg QD
Histologically confirmed
unresectable or metastatic stage IV
BRAFV600EK.mutant melanoma
No prior therapy
Measurable disease
ECOG PS 0/1

Placebo Q3W +
Dabrafenib 150 mg BID +

Trametinib 2 mg QD
Stratification factors®

»HSIO S (D) + Primary end point: PFS

o LBk 5 UR S 23 UAY) Secondary end points: ORR, duration of
response, and OS
Data cutoff: Feb 15, 2018

“Owing 10 the small number of patients enrolled in the ECOG PS 1and LDH 1.1 x ULN strata, these strata were combined.

Ascierto et al. ESMO Meeting 2018 ‘*”TON‘E@A
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Summary of Adverse Events

Pembro+D +T Placebo + D + T

n (%) n (%)
N =60 N =60
Any-grade AE 59 496 5849
Grade 3-4 4
Led to death? 2(3) 0(0)
Led to discontinuation 25 (42) 13 (22)
Led to discontinuation of all 3 study drugs 15 (25) 9 (15)
Treatment-related AE 57 (95) 56 (93)
Grade 3-4 34 (57) 16 (27)
Led to death 1(2) 0(0)
Led to discontinuation of 21 study drug 24 (40) 12 (20)

Ascierto PA, et al. Ann Oncol. 2018;29(Suppl 8): Abstract 12440.

“One patient died due to treatment-related pneumonitis and one died of unknown cause. Data cutoff: Feb 15, 2018.
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Progression-Free Survival
Events,  Median,* mo HR® P Value®
n (95% CI) (95% CI)
Pembro+D + T 31 16.0(8. 5)

‘: Placebo+D + T 41 10.3(7.0-15.6) 0.68 (040-4.07) 0.04287

8 PFS did not reach
3
o
%
»
S

51
-
A P TSI, o 0675 (01 1) LOMLOH 1.1 AN 1.1+ LN, oweg e s s f s el

Overall Survival
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5. VERWACHT...

COMBINATIE BEHANDELING |\ J[%/

* Immunotherapie + immunotherapie

e Pembrolizumab + T-VEC versus pembrolizumab
¢ Nivolumab + anti-LAG-3 versus nivolumab
¢ Nivolumab + NKTR-214 versus nivolumab

* Immunotherapie + doelgerichte behandeling
» Atezolizumab + vemurafenib + cobimetinib versus
placebo + vemurafenib + cobimetinib
- PDRO001 (anti-PD-1) + dabrafenib + trametinib versus
placebo + dabrafenib + trametinib
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CELTHERAPIE

» 2e lijnsbehandeling: TIL (tumor infiltrerende lymfocyten) versus

ipilimumab (AVL-Amsterdam)

SWITCHEN?
+ Tijdelijke doelgerichte behandeling gevolgd door switchen naar

immunotherapie versus onmiddellijk immunotherapie

WANNEER IMMUNOTHERAPIE STOPPEN?
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