Leven met melanoom onder

systemische behandeling.
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Bijwerkingen medicatie
algemeen

Maculopapulair
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Bijwerkingen
chemotherapie

Haarverlies

Stomatitis

Hand foot syndroom
Nagelafwijkingen

Droogte / jeuk

Extravasatie

EGFR inhibitoren: acneiforme rash

BRAF inhibitoren
| Vewunfenib | Dabrafenib |

‘huiduitslag’ 70% 22%
fotosensitiviteit 20% 3%
panniculitis 14% Cases
millia / cysts >50% ?
hyperkeratosen 25% 35%
palm / plant 12% 18%
erythrodysaesth sy
Kerato-acanthoom 9% KA 12%
/ spino 14% SCC
Haarveranderingen  31% alopecia 28%
3,7% andere
Atypische naevi / 3% atyp naevi 2%
melanoma 3% melanomen

E. Livingstone, EADO 2017
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‘Huiduitslag’

JAMA Dermatology, july 22,2015

Zon
overgevoeligheid

» Cave achterraam
« Cave in auto
+ Cave lippen

JAMA Dermatology, july 22,2015




Panniculitis
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Ruwe/verharde
letsels

JAMA Dermatology, july 22,2015

Kerato-acanthoom /
Spinocellulair carcinoom
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Reactie handen en voeten

Haarveranderingen

* Haarverlies / verdunning

* Verandering van haren
o Krul
o Kleur

Atypische moedervlekken
en melanomen

* Vnl wild type
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MEK-inhibitoren

Table 3. Adverse Events.*

Adverse Event

Rash
Grade 2
Grade 3 or 47

Diarrhea
Grade 2
Grade 3 or 47
Fatigue
Grade 2
Grade 3

Peripheral edema

Grade 3
Acneiform dermatitis
Grade 2
Grade 3
Nausea
Grade 2
Grade 3
Alopecia
Grade 2
Grade 3

Hypertension
Grade 2
Grade 3

Constipation
Grade 2
Grade 3

Vomiting
Grade 2
Grade 3

(N=211)

number of patients (percent)

121 (57)
40 (19)
16 (8)
91 (43)
13 (6)

o

54 (26)
11 (5)
84
54 (26)
8(4)
2(1)
40 (19)
20 (9)
2@
38 (18)
5(2)
2@
36 (17)
3(1)
1(<1)

27 (13)
3@
2@

(N=99)
10 (10)
3(3)

16 (16)

37 (37)
10 (10)
1)
19 (19)
8 (8)

7(7)
3(3)
303)
23 (23)
5(5)
1@)
19 (19)
44

2(2)

* The safety analysis included all patients who underwent randomization and
received at least one dose of a study drug (310 patients). Three patients in the
trametinib group and 9 patients in the chemotherapy group were not included
in the safety population. Listed are the most common adverse events (occur-
ring in =15% of patients) of any grade, along with grade 2 or 3 adverse events.

+ One patient in the trametinib group had grade 4 rash, and one patient in the
chemotherapy group had grade 4 diarrhea.

° Flaherty KT et al, N Eng ] Med 2012; 367:107-14

Tjin-A-Ton MLR, Ntvg 2007

MEK-

inhibitoren
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BRAF-inhibitor + MEK
inhibitor

Table 2. Adverse Events Reported in Part C.*
Dabrafenib Monotherapy Combination 150/1 ‘Combination 150/2
Adverse Event =537 (N=54) (N=55)
Grade3ord  AlGrades  Gradelord AlGrades  Grade3ord  AlGrades
number of patints (percent)
Any event 2@ 53000 sy 5308 28 55000
Pyresia 0 1426) ) 37(69) 360 3900)
chills 0 907 1@ 2750) 12 32(58)
Fatgue 36 21 40) 1) 31(57) 20) 29(53)
Nausea 0 1@ 36 25 46) 1@ 24 (44)
Vomiting 3 505 29 W) 10 240
Diarthea 0 15.28) 3 1426 1@ 2006
Headache 3 15 28) 10 2007) 3 1609
Peripheral edema 0 9(17) o 13 (24) J 16 (29)
Cough o @y o sy o 169)
Arhralgia 3 1834 o 24 (44) 3 15@7)
Rash J 19 (36) o 11 (20) o 15 (27)
Night sweats 0 3(6) 0 8(15) 0 13 (24)
Decreased appetite o 10 (19) o 16 (30) o 12 (22)
Myalgia 10 1203) o 13 20) 10 2@
Constipation 0 sy 10 907 3 2@
Elevated blood slkalne phosphatase 0 10 36 2@ 3 )
Hyperkeratosis 3 16 (30) 0 36 0 5@
Alopecia o 18 (34) o 50) o 36
Grade3;  AllGrades Grade3 Al Grades Grade3}  AllGrades
Cutaneous squamous-cellcarcinomaf ~ 9(17)  10(19) e 10 16 )
Skin papilloma 0 505) o 40 o 204
Hyperkeratosis 0 16 (30) o 3(6) o 5(9)
Decreased ejection fraction 0 o 12 2(4) o 5(9)
Cardiac failure 0 0 1) 1) o 0
Hyperension 0 20) o 20 10 50
Chorioretinopathy 0 0 o 0 10 1)

* Listed are all adverse events that were reported in more than 20% of patients in any group, regardless of whether a causal relationship was
likely. In addition to these events, there was one death from sepsis in the combination 150/1 group and there were three deaths in the com-
bination 150/2 group (two from brain hemorrhage and one from pu None of these events to be related
1012 study drug. Neutropenia (grade 3 or 4) occurred in 119% of patients i the combination 150/2 group, with one case of febrie neutrope.
nia. Acneiform dermatits occurred in 119 of patients in the combination 150/1 group, 16% in the combination 1502 group, and 4% in the
‘monotherapy group, with no grade 3 or 4 events reporte

+ One patient who was assigned to the monatherapy group received combination 150/2 and so was included in the combination 150/2 safety

 For these categories, no grade 4 events were reported.
§ Keratoacanthoma was classified as cutaneous squamous-cell carcinoma.

Flaherty KT etal. N EngJ Med 2012;367:1694-1704

‘Table 3. Common Adverse Events.*

Adverse Event i i imetinib (N=254)
Grdel  Grade2 Graded  Graded Gudel  Grade2  Guded Graded
number ofpatients (percent)
Any adverse event 2@ 0e) ey 20 10) @5 125(9) 3403
Most common adverse events
Diarrhea siEy () o 0 909 2200 1606 o
Nausea a8 2 2@ 0 00 20) 2 0
Vomiting 20 e 2 0 06 100 £ 0
Rash w09 270y 126 0 ss@) 290y 1B 20)
Photosensitiity reaction 300 126) 0 3 89 180) 60 0
Hyperkeratosis o) uE  s@ o0 20 30 o o
Fatigue 208 2400 7@ 0 B9 20 ) o
Pyrexia a8 0@ o 0 0 1BE) e 0
Arthralgia s 0y 12E 0 se@) 23O 6@ 0
Alopecia ss@) 1) 1) o BO) 1@ @ o
Increased alanine aminotrans:  17(7)  11(s)  14(6) 1) 66 1@ 80)  1E)
ferase
tncreased sparate amino- BE 0@ 4@ 1) vy 8o ae 0
Increased creatine kinase 60) 1) 0 3 BE Ay Ve )
Selected adverse events
Cutaneous squamous-cell o o 27ay 0 0 1€) 6@ 0
carcinoma
Keratoacanthoma ) 1) 8@ 0 0 0 20 0
Chorioretinopathy ey 0 3 3 e 12E 1) 0
Retinal detachment o o o 3 9 6@ 50 1)
Decreased ejection fraction o @ 3w o 2 uE 30 o
Qintenval prolongation 53 20 3m o @ 20 1€y 0

* The safety population was analyzed according to the study treatment received. Eight patients assigned to the control group received investi
gational cobimetinib as a result of dispensing errors. Two patients (one in each study group) did not receive the assigned study drug and
were from b p ecific adverse event for a patient were counted once at the
highest grade of the occurrence, according to the National Cancer Institute Common Terminology Criteia for Adverse Events, version 4.0.
For example, if a patient had two episodes of a specific toxic event, one grade 3 and one grade 4, the patient was counted only once, in the
grade 4 column. Similarly, in the “Any adverse events" row, i a patient had, for example, three separate events of grade 1, 3, and 4, the pa-
tient was counted only once, in the grade 4 column,

+

i atleast 20% of the patients in either study group.

Larkin et al. N Eng ] Med 2014: 371:1867-1876

Combinatie BRAF + MEK
inhibitor

» Frequentie bijwerkingen daalt !
* |dem tot meer ‘huiduitslag’ en fotosensitiviteit

* Beduidend minder
o Ruwe / verharde letsels

o Spinocellulair carcinoom / kerato-acanthoom

o haarverlies
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Immunotherapie

Pembrolizumab | Nivolimumab | Ipilimumab Nivo + Ipi
Huid ? 37,4-41,9% 43,5-58,7% 59,1-71,3%
bijwerkingen
Huiduitslag 13,4-20,7% 14,5-26,1% 14,5-26,1% 28,4-55%
Maculopapulaire 1,5-3,6% 2,7-17,4% 2,7-17,4% 11,8-16%
rash
Pruritus 14,1-20,7% 24,4-35,4% 24,4-35,4% 33,2-47%
vitiligo 8,9-11% 1,6-8,7% 1,6-8,7% 6,7-11%

Pontow MA et al. N Eng ] Med 2015; 372:2006-17
Larkin J et al.N Eng ] Med 2015, may 31

Robert C et al. N Eng ] Med 2015; 372:2521-2532
Hodi FS et al. N Eng ] Med 2010; 363:711-23

‘Rash’

* Maculopapulair exantheem
« DD andere huiduitslag

o Lichenoide eruptie

o Psoriasiforme eruptie (vnl psoriasis inversa)

o opstoot vooraf bestaande huidziekten (vnl auto-immuun gerelateerd)
()

rosacead
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Nagels - Mond

vitiligo

Ontstaat na enkele maanden behandeling
Meestal diffuus, zelden lokaal

Kan ook thv haren, thv littekens

Irreversibel

16-01-18
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Is er een link tussen IR huid
bijwerkingen en respons op
behandeling?

* Recente studies : link tussen skin rash / vitiligo en
langere totale overleving en/of progressie vrije
overleving

» verdere studies nodig

Sanlorenzo M et al. Pembrolizumab cutaneous adverse events and their association withv disease progression. JAMA
Dermatol 2015; 151:1206-1212

Freeman-Keller M et al. Nivolimumab in resected en unresectable metastatic melanoma: characteristics of immune-
related adverse events and association with outcomes. Clin Cancer Res 2016;22:886-94

Hua C, Robert C. Association of vitiligo with tumor response in patients with metastatic melanoma treated with
pembrolizumab. JAMA Dermatol 2016;52:45-51

Dank u voor uw
aandacht!
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