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2018 BJOM Bz B B S & Ay FEREIRAE " Clinical Oncology > Z2HE T IR ET s AHRH 1
HY © genetic predisposition ~ genetic causes and the environment ~ targeting the tumor
environment ~ melanoma ~ lymphoma * non-melanoma skin cancer ~ rare skin tumors * adverse
effects of chemotherapies and targeted therapies ° #&HEBIE KAFINT = BRI LADR
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SR R A AR T Th2 Ry ERYSE K e - S ERARVARRASZ (40
L4~ TL-13 ) » B ENE M SRR DL Th7 ~ Th22 By E B8 R 4R - ErPAHRANES X 5y
TR dlifEs e (41 JAK ~ PDE4) # @3RS 38l A0y B -

B Allergens
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Tralokinumab ¢ 17 Tezltclumab s

Antigen\ L-17

Lebrlklzumab
presentation ?

Fezakmumab

22 / IFIN-Y
: y &
JAK inhibitors ccLis Y 2ot
Apremilast CCL22 ];';'l
HA4R inhibitor ccL2e
: Ustekinumab .
Non-lesional Acute stage Chronic stage >

Noda S, Krueger JG, and Guttman-Yassky E. JACI 2015

Dupilumab { Dupixent® ) 42 fully human monoclonal antibody to shared IL-4Ra subunit -
A LLERHII] IL-4 2 IL-13 > WiAESFE AR &8 B H4E 2016 FHY SOLO EEPRE
& > £/ Dupilumab S HEEESRAL MR % 16 1812 A S B A A] DL EASI-75
HIEE - 2017 A-HY CHRONOS b PREAERIT — 20 S B RIS (E A A M B E S - 22 5]
EASI-75 S B 0] DUFEFH2] 65% © W15 S RT{# F cyclosporine A (B4
Az HRIWER » 20k Dupilumab J&HE A 7S ECR BIEF] EASE-TS © 280 _FilthH5E &2
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FH Dupilumab » 1 F7A iR A D ] ATEREZ 2 ERR B tacrolimus AREE/K/BEHYARE T
B - HASEEE FoRR 1 GRS Bt s B AR oI Riirm A3 B2
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Dupilumab %1 & E R R a2 — -
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Add antiseptics / antibiotics in cases of superinfection
Consider compliance and diagnosis, if therapy has insufficient effect

Refer to guideline text for restrictions, especially for treatment marked with '
Licensed indication are marked with 2, off-label treatment options are marked with 2

SEVERE: Hospitalization; systemic immunosuppression:

SCORAD >50/ or cyclosporine AZ2, short course of oral

persistent eczema glucocorticosteroids?, dupilumab '#, methotrexate®,
azathioprin *, mycophenolate mofetil ;, PUVA ",

alitretinoin '#
MODERATE: Proactive therapy with topical tacrolimus 2 or class
SCORAD 25-50/ or Il or class Ill topical glucocorticosteroids 2, wet wrap
recurrent eczema therapy, UV therapy (UVB 311 nm, medium dose UVA1),

psychosomatic counseling, climate therapy

MILD: Reactive therapy with topical glucocorticosteroids class
SCORAD <25/ or 112 or depending on local cofactors: topical calcineurin
transient eczema inhibitors 2, antiseptics incl. silver?, silver coated textiles '
BASELINE: Educational programmes, emollients, bath oils,
Basic therapy avoidance of clinically relevant allergens (encasings, if

diagnosed by allergy tests)

Wollengerg A, et al. J Eur Acad Dermatol Venereol. 2018;32(6):850-878.
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Keratinocyte activation and

Macrophages
Kofoed K, et al. Acta Derm Venereol 2015,95:133-9

R BRI AEY)BFIZ BT Anti-IL17 ~ Anti-IL17RA ~ Anti-IL23 ~ PDE4 inhibitor ~
JAK inhibitor * /& AMAGINE ~ NAVIGATE < AH Bl i R B ] 2 3 12 LL 22y s bl
B S {0 FIAY Ustekinumab ZEZA N HAFA PR - a4 Y3ImLLAE 4R MTX -
Cyclosporine 2RV &4 » LT EHVEFERT4E - EFFRAERRAS » Anti-IL17 antibody
BUEEEA candidiasis A1 inflammatory bowel disease ZEHFEEE o

2 SR EAEZ A ATBEEL TL-36RN gene loss-of-function mutation AR > H 1L-36

signaling pathway #¢A8/E E(R1& 5 [FEHE N ARAYEE R K JE -

Generalized pustular psoriasis
wisis QP i O

receptor {11, or 3} } i= patients with DITRA '\

s x Loss-of-function mutations in the gene
o necrieutindg (IL34RN), encoding IL-36Ra

— decregsed IL-36 receptor antagonist

— hyperactivation of the IL-36 signaling

pathway

— cause generalized pustular psoriasis

membrase

NF.xB NFxE
MAP kiraves MAP knases

Trarscrption of genes (e.g. (L8)
that mediate =flamenatoey responses

Marrakchi §, et al. N. Engl J Med 2011;365:620-8



HAITEA phase 1 BEARzER({# A anti-IL-36 receptor antibody * PAEEZCF & ( 10mg/ke )
REIZENIEREY - HAlWEE 7 A &SRBV ES —BA 71.4%199% NZEF] GPPGA score
of 0 (clear) or 1 (almost clear) » 7EZEVUFEAIZE 100%955 A ZEF] GPPGA score of 0 or 1 © 4%
2 single dose of anti-IL-36 receptor antibody H] LA R 2E H AX4EE 2 B AR
g o T LR R BT A IL-36RN mutation JZ A MHEAM: -

Results: Rapid and sustained improvement in GPPGA (ITT)

» GPPGA score of 0 (clear) or 1 (almost clear) was achieved in five patients (71.4%) as early
as Week 1, and in all patients by Week 4
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Data basad on e Teated sat (No7) At Weaks 12 and 20 one patent (Panent 5) recelved MTX and was classied as receming rescae treatment
"A) Week 2. GPPGA scooe for one patest was maiirg GPPGA, Ganetstized Pustilar Prcaass Prysican Giobal Assessment [TT imenton 1o peat MTX. meotrerale
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AJCC staging for cutaneous melanoma, 8th edition (implemented January 1, 2018)
NCCN guidelines for melanoma, version 3.2018 (July 12, 2018)
BRI - B ERAMEE T RAvARNZEE AR E
® (Cutaneous melanoma : 2L BRAF/NRAS mutation £
®  Acral or mucosal melanoma : A C-KIT mutation £
® Uveal melanoma : BL GNAQ mutation £

®  Amelanotic melanoma : LA MITF E318 mutation &£

Quick tips for melanoma staging

= Tla: Breslow < 0.8mmw/fo ulceration
= Modal involvement — at least stage 3
= Distant metastasis — stage 4

= Satellite leslons [<2cm distance)
= Microsatellitoss [distance at least 0.3mm, tumer nests > 0.05mim)|

= In-transit metastasis [>2cm distance)

Treatment guidelines

- fAEF ¥ Esentinal lymph node biopsy?
= »=stage 1B
= Melanoma in site f stage 1A (<08mm thick, no ulceration| 7 5 EEESLNE
= (OB SRR T
o »=stage 3 [FHESHELD. microscopic or macroscopc)
o TR RGN R - AEtTERLD
= Wide exciion
= Complete lymph nede desection
o Surgery for metastatic melanoma
= {o]BF @ ESAdjuvant reatment (IFN-a)?
o »=stage 2B [T3b. T4) (ofter completed resection)
- fAEFERESAdjuvant reatment (immunotherapy, targeted therapy)?
= r=ifage 3 | HHESEE) (especially for incomplete resection, unresectable, of meatastatic deease|



For advanced cutaneous melanoma

= Immunotherapy (##%] anti-PD1+anti-CTLA4 > anti-PD1 alone > anti-CTLA4 alone)
o ARtFPDT+ANTFCTLAS (Nivelurmab+Hpilirmurmak)
o Anti-PDT monotherapy
= Mivalumab
= Pembrolzumob

= Targeted therapy if BRAFY00E
= BRAR + MEK combinafion therapy
= Wernurafenib/Cobimetinik:
= Dabrafeniby/Trametinit:
= Encorafeni/Binimetink

= Chemotherapy
= Docarbozine
= Caorbaplatin+paclitaxel

[EH545 T BRAF inhibitor 1 MEK inhibitor & & T FR{EPT 8T ES: > [HiF 28R
] DAz LV EEYRIE R -

Immunotherapy vs. Targeted therapy

> No head-to-head data cumrently available

> Targeted therapy
Ropid response
o Evenif general health s poor
= Patient dependent on centinued therapy

= No allernative when istance occ

Targeted Therapies
> Immunotherapy RASIOIRARY

o Can be interrupted in patients with CR, PR, or
SD after 1-2 years
s Not to impair long-term prognosis

Tumor Responses

0 6 12
Time (months)

e A EAMEITER (irAE, immunotherapy-related adverse events ) f&F-HAHERAY
RREATE ~ B3R ~ HEUE ~ HF3R > F1&HIHERAY pneumonitis ~ nephritis ~ hypophysitis
hypothyroidism %54 5 &z A nlgeds 4k - (EARFERT /NG - — B384 irAE 78]
457 prednisolone 1-2mg/ke » WHRBRE G B4 daZr £HF > EH B4 T B infliximab
Smg/kg - MBI RHE A 72 o] I RERGG T -



TR EEY ) BN B E P Rl i =) K7 B AHRBA 2R » 100 cutaneous squamous cell
carcinoma ~ Keratoacanthoma ~ Skin papilloma * Alopecia ~ Dry skin ~ Hyperkeratosis
Hand-foot-skin reaction > 554ME 3 & 5 [#2 UVA-dependent phototoxicity

DU = NCCN guideline #5845 171 adjuvant therapy &3 °

Dosing

= High-dose IFN

= IV inducticn with 20MU/m?2/d for 5d/week for ane month

» Followed by intermediate-dose $C maintenance IFM with 10MU/m?/d for 3d/week
= Pegylated IFN

= 5C induction with dug/kg QW for B weeks

= Followed by 3C maintenance with 3ug/kg QW

Table 20. NCCN Recommended Dosing Regimens

Therapy Recommended Regimen
Ipilimumak 3 mglkg Q3IW for up to 4 doses
Mivolumab monotherapy 3 mgikg Q2W for up to 2 years
Mivolumab combination therapy 1 mgfkg QW for 4 doses,

{with ipilimumat) then 3 mg/kg QEW for up to 2 years
Pembrolizumab 2 mg/kg Q3W for up to 2 years [
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