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Legend of Colours

= Therapeutic procedure =Tumorboard (including post

tumorboard interaction with patient
that follows the principles of shared

= Clinical or diagnostical condition decision-making)

= Diagnostic procedure Tum_orboard Decision i_s
required for the Following

Situations:
= Clinical trial « Every Case of Melanoma
from Stage IIC and
higher (AJCC v8)

- = Supportive measure » FirstDiagnosisor
Progression of Metastatic

Melanoma

= Referral

i
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Suspicious pigmented lesion

v

Excisional biopsy with 0,1 — 0,5 cm margin
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Work up

(In case of confirmed melanoma)

Pathology report:
—Maximum tumor (Breslow) thickness
— Ulceration status

— Mitotic rate (though not required for staging according to
AJCC 2017 (8th edition)

—Deep and peripheral margin status

— Primaries >4,0mm tumor thickness (Breslow) or all
metastases:

Mutation Analysis (BRAF, NRAS: all; cKIT: e.g.
mucosal or acral melanoma; GNAQ, GNA11: e.g.
uveal melanoma; NTRK fusions: 2" line) and PD-L1
Status; Microsatellitosis

— Optional: level of invasion, angiolymphatic invasion,
histologic subtype, regression, tumor-infiltrating
lymphocytes

Complete clinical skin examination with attention to locoregional
area and draining nodes

Assessment of melanoma risk factors?
Offer psychooncological support
Offer self help group support

1

> Stage 0 in situ > Pathway page 2
> Stage IA » Pathway page 2
> Sl 2 » Pathway page 2
Stage Il
> S.t.age = » Pathway page 3
Positive nodes
R Stage llI R h
i In transit > Pathway page 3
> . Sl Y » Pathway page 4
Distant metastases

Melanoma risk factors: family history, prior primary melanoma, |
atypical moles, UV exposure
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Follow up

Stag.e Yl Excision 0,0-0,5 cm margin?
situ
+ Sentinel node biopsy (SLNB) 3
Stage A —» | Wide excision 1 cm margin 4
* Wide excision 1 cm margin 4
+ S100
» Locoregional lymph node
Stage B —  sonography
+ Sentinel node biopsy (SLNB)3
* (CT abdomen, chest and MRI
brain)
» Wide excision 2 cm margin 4
+ S100
Stage lIA, » Locoregional lymph node
1B, —»  sonography
[IC » Sentinel node biopsy (SLNB)

CT neck, abdomen, chest and
MRI brain ®

Sentinel
node
negative

\ 4

Follow up

Sentinel
node positive

Complete staging:
* CT neck, abdomen and chest
(+/- PET)

. MRI brain

If LN met <1mm: Observation

If LN met >1mm: Complete

v

Sentinel
node
negative

node dissection (TLND)

* Clinical trial

v

* see stage Il

g;athway page

* Clinical trial

2Recommended 0 cm (S3 guideline) but 0,5 cm margin may be considered
3 Consider SLNB in stage IA if pT1a with adverse features (eg, high mitotic rate, regression) or young age (<40 years) or pT1b (AJCC 8 ed.)
4 Recommended safety distance in relation to tumor size according to Breslow thickness: =1 mm - <2 mm: 1 cm, 22 mm: 2 cm

5 Recommended only in tumor stage I1C —
6 Pembrolizumab recommended only in tumor stages IIB+IIC

v

Anti-PD-16
or

(Interferon alpha)

or
Follow up

\ 4

Follow up

Follow up

Follow up
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Pathway page 3: Primary Therapy Stage |ll A/B/C/D

Stage Il
AB,CD

Clinically
positive
nodes

Stage Il
B,C,D

In-transit
metastasis

* CT neck, abdomen and chest (+/-
PET)
* MRI brain
* Lymphnode Ultrasound Sonography
* Mutation analyses:
NRAS
BRAF
cKIT (e.g. mucosal/acral
melanoma)
GNAQ, GNA11 (e.g. uveal
melanoma)
* PD-L1 status: all metastases
* Serum S100 and LDH
* Optional: FNA or biopsy
* Optional: Bone scintigraphy

2.03.01 Anlage 18
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» Therapeutic lymph node dissection
(TLND)

» Adjuvant Radiation therapy to lymph
nodal basin if multiple nodes (>3)
involved and if nodes >3 cm or
macroscopic extranodal extension
or LN relapse

* Clinical trial

v

* RO resection
or

* Intralesional Therapy (T-VEC, IL-2,
Laser Ablation)
or

* Electrochemotherapy (ILP)
or

* Radiotherapy (or postoperatively)
or

» Adjuvant Systemic Therapy:
anti-PD-1 (Pembrolizumab, Nivolumab)
BRAFI/MEKI (Dabrafenib+Trametinib)
or

* Clinical trial

* Follow up
A
N If disease
free
If R1/2
— resection or » Pathway page 4

unresectable
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Pathway page 4: Primary Therapy Stage IV
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Clinical trial

\ 4

v

(resectable)

Stage IV
Distant
metastatic
disease

* CT neck, abdomen and chest (+/- PET)
* MRI brain
* Lymphnode Ultrasound Sonography
* Mutation analyses:
NRAS
BRAF
cKIT (e.g. mucosal/acral melanoma)
GNAQ, GNA11 (e.g. uveal melanoma)
* PD-L1 status: all metastases
* Serum S100 and LDH
* Optional: Bone scintigraphy
* Optional: FNA or biopsy

Disseminated
(unresectable)

+ Adjuvant Systemic Therapy:

anti-PD-1 (Nivolumab)

anti-PD-1+anti-CTLA-4 (Nivolumab+Ipilimumab
off label)

or
Follow up

Treat as disseminated

Resection
+/- Adjuvant .
Radiotherapy
Residual
) —>
disease
* Clinical trial

or
» If BRAF positive: BRAFI/MEKIi or anti-
PD-1 or anti-PD-1+anti-CTLA4
» if BRAF wild-type: anti-PD-1 or anti-
PD-1+anti-CTLA4
» if brain metastasis: Resection or
Radiotherapy (whole brain irradiation
ONLY ultima ratio)
+ if liver metastasis: Resection or
TACE/SIRT or Radiotherapy
+/- Radiotherapy
+/- Intralesional Therapy (T-VEC,
IL-2, Laser ablation)
+/- Electrochemotherapy
+/- Palliative Resection

if progress
prog

Clinical trial

or
if BRAF positiv: BRAFi+MEKi (possible
rechallenge) or anti-PD-1 or anti-CTLA-
4+anti-PD-1 or anti-CTLA-4

if BRAF wildtype: anti-PD-1 or anti-CTLA-
4+anti-PD-1 or anti-CTLA-4

if cKIT mutant (NOT D816H): consider
imatinib (or sunitinib or nilotinib or
sorafenib)

if brain metastasis: Resection or
Radiotherapy (whole brain irradiation
ONLY ultima ratio)

if liver metastasis: Resection or TACE or
SIRT or Radiotherapy

+/- Radiotherapy

+/- Intralesional Therapy (T-VEC, IL-2,
Laser ablation)

+/- Electrochemotherapy

+/- Palliative Resection

+/- Molecular Tumorboard
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Pathway page 5: Recurrence

Persistent disease or Regqueorflse See treatment under
true local scar . > stage Il
Consider in t it
recurrence SLND in transi
* Biopsy + Adjuvant Systemic
Local, satellitosis, : a%g Zﬁgzt ?ff?;g?r? See treatment Therapy_:
and/or in transit > ) » under stage Il » Ifdisease free »  Pembrolizumab,
* MRI brain in transit Nivolumab,
recurrence « LN US Sonography Dabrafenib+Trametinib
« S100, LDH or
* Follow up
* FNA or biopsy No previous -~ . : R o :
. : » Node dissection > .
« CT neck, abdomen dissection cimezl el
and chest (+/- PET)
Nodal recurrence > ;
* MRI brain : »  Resectable
* LN US Sonography Previous
« S100, LDH dissection
»  Unresectable > Pathway page 4

Pathway page 4

\ 4

Distant recurrence

Hu
Timarseriram
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Page 6: Follow up

Stage 0 in
situ

v

* Annual skin exam for 10 years

* Educate patient in monthly self skin exam

Stage IA

v

* Clinical skin examination with attention to locoregional area and draining nodes every 6 months for 3 years,
afterwards every 12 months for 10 years

* Educate patient in monthly self skin and node exam

Stage IB,
Stage IIA, 1IB

v

* Clinical skin examination with attention to locoregional area and draining nodes every 3 months for 3 years,
afterwards every 6-12 months for 10 years

* Ultrasound of nodes every 6 months for 3 years

* S100 every 3 months for 3 years

Stage IIC
Stage IV®

v

* Clinical skin examination with attention to locoregional area and draining nodes every 3 months for 5 years,
afterwards every 6 months for 10 years

« Ultrasound of nodes every 3 months for 3 years, afterwards every 6 months for 2 years
* S100 every 3 months for 3 years, afterwards every 6 months for 2 years

* Neck, Chest and abdominal CT, +/- PET, MRI brain every 6 months for 3 years

Stage IV >

* Personalized Follow up

« Offer contact to self help group and psychooncological support whenever necessary

6 After curative treatment

Timorsentram
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