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(1) £ & 7?2 f(Basal cell carcinoma)

Stage 0: Cancer involves only the epidermis and has not spread to the dermis

Stage I: Cancer is not large (ie, <2 cm) and has not spread to the lymph nodes or other organs

Stage I1: Cancer is large (ie, >2 cm) but has not spread to lymph nodes or other organs

Stage III: Cancer has spread to tissues beneath the skin (eg, muscle, bone, cartilage), and/or to regional lymph nodes
but not to other organs.

Stage I'V: Cancer can be any size and has spread to other organs
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(2) sk A wove g (Cutaneous Squamous Cell Carcinoma)

Primary Tumor (T) Regional Lymph Node (N)
Clinical N (cN)
TX | Primary tumar cannot be assessed NX Regional lymph nodes cannot be assessed
Tis | Carcinoma in sifu NO No regional lymph node metastasis
T1 | Tumer smaller than 2 cm in greatest dimension N1 Metastasis in a single ipsilateral lymph node, 3 cm or smaller in
- - - greatest dimension and ENE(-)
T2 Tumor 2 cm or larger, but smaller than 4 cm in greatest dimension — - —
- - - - - N2 Metastasis in a single ipsilateral node larger than 3 cm but not larger
T3 | Tumor 4 cm or larger in maximum dimension or minor bone than 6 cm in greatest dimension and ENE(-):
erosion or perineural invasion or deep invasion or metastases in multiple ipsilateral lymph nodes, none larger than 6
T4 | Tumor with gross cortical bone/marrow, skull base invasion and/or c¢m in greatest dimension and ENE(-);
skull base foramen invasion or in metastasis in bilateral or contralateral lymph nodes, none larger

than 6 cm Iin greatest dimension and ENE(-)

Tda | Tumor with gross cortical bone/marrow invasion — , —

- - - N2a Metastasis in a single ipsilateral node larger than 3 cm but not larger
Tdb | Tumor with skull base invasion and/or skull base foramen than 6 cm in greatest dimension and ENE(-)
involvement

N2b Metastasis in multiple ipsilateral nodes, none larger than 6 cm in
greatest dimension and ENE(-)

*Deep invasion is defined as invasion beyond the subcutaneous fat ar =6

mm (as measured from the granular layer of adjacent normal epidermis N2c Metastasis in bilateral or contralateral lymph nodes, none larger than
to the base of the tumor), perineural invasion for T3 classification is 6 cm in greatest dimension and ENE(-)

defined as tumar cells within the nerve sheath of a nerve lying deeper - . . .
than the dermis or measuring 0.1 mm or larger in caliber, or presenting N3 lauﬂr?[}aEshaEsks_}m a lymph node larger than 6 cm in greatest dimension

with clinical or radiographic involvement of named nerves without skull

base invasion or transgression or metastasis in any node(s) and clinically overt ENE [ENE(+)]

N3a Metastasis in a lymph node larger than 6 cm in greatest dimension
and ENE(-)

N3b Metastasis in any node(s) and ENE (+)

Note: A designation of “U” ar “L" may be used for any N category to indicate
metastasis above the lower border of the cricoid (U) or below the lower border
of the cricoid (L). Similarly, clinical and pathological extranodal extension
(ENE) should be recorded as ENE(—) ar ENE(+).
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Staging continued

American Joint Committee on Cancer (AJCC)

TNM Staging Classification for Cutaneous Squamous Cell
Carcinoma of the Head and Neck (cSCC) (8th ed., 2016)
Regional Lymph Node (N) continued

Pathological N (pN)

Clinical Guideline 2024 version 5.0

Distant Metastasis (M)

MO

No distant metastasis

M1

Distant metastasis

AJCC Prognostic Stage Groups

NX Reglon_al lymph nodes cannot be _assessed Tis NO MO 0
NO Mo regional lymph node metastasis T NO MO |
N1 Metastasis in a single ipsilateral lymph node, 3 cm or smaller in greatest dimension and ENE(-) 12 NO o T
N2 Metastasis in a single ipsilateral lymph node, 3 cm or smaller in greatest dimension and

ENE(+); T3 NO MO 11

or larger than 3 cm but not larger than 6 cm in greatest dimension and ENE(-); T1 N MO i

or metastases in multiple ipsilateral lymph nodes, none larger than 6 cm in greatest dimension

and ENE(-); T2 N1 Mo 11

or in bilateral or contralateral lymph node(s), none larger than 6 cm in greatest dimension, y

ENE(-) T3 N1 MO 11
N2a | Metastasis in single ipsilateral node 3 cm or smaller in greatest dimension and ENE(+); T N2 MO N

or a single ipsilateral node larger than 3 cm but not larger than 6 cm in greatest dimension and T2 N2 MO I

ENE(-)
N2b | Metastasis in multiple ipsilateral nodes, none larger than 6 cm in greatest dimension and T3 N2 MO v

ENE(-) Any T |N3 MO v
N2c | Metastasis in bilateral or contralateral lymph node(s), none larger than 6 cm in greatest T4 Any N Mo v

di [ d ENE(-

imension an ) : : : Any T |AnyN |[M1 |1V

N3 Metastasis in a lymph node larger than 6 cm in greatest dimension and ENE(-);

or in a single ipsilateral node larger than 3 cm in greatest dimension and ENE(+);

or multiple ipsilateral, contralateral, or bilateral nodes, any with ENE(+);

or a single contralateral node of any size and ENE(+) HISTOLOGIC GRADE (G)
N3a | Metastasis in a lymph node larger than & cm in greatest dimension and ENE(-) GX | Grade cannot be assessed
N3b | Metastasis in a single ipsilateral node larger than 3 cm in greatest dimension and ENE(+); G1 Well differentiated

or multiple ipsilateral, contralateral, or bilateral nodes, any with ENE(+); - -

or a single contralateral node of any size and ENE(+) G2 | Moderately differentiated
Note: A designation of “U” or “L" may be used for any N category to indicate metastasis above the G3 | Poorly differentiated
lower border of the cricoid (U) or below the lower border of the cricoid (L). Similarly, clinical and G4 Undifferentiated
pathological extranodal extension (ENE) should be recorded as ENE(-) or ENE(+).

The 8th Edition Cancer Staging System will be implemented on January 1, 2018.
For the AJCC 7th Edition Staging Manual, visit www.springer.com.
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(3) 2 ¢ % w% JFp(Melanoma)

Definition of Primary Tumor (T)

Clinical Guideline 2024 version 5.0

T Category Thickness Ulceration status
TX:primary tumor thickness cannot be assessed(e.g., diagnosis by Not applicable Not applicable
curettage)
T0:no evidence of primary tumor(e.g.,unknown primary or completely | Not applicable Not applicable
regressed melanoma)
Tis(melanoma in situ) Not applicable Not applicable
T1 ~1.0mm Unknown or unspecified
Tla <0.8mm Without ulceration
TIlb <0.8mm With ulceration
0.8-1.0mm With or without ulceration
T2 >1.0-2.0mm Unknown or unspecified
T2a >1.0-2.0mm Without ulceration
T2b >1.0-2.0mm With ulceration
T3 >2.0-4.0mm Unknown or unspecified
T3a >2.0-4.0mm Without ulceration
T3b >2.0-4.0mm With ulceration
T4 >4.0mm Unknown or unspecified
T4a >4.0mm Without ulceration
T4b >4.0mm With ulceration
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Definition of Reginal Lymph Node(N)

Clinical Guideline 2024 version 5.0

Extent of regional lymph node and/or lymphatic metastasis
N category Number of tumor-involved regional lymph node Presence of in-transit,
satellite, and /or
microsatellite metastases
NX Regional nodes not assessed(e.g., SLN biopsy not performed, regional nodes No
reviously removed for another reason) .
Exceptlon: pathological N category is not required for T1 melanomas ,use cN.
NO No regional metastases detected No
One tumor-involved node or in-transit, satellite, and/or microsatellite metastases
N1 . . No
with no tumor-involved nodes
Nla One clinically occult (1.e.,detected by SLN biopsy) No
N1b One clinically detected No
Nlc No regional lymph node disease Yes
N2 Two or three tumor-involved nodes or in-transit, satellite, and/or microsatellite
metastases with one tumor-involved node
N2a Two or three clinically occult(i.e.,detected by SLN biopsy) No
N2b Two or three, at least one of which was clinically detected No
N2c One clinically occult or clinically detected Yes
N3 Four or more tumor-ivolved nodes or in-transit, satellite, and/or microsatellite
metastases with two or more tumor-involved nodes, or any number of matted
nodes without or with in-transit, satellite, and/or microsatellite metastases
N3a Four or more clinically occult (1.e., detected by SLN biopsy) No
N3b Four or more, at least one of which was clinically detected, or presence of any No
number of matted nodes
N3c Two or more clinically occult or clinically detected and/or presence of any Yes
number of matted nodes
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Definition of Distant Metastasis(M)
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M Category M Ciriteria
Anatomic site LDH level
MO No evidence of distant metastasis Not applicable
M1 Evidence of distant metastasis See below
Mla Distant metastasis to skin, soft tissue including muscle, and/or | Not recorded or unspecified
M1a(0) nonregional lymph node Not elevated
Mila(l) Elevated
M1b Distant metastasis to lung with or without M1a sites of Not recorded or unspecified
disease
M1b(0) Not elevated
M1b(1) Elevated
Milc Distant metastasis to non-CNS visceral sites with or without | Not recorded or unspecified
M1c(0) M1la or M1b sites of disease Not elevated
Milc(1) Elevated
M1d Distant metastasis to CNS with or without M1a, M1b, or Mlc | Not recorded or unspecified
M1d(0) sites of disease Normal
MI1d(1) Elevated




Chung Shan Medical University Hospital

AJCC Prognostic Stage Groups

Clinical Staging (CTNM)*

T
Stage 0 Tis
Stage IA Tla
Stage 1B Tib
T2a
StagellA  12b
T3a
Stage lIB T3b
T4a
Stage IIC Tab

Stage Il Any T, Tis
Stage IV Any T

*Clinical staging includes microstaging of the primary
melanoma and clinical/radiologic/biopsy evaluation for
metastases. By convention, clinical staging should be
used after biopsy of the primary melanoma, with clinical
assessment for regional and distant metastases. Note
that pathological assessment of the primary melanoma
is used for both clinical and pathological classification.
Diagnostic biopsies to evaluate possible regional and/or
distant metastasis also are included. Note there is only
one stage group for clinical Stage 11l melanoma.

N
NO
NO
NO
NO
NO
NO
NO
NO
NO

>N1
Any N

M
MO
MO
MO
MO
MO
MO
MO
MO
MO
MO
M1

Pathological Staging (pTNM)**

Stage Ot
Stage 1A

StageIB
Stage IIA

Stage 1B

Stage IIC
Stage IlIA

Stage 1lIB

Stage 1lIC

Stage llID
Stage IV

IS ETE T H

T
Tis
Tla
Tib
T2a
T2b
T3a
T3b
T4a
T4b

Tla/b, T2a

TO
Tla/b, T2a

T2b, T3a
TO
Tla/b, T2a/b, T3a
T3b, T4a
T4b
T4b
Any T, Tis

N
NO
NO
NO
NO
NO
NO
NO
NO
NO

Nla, N2a

N1b, Nlc
N1b/c, N2b

Nla/b/c, N2a/b
N2b/c, N3b/c
N2c, N3a/b/c
Any N 2 N1

Nla/b/c, N2a/b/c
N3a/blc
Any N

Clinical Guideline2024 version 5.0

M
MO
MO
MO
MO
MO
MO
MO
MO
MO
MO

MO
MO

MO
MO
MO
MO
MO
MO
M1

**Pathological staging includes microstaging of the primary melanoma, including any additional staging
information from the wide-excision (surgical) specimen that constitutes primary tumor surgical treatment
and pathological information about the regional lymph nodes after SLN biopsy or therapeutic lymph node

dissection for clinically evident regional lymph node disease.

tPathological Stage 0 (melanoma in situ) and T1 do not require pathological evaluation of lymph nodes to
complete pathological staging; use cN information to assign their pathological stage.

Used with permission of the American College of Surgeons, Chicago, lllinois. The original source for this information is the AJCC Cancer Staging Manual, Eighth
Edition (2017) published by Springer International Publishing. (For complete information and data supporting the staging tables, visit www.springer.com.)
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%t = ~ PRINCIPLES OF TREATMENT FOR BASAL CELL SKIN CANCER

= The primary goal of treatment of basal cell skin cancer is the complete removal of the tumor and the maximal preservation
of function and cosmesis. All treatment decisions should be customized to account for the particular factors present in the
individual case and for the patient’s preference.

» Surgical approaches often offer the most effective and efficient means for accomplishing cure, but considerations of function,
cosmesis, and patient preference may lead to choosing radiation therapy as primary treatment in order to achieve optimal
owverall results.

= In certain patients at high risk for multiple primary tumors, increased surveillance and consideration of prophylactic measures
may be indicated.

= In patients with low-risk, superficial basal cell skin cancer, where surgery and radiation are contraindicated or impractical,
therapies such as topical S-fluorouracil, topical imiguimod, photodynamic therapy (eg, aminolevulinic acid [ALA], porfimer
sodium), or vigorous cryotherapy may be considered, even though the cure rates may be lower than with surgical treatment
modalities.

* When Mohs micrographic surgery with marginal assessment is being performed and the preoperative biopsy is considered
insufficient for providing all the staging information required to properly treat the tumor, submission of the central specimen for
permanent vertical sections is recommended.

= Use of nicotinamide has been effective in reducing the development of basal cell skin cancers.

¢ = ~ PRINCIPLES OF RADIATION THERAPY FOR BASAL CELL SKIN CANCER

Primary Tumor Dose Time Fractionation Schedule
Tumor Diameter Margins Examples of Dose Fractionation and Treatment Duration
<

2 cm 1-1.5cm 64 Gy in 32 fractions over 6 - 6.4 weeks

55 Gy in 20 fractions over 4 weeks
50 Gy in 15 fractions over 3 weeks
35 Gy in 5 fractions over 5 days

>2 cm 66 Gy in 33 fractions over 6—6.6 weeks

1.5-2
e 55 Gy in 20 fractions over 4 weeks

Postoperative adjuvant 50 Gy in 20 fractions over 4 weeks
60 Gy in 30 fractions over 6 weeks

12
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1.Inductions and Usage for Erivedge
Erivedge capsule is indicated for the treatment of adults with metastatic basal carcinoma, or with locally advanced basal

cell carcinoma that has recurred following surgery or who are not candidates for surgery, and who are not candidates for

radiation.
Erivedge Dosage nad Administration
The recommended dose of Erivedge is150mg taken orally once daily until disease progression or until unacceptable

toxicity.
Erivedge may be taken with or without food.Swallow capsules wholes. Do not open or crush capsules.
If a dose of Erivedge is missed, do not make up that dose.

Dosage Forms and Strengths
Erivedge (vismodegib) capsules, 150mg. The capsule has a pink opaque body and a gery opaque cap, with
“150mg”printed on the capsule body and “VISMO” printed on the capsule cap in black ink.

2. Clinical trial
3. Cisplatin + paclitaxol (self pay)
cisplatin (75 mg/m2) and paclitaxel (135 mg/m2, 3 h infusion) every 3 weeks

Ref: Metastatic basal cell carcinoma: rapid symptomatic response to cisplatin and paclitaxel. ANZ J Surg. 2004
Aug;74(8):704-5.

4. Treat as recurrent/metastatic head and neck squamous cell carcinoma

13
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%t = ~ PRINCIPLES OF RADIATION THERAPY FOR SQUAMOUS CELL SKIN CANCER

Primary Tumor Dose Time Fractionation Schedule
Tumor Margins | Examples of Dose Fractionation and Treatment
Diameter Duration
<2 cm 1-15 64 Gy in 32 fractions over 6—6.4 weeks
55 Gy in 20 fractions over 4 weeks
cm 50 Gy in 15 fractions over 3 weeks
35 Gy in 5 fractions over 5 days
>2 cm 15-2 66 Gy in 33 fractions over 6—6.6 weeks
55 Gy in 20 fractions over 4 weeks
cm
Postoperative 50 Gy 1in 20 fractions over 4 weeks
adjuvant 60 Gy in 30 fractions over 6 weeks

® Protracted fractionation is associated with improved cosmetic results.
® Radiation therapy is contraindicated in genetic conditions predisposing to skin cancer (eg, basal cell nevus syndrome,

xeroderma pigmentosum) and connective tissue diseases (eg, scleroderma).
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Chemotherapy regimen & EGFRI

Published C/T regimens schedule
Cisplatin 100mg/m> IV DI Q21 days *6cucles
5-FU 1g/m?> IV Dl-4 Q21 days *6cucles

Cetuximab,400mg/m2 IV Weekl , then 250mg/m2 QW Till IV or unacceptable toxicity
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1. TR&E FHRE ® K . W& Stage 0
2. Ea FmiEg i — o HAKEF — EHLEp s —» 2 H20E — Stage 1
fer B 346 ARBwmA— 1) mELZ A Stage T

X (2) #Hesad Stage I

Stage IV

ZEEE R EE iy g

Breslow thickness +

Ulceration status (present or absent) +

Dermal mitotic rate(#/mm’) +

Assess deep and peripheral margin status +

Microsatellitosise (present or absent) +

Clark level (for nonulcerated lesions where mitotic rate is not determined,
For lesions <1 mm) +

Pure desmoplasiaf if present
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Stage 0 ® HR FhubEr—Kk
Stage IA | IB —_— e EZ8ps _, FEbum — 3 BE > amaakd
(£0.75 mm thick, ® FHEBTHEMET FoOEAR TR
Auy features) E A B Fh

FE
Stage IA v No SLN biopsy or
(0.76-1 mm thick, SLN negative
No ulceration, >R

v SLN positive

M{totic rate 0 per = 7] stage3 ;48 F 5
") & i iyt
HRimE AHHEER
Stage IB — T & XREBWAHM - v No SLN biopsy or
(0.76-1 mm thick, e FiE SLN negative
No ulceration, #HleBud = %
Mitotic rate = 1 ® B EHRATATE BE 3R N
5 v SLN positive

per mm’) #E &7 h SLN =) stage3 G 7 &,
Stage IB

(>1 mm thick any
Features , no

Cancer in Iymph
Nodes)
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Stage IIA

Stage TIB
Stage IC

i 3P4 ¥ e Rk LERED S
v No SLN biopsy or
SLN negative
DEWF
= B R AR
ot d B v SLN positive
ZAi et . i
= [5] stage3 i&#F X
AERE o8 A 800 1 ’
% YN
e S S B
EZLE 2 e
&R AAT ¥ No SLN biopsy or
HE S h SLN negative
SLN =85
= BR R AR
= Interferon alfa
SLN positive

[5] stage3 ;&5 F A,
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Node-negative recurrence treatment

o # 4 R E AR GER ¥ Bh L&
Persistent —_— ® ABWA S R R + - 5 e EoRLBAN i PrcE
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FE o) 38 % 345 40 40 R
true local scar
recurrence
& EaAR SR
) ;tﬁfg R0k S5 76
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. ® AT ikt F > v MBS 1. @ik 8
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Regional lymph node recurrence treatment
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lymphnode ——> g, gpp —> A AREE —> gzﬁﬁ-‘iﬁ*%zﬁm r ehdese
recurrence o Hipsm & F 54 ‘ T ! = Biochemotherapy
& = Possible radiation
therapy to nodal basin
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CLINICAL STAGE RESPONSE SECOMD-LINE ADJUVANT TREATMENT
ASSESSMENT TREATMENTCC.dd
Clinical trial
or
No evidence See
of disease - |Observation | | Follow-up
Interferon alfa® ke
(category 2B)
Post - Clinical trial
surgery » Systemic therapy®
Less than * Local therapy options:
Stage 1l complete - + Intralesional injection options:
{clinical resection o T-VEChHD
satellite or & BCG, IFN, or IL-2
in-transit) (all category 2B)
post + Local ablation therapy
primary Residual/ (category 2B)
treatment progressive |—= | » Topical imiguimod for
disease superficial dermal lesions
Clinical assessment (category 2B)
Post non- + imaging®* to » Consider RT if not used
surgical | ___ | 4etermine treatment previously™ (category 2B)
primary response or » Regional therapy options:
therapy progression » ILIILP with melphalan
No evidence Clinical trial See
of disease =|er — | Eallow-up
Observation (ME-9)

SInterferon can be given as high-dose alfa interferon for one year or as
peginterferon alfa-2b for up to 5 years. Adjuvant interferon has been shown to
improve DF S (category 1); but there is no impact on overall survival.

w5ee Principles of Radiation Therapy for Melanoma (ME-F).

z mic Therapy for M ic or Un le Disgase (ME-G 1 of §)
T-VEC was associated with a response rate (lasting 26 months) of 16% in highly
selected patients with unresectable metastatic melanoma. Efficacy was noted in

Stage NIB and |lIC disease, and was more likely in patients who were treatment
naive.

ccSee Principles of Imaging--Treatiment BResponse Assessment (ME-C).

%For patients who experience progression of melanoma during or shortly after
first-line therapy, consider second-line agents if not used first line and not of same
class. For patients who experience disease control (CR, PR, or SD) and have no
residual toxicity, but subsequently experience disease progression/relapse >3
months after treatment discontinuation, re-induction with the same agent or same
class of agents may be considered.

Mote: All recommendations are category 24 unless othensise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical tral. Participation in clinical trials is

d

Iadl
Y Enco

Lo o
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CLINICAL STAGE

No evidence

AR Bt R dp 3!

of disease
Post
surgery
Local, Less than
satellite, ‘ complate
andlor resection
in-transit
recurrence
post
primary
treatment
Clinical assessment
Post non- + imaging®c to
surgical determine treatment
primary response or
therapy

progression

Residuall
progressive
disease

—

No evidence

SECOND-LINE ad ADJUVANT TREATMENT
€,

TREATMENT® Clinical trial

or
See
- nDrbservatlnn — | Follow-up

Interferon alfa® (ME-9)
(category 2B)

= Clinical trial

= Systemic therapy®
* Local therapy options:
¢ Intralesional injection options:
¢ T-VECH®
& BCG, IFN, or IL-2
(all category 2B)
¢ Local ablation therapy
(category 2B)
¢ Topical imiguimod for
superficial dermal lesions
(category 2B)
¢ Consider RT if not used
previously" (category 2B)
* Regional therapy options:
¢ ILIVILP with melphalan

of disease

Clinical trial Sea
= |or — | Eollow-up
Observation (ME-9)

sInterferon can be given as high-dose alfa interferon for one year or as peginterferon atfa-2b for up to 5 years. Adjuvant interferon has been shown to improve DFS

(category 1); but there is no impact on overall survival.
“See Principles of Radiation Therapy for Melanoma (ME-F).

IS5ee Systemic Thera

for Metastatic or Unresectable Disease (ME-G 1 of 6.

-WEC was associated with a response rate (lasting 26 months) of 16% in highly selected patients with unresectable metastatic melanoma. Efficacy was noted in
Stage 1B and IIIC disease, and was more likely in patients who were treatment naive.
oo —_— .

ddfFgr patients who experience progression of melanoma during or shortly after first-line therapy, consider second-line agents if not used first line and not of same
class. For patients who experience disease control (CR, PR, or S0} and have no residual toxicity, but subsequently experience disease progression/relapse >3
months after treatment discontinuation, re-induction with the same agent or same class of agents may be considered.

Maote: All recommendations are category 2& unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Yersion 12047, 1W10HE & L= Carncer |

Inc Z086, Al Fighis reserved. The NCCH Guidelines™ and this Tusiraiion may mol be reproduces in any fom withoul he express wiilien permission of BCCHE.
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%t = ~ PRINCIPLES OF RADIATION THERAPY FOR MELANOMA

® Consider RT in the following situations:

Interactions between radiation therapy and systemic therapies (eg, BRAF inhibitors, interferon alfa-2b, immunotherapies,
checkpoint inhibitors) need to be very carefully considered as there is potential for increased toxicity
® PRIMARY DISEASE
Adjuvant treatment in selected patients with factors including, but not limited to deep desmoplastic melanoma with narrow
margins, extensive neurotropism, or locally recurrent disease.
® REGIONAL DISEASE
B Adjuvant treatment in selected patients following resection of clinically appreciable nodes (category 2B) If
Extranodal tumor extension AND/OR
€ Parotid: >1 involved node, any size of involvement
€ Cervical: >2 involved nodes and/or >3 ¢m tumor within a node
€ Acxillary: >2 involved nodes and/or >4 ¢cm tumor within a node
€ Inguinal: >3 involved nodes and/or >4 ¢cm tumor within a node
B Palliative
Unresectable nodal, satellite, or in-transit disease
® METASTATIC DISEASE
B Brain metastases
€ Stereotactic radiosurgery as primary treatment
€ Stereotactic radiosurgery as adjuvant treatment
€ Whole brain radiation therapy as primary treatment
€ Whole brain radiation therapy as adjuvant treatment (category 3)
B Other symptomatic or potentially symptomatic soft tissue and/or bone metastases
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OTHER SYSTEMIC THERAPIES

Cytotoxic Regimens for Metastatic Disease’
= Dacarbazine
= Temozolomide

= Paclitaxel
= Albumin-bound paclitaxel
= Carboplatin/paclitaxel

Biochemotherapy for Metastastic Disease’
= Dacarbazine or temozolomide, and cisplatin or
carboplatin, with or without vinblastine or nitrosourea,

and IL-2 and interferon alfa-2b

Elochemotherapy for Adjuvant Treatment of High-Risk Disease
= Dacarbazine, cisplatin, vinblastine, IL-2, and interferon alfa-2b
(category 2B)
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diseases

Metastatic or
unresectable
disease

—

SYSTEMIC THERAPY FOR METASTATIC OR UNRESECTABLE DISEASE2P

FIRST-LINE THERAPY®

* Preferred regimens

» Anti PD-1 monotherapy®®
0 Pembrolizumab (category 1)
¢ Nivolumab (category 1)

» Nivolumab/ipilimumab (category 1)"-"-f

» Combination targeted therapy if BRAF V600-
activating mutation9-h-ij
¢ Dabrafenib/trametinib (category 1)
¢ Vemurafenib/cobimetinib (category 1)
¢ Encorafenib/binimetinib (category 1)

* Other recommended regimens

» Pembrolizumab/low-dose ipilimumabk
(category 2B)

» Combination targeted therapy and
immunotherapy if BRAF V600-activating
mutation present®9:h

0 Vemurafenib/cobimetinib + atezolizumab!'
¢ Dabrafenib/trametinib + pembrolizumab
(category 2B)™

-

Disease
progression
or
Maximum
clinical
benefit
from BRAF-
targeted
therapy

SECOND-LINE OR SUBSEQUENT THERAPY"

* Systemic therapy
» Preferred regimens
¢ Anti PD-1 monotherapy®-®
— Pembrolizumab
— Nivolumab
¢ Nivolumab/ipilimumab®-e.f
¢ Pembrolizumab/low-dose ipilimumab for tumors
that have progressed after prior anti-PD-1
therapyd-®
¢ Combination targeted therapy if BRAF V600-
activating mutationh:i:
= Dabrafenib/trametinib
= Vemurafenib/cobimetinib
= Encorafenib/binimetinib
» Other regimens
¢ Ipilimumab?
¢ High-dose IL-2°
» Useful in certain circumstances
¢ Ipilimumab%/intralesional T-VEC
(category 2B)
¢ Cytotoxic agentsP
¢ Imatinib for tumors with activating mutations of
KIT
¢ Larotrectinib or entrectinib for NTRK gene
fusion-positive tumors
¢ Binimetinib for NRAS-mutated tumors that
have progressed after prior immune checkpoint
inhibitor therapy9 (category 2B)
* Consider best supportive care for poor performance
status (See NCCN Guidelines for Palliative Care)
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SYSTEMIC THERAPY CONSIDERATIONS

Recommendations for Patients Who Progress on Systemic Therapy

* BRAF V600-activating mutation present:

» For patients who progress on immune therapy, options include the

following (if not already received):

¢ BRAF/MEK inhibitor combination therapy

¢ Combination immune therapy, options include:
— Anti-PD-1/ipilimumab (preferred)
— T-VEC/ipilimumab therapy (for low burden of disease and

injectable lesions)

¢ Ipilimumab monotherapy (if prior progression on single-agent
anti-PD-1 therapy)

¢ Clinical trials

» For patients who progress following BRAF/MEK inhibitor
combination therapy, consider the following options (if not
previously received):

¢ Combination immune therapy, options include:
— Anti-PD-1/ipilimumab
— T-VEC/ipilimumab therapy (for low burden of disease and
injectable lesions)
¢ Single-agent anti-PD-1
¢ Clinical trials

» Some patients who previously demonstrated a clinical benefit to
BRAF/MEK inhibition may benefit from rechallenge with BRAF/
MEK inhibitors after other intervening therapies. The optimal time
interval between initial treatment and retreatment with BRAF/MEK
to expect further clinical benefit has not been defined.

» For patients who progress on BRAF/MEK inhibitor combination
therapy, anti-PD-1 therapy, and ipilimumab (in combination with
anti-PD-1 or sequentially), consider the following options:

¢ Clinical trials

¢ T-VEC (for low burden of disease and injectable lesions)
¢ High-dose bolus IL-2

¢ Cytotoxic chemotherapy

¢ Best supportive care

* BRAF V600-activating mutation not present:

» For patients with progression on immune therapy, consider the
following options (if not already received):
¢ Combination immune therapy, options include:

— Clinical trials
— Anti-PD-1/ipilimumab (preferred)
— T-VEC/ipilimumab therapy (for low burden of disease and
injectable lesions)
¢ Ipilimumab monotherapy (if prior progression on single-agent
anti-PD-1 therapy).

» For patients with progression on anti-PD-1 and ipilimumab (in
combination with anti-PD-1 or sequentially), consider the following
options:
¢ Clinical trials
¢ T-VEC (for low burden of disease and injectable lesions)

¢ High-dose bolus IL-2
¢ Cytotoxic chemotherapy
¢ Best supportive care

Use of High-Dose IL-2 in Select Patients
» IL-2 may be used in patients who would be anticipated

to tolerate therapy as assessed by an experienced
treating physician

» IL-2 use should be limited to centers and providers with
prior delivery of IL-2

» IL-2 can give durable responses in a subset of patients

» IL-2 activity and safety data are limited for patients who
have progressed on available therapies (eg, immune
checkpoint inhibitc:)rs)‘I

1Buchbinder El, Dutcher JP, Daniels GA, et al. Therapy with high-dose Interleukin-2 (HD IL-2) in metastatic melanoma and renal cell carcinoma following PD1 or PDL1

inhibition. J Immunother Cancer 2019;7:49.
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