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Squamous cells: Thin, flat cells that form the top layer of the epidermis.

Basal cells: Round cells under the squamous cells.

Melanocytes: Cells that make melanin and are found in the lower part of the epidermis.



https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=46056&version=Patient&language=English
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https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=46516&version=Patient&language=English
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Cilt Tumorleri Siniflandirma

Bazal hiicreli karsinom

@ amoz hiicreli karsinom
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Ming M, et al. J Invest Dermatol 2009;129:2109-12.



Insidans ve Epidemiyoloji

d Melanom disi cilt timorleri(MDCT) en sik karsilasilan kanserlerdir.
[ US’de her yil 3.5 milyon kisiye MDCT tanisi konur.

1 Bu timorlerin %80’i Bazal hiicreli, %20’i SCC’dir.

d MDCK’i cogunlukla erken evrede tani konulur ve tedavi edilebilir.




Insidans ve Epidemiyoloji

US’deki SCC insidans

1186 157 — 419 543 arasinda degismektedir.

J Bunlarin 5604 ila 2572 de nodal metastaz gelisir.

13932 ila 8791 hastalik nedeniyle hayatini kaybetmektedir.




Insidans ve Epidemiyoloji

J SCC da uzak metastazlara nadiren rastlanir.

J BHK ile karsilastirildiginda cok daha sik gorulir.

(A SCCicin metastaz riski %3.7, hastaliga spesifik 6lim
riski %2.1 bulunmus.

L Bazal Hucreli kanserde metastaz orani < % 0.1 olarak
saptanmis

Cranmer LD, Oncologist,2010, Nguven-Nielsen M, Eur J Dermatol 2015




Cilt Tumorleri Risk Faktorleri

1 SCC nin patogenezi:

UV radyasyonla baslayan bir takim edinsel genetik olaylar sonucu
gelistigi dusunudlmektedir.

(1 SCC’de UV radyasyon en 6nemli teratojendir.

[ Direk olarak DNA tarafindan absorbe edilir ve malign
donlsimu baslatacak genetik hasara yol acabilir.

[ Sarisin kisiler, albinizm, radyasyona maruziyet xeroderma
pigmentosum diger nedenlerdir.




Cilt Tumorleri Risk Faktorleri

TP53 slipresor geninin mutasyonlari UVB tarafindan baslatilabilir.

Bu mutasyon SCC li hastalarin %45-60 inda tesbit edilmistir.

TP53 mutasyonu kanser olusumunda erken bir donem oldugu distintlmektedir.
SCC gelisiminde diger genetik degisiklikler CDKA2A ve RAS genlerinde olmaktadir.

CDKN2A da mutasyon veya hipermetilasyon suretiyle inaktivasyon olusmasi sik
karsilasilan bir durumdur.

RAS mutasyonlari da aktinik keratozda ve SCC de %3-30 oraninda belirlenmistir.

Sporadik SCC de ise %8 oraninda karsilasiimistir.




Cilt Tumorleri Risk Faktorleri

d Melanom tedavisinde kulanilan BRAF
inhibitorlerinde(Vemurafenib, dabrafenib)

1 SCCinsidensinin %4-31 oraninda arttig1 ortaya konmustur.

( BRAF inhibitori alanlarda ortaya cikan SCC de RAS
mutasyonlari siktir.

J Molekiler mekanizmasi:
MAPK yolaginda paradoksal aktivasyon olusmasiyla SCC gelisir.




Cilt Tumorleri Risk Faktorleri

Fair skin (skin types | and II)

Risk factors for developing BCC (10-12)

OR 5.1 (95% CI: 1.4-11.3)
in comparison to skin type IV

Intermittent UV exposure
(sun burns)

OR 1.4 (see Table 2)

Personal history of BCC

3-year risk 44% (33-70%)

Prior treatment with ionizing
radiation

RR 2.3 (95% Cl: 1.7-3.1)

Genetic syndromes such as
nevoid BCC syndrome;
xeroderma pigmentosum

Development of multiple
BCC in childhood possible

Chronic arsenic exposure

N.A.

Immunosuppression

N.A.

BCC, basal cell carcinoma; OR, odds ratio; Cl, confidence interval;

RR. relative risk; N.A., not available

Goppner D, J Skin Cancer, 2011




Cilt Tumorleri

Evreleme

Stage | Nonmelanoma Skin Cancer

Centimeters (cm)

tissue

Stage | nonmelanoma skin cancer. The tumor is no more than 2
centimeters.

Stage Il Nonmelanoma Skin Cancer

Centimeters (cm)

Epidermis
Dermis
Subcutaneous
& tissue
In stage Il, the tumor is either: © ‘}’QUSS ’T-':sr‘(;-:se V‘J\iﬂ%’@»\‘v’

rights

larger than 2 centimeters at its widest ‘p‘o‘ivht‘;'or :
any size and has two or more high-risk features.


https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=368447&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=46634&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=354457&version=Patient&language=English

Cilt TUmorleri Evreleme

BES YUKSEK RiSK OZELiGi VAR

[ (1) the tumor is thicker than 2 millimeters;

d(2) the tumor has spread into the lower layer of the skin or into the layer of
fat below the skin;

[ (3) the tumor has grown and spread along nerve pathways;
(1(4) the tumor began on an ear or on a lip that has hair on it

J(5) the tumor has cells that look very different from normal cells under a
microscope.




Stage IV Nonmelanoma Skin Cancer (1) m

One lymph node larger
than 6 cm and on the
same side as tumor

3cm

OR

More than one lymph
node 6 cm or smaller

Stage IV nonmelanoma skin cancer (1). The tumor is any size.
Cancer has spread to one lymph node that is larger than 3
centimeters but not larger than 6 centimeters and is on the same
side of the body as the tumor; OR to more than one lymph node 6
centimeters or smaller on one or both sides of the body; OR to
one lymph node that is larger than 6 centimeters.

— Cancer spreads to
r::::mc : other parts of the
body:

Cancer cells in
lymph system

Cancer cells

Base of skull

Stage IV nonmelanoma skin cancer (2). The tumor is any size and
has spread to the base of the skull, spine, ribs, lung, or other parts
of the body.



Cilt Tumorleri Evreleme

Mational
B Comprehensive NCCN Guidelines Version 1.2017 Staging NCCN Guidelines Index
NCCN geste: . Table of Contents
Network® Squamous Cell Skin Cancer Discussion
Staging
Table 1
American Joint Committee on Cancer (AJCC) Regional L!_"mph Nodes (N)
TNM Staging Classification for Cutaneous Squamous Cell NX Regional lymph nodes cannot be assessed
Carcinoma (cSCC) NO Mo regional lymph node metastases
(Tth ed., 2010} N1 Metastasis in a single ipsilateral lymph node, 3 cm or less in
Primary Tumor (T)* greatest dimension
TX Primary tumor cannot be assessed N2 Metastasis in a single ipsilateral lymph node, more than 3 cm but
T0 No evidence of primary tumor not more than 6 cm in greatest dimension; or in multiple ipsilateral
Tis Carcinoma in situ lymph nodes, none more than 6 cm in greatest dimension; or in
T1 Tumer 2 cm or less in greatest dimension with less than two bilateral or contralateral lymph nodes, none maore than 6 cm in
high-risk features** greatest dimension
T2 Tumor greater than 2 cm in greatest dimension N2a Metastasis in a single ipsilateral lymph node,
or more than 3 cm but not more than 6 cm in greatest dimension
Tumor any size with two or more high-risk feature N2b  Metastasis in multiple ipsilateral lymph nodes,
T3 Tumor with invasion of maxilla, mandible, orbit, or temporal bone none maore than 6 cm in greatest dimension
T4 Tumor with invasion of skeleton (axial or appendicular) or N2c  Metastasis in bilateral or contralateral lymph nodes,
perineural invasion of skull hase none more than 6 cm in greatest dimension
*Excludes cSCC of the eyelid N3 Metastasis in a lymph node,
**High-rizk features for the primary tumor (T) staging more than & cm in greatest dimension
Depthfinvasion =2 mm thickness Distant Metastasis (M)
Clark level = 1V MO0  No distant metastases
Perineural invasion M1 Distant metastases
Anatomic Primary zite ear
location Primary zite non-hair-bearing lip
Differentiation Poorly differentiated or undifferentiated

Usad with the pemission of the American Joint Committes om Cancer (AJCC), Chicago, Ilinois. The criginal and primany source for this information is the AJCC i
Cancer Staging Manual, Seventh Edition (2010) published by Springer Science+Business Media, LLC (SBM). (For complete information and data supporting Continue
the staging tables, visit www.springer.com. ) Any citation or quotation of this material must be credited to the AJCC as its primary source. The inclusion of this

information herein does not authorize any reuse or further distribufion without the expressed, written permission of Springer SBM, on behalf of the AJCC.



Cilt Tumorleri Evreleme

Mational
o Comprehensive . NCCN Guidelines Version 1.2017 Staging NCCN Guidelines Index
NCCN . Table of Contents
gzﬁfrk Squamous Cell Skin Cancer e
Table 1 Continued Histologic Grade (G)
American Joint Committee on Cancer (AJCC) GX  Grade cannot be assessed
TNM Staging Classification for Cutaneous Sgquamous Cell Gl Well differentiated
Carcinoma (cSCC)
(Tth ed., 2010) G2 Moderately differentiated

G3 Poorly differentiated
G4 Undifferentiated

Anatomic Stage/Prognostic Groups

Stage 0 Tis NO MO
Stage | T NO MO
Stage Il T2 NO MO
Stage Ill T3 NO MO
T1 N1 MO
T2 N1 MO
T3 N1 MO
Stage IV T N2 MO
T2 N2 MO
T3 N2 MO
TAny N3 MO
T4 N Any Mo

TAny  NAny M1

Used with the permission of the American Joint Committee on Cancer (AJCC), Chicago, lllinois. The original and primary source for this information is the AJCC
Cancer Staging Manual, Seventh Edition (2010) published by Springer Science+Business Media, LLC (SBM). (For complets information and data supporting the
staging tables, visit www.springer.com.) Any citation or quotation of this material must be credited to the AJCC asg its primary source. The inclusion of this informa-
tion herein does not authorize any reuse or further distribution without the expressed, written permission of Springer SBM, on behalf of the AJCC.



Skuamoz Huicreli Karsinom Tedavi

Simple excision.

Mohs micrographic surgery.
Radiation therapy.
Electrodesiccation and curettage.
Cryosurgery.

o000

Treatment of recurrent squamous cell carcinoma may include the following:
O Simple excision.

O Mohs micrographic surgery.

O Radiation therapy.

Treatment of squamous cell carcinoma that is metastatic or cannot be treated with local therapy may
include the following:

1 Chemotherapy.
] Retinoid therapy and biologic therapy with interferon.
] A clinical trial of a new treatment.



https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=269459&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=256570&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=256570&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=256570&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=44971&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=46434&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=46459&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=45407&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=45862&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=44058&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=45755&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=45214&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=45870&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=44737&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=45617&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=45324&version=Patient&language=English
https://www.cancer.gov/Common/PopUps/popDefinition.aspx?id=45961&version=Patient&language=English

Skuamoz Hiucreli Karsinom Tedavi

Mational
Comprehensive  NCCN Guidelines Version 1.2017 NCCN Guidelines Index
NGO Cancer : Table of Contents
Network® Squamous Cell Skin Cancer Discussion
CLINICAL
PRESENTATION? WORKUP RISK STATUS
Low riskP See Primary Treatment
({SCC-2)
Local
i See Pri Treatment
+ Complete skin and regional High risk®-d ee Primary Treatmen
lymph node exam SCC-3
o * Biopsy:
Suspicious » | *If more than superficial
lesion lesion, inclusion of deep

reticular dermis preferred®
+ Imaging studies as indicated
for suspicion of extensive
disease®

Clinically or radiographically
concerning regional lymph
nodes

See Clinical Staging
—_— i

and Preoperative
Assessment (SCC-4)

Ancluding squamous cell skin cancer in situ (showing full-thickness epidermal atypia, excluding actinic keratoses).

bSee Risk Factors for Local Recurence or Metastases (SCC-A) and ldentification and Management of High-Risk Patients (SCC-D).

CExtensive disease includes deep structural involvement such as bone, perineural disease, and deep soft tissue. If perineural disease or deep soft tizsue involvement is
suspected, MRI with contrast is preferred. If bone disease is suspected, CT with contrast is preferred.

dﬁ.ny high-risk factor places the patient in the high-risk category.

Mote: All recommendations are category 2A 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.



Skuamoz Hiucreli Karsinom Tedavi

Mational
: Comprehensive  NCCN Guidelines Version 1.2017 NCCN Guidelines Index
I[N Cancer . Table of Contents
Network? Squamous Cell Skin Cancer Discussion
PRIMARY TREATMENT® ADJUVANT TREATMENT
Curettage and electrodesiccation:
+ Excluding terminal hair-bearing areas, such as scalp, -
pubic, axillary regions, and beard area in men
= If a;lipustlaEI reached, surgical excision should generally be Mohs micrographic
pertorme surgery or resection
with -:omplej:e margin
assessment!
Local, low-risk or itive — | O -
squari'lous cell | —» Positive Standard re-excision See Follow-u
skin cancerd® Standard excision: for area L regions! SCC-6
+ If lesion can be excised with or
4-6 mm clinical margins and| — Margins RTY for non-surgical
second intention healing, candidates
linear repair, or skin ;|rE|I'I:r
or Negative -
RT&h for non-surgical .
candidates

bSee Risk Factors for Local Recumrence or Metastases (SCC-A) and |dentification and Management of High-Risk Patients (SCC-D)

eSee Principles of Treatment for Sqguamous Cell Skin Cancer (SCC-BJ.

fClosures like adjacent tissue transfers, in which significant tissue reamangement cccurs, are best performed after clear margins are verified.

B5See Principles of Radiation Therapy for Squamous Cell Skin Cancer (SCC-C).

hRT is often reserved for patients over 60 years because of concemns about long-term sequelae.

'Excision with complete circumferential peripheral and deep margin assessment (CCPDMA) with frozen or permanent section is an alternative to Mohs micrographic
810 ]

Lﬁ.rreg:?= trunk and extremities (excluding pretibia, hands, feet, nail units, and ankles). (See SCC-A

Note: All recommendations are category 28 unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a ¢linical trial. Participation in clinical trials is especially encouraged.

Wersion 13017, 900315 & Mational Comprehensive Cancer Metwork, INC. 2016, A1 ights ressnved. The NGO Guicsines® and this [ILSiation may not be Feproducsd IR 8y 1or Wihout the EYpress wittisn permission of NCON®. SCC-2



Skuamoz Hiicreli Karsinom Risk Siniflandirmasi

Mational
e Comprehensive  NCCN Guidelines Version 1.2017 NCCN Guidelines Index
NCCN ] Table of Contents
ﬁi‘:ﬁk Squamous Cell Skin Cancer S Dactsaion

HAP Low Risk High Risk
Location/size! Area L <20 mm Area L 220 mm
Area M <10 mm* Area M 210 mm
Area HS
Borders Well-defined Poorly defined
Primary vs. recurrent Primary Recurrent
Immunosuppression - (#)
Site of prior RT or chronic inflammatory process - (+)
Rapidly growing tumor (- (+)
Neurologic symptoms - (#)
Pathology
Degree of differentiation Well or moderately differentiated Poorly differentiated
Adenoid (acantholytic), adenosquamous (showing mucin (-) (+)
production), desmoplastic, or metaplastic
(carcinosarcomatous) subtypes
Depth?:3: Thickness or Clark level <2 mm or I, I, 1l 22 mm or IV, V
Perineural, lymphatic, or vascular involvement - (+)
e e e e Pl TGS OU S| g 1~ cheske orehead,scl,nock an ek
4_ocation independent of size may constitute high rigk. ’ Area L = trunk and exiremities {excluding pretibia, hands, feet, nail units, and ankles).

Sarea H constitutes high risk based on location, independent of size. Narmow excision margins due to anatomic and functional constraints are associated with increased
recurrence rates with standard histologic processing. Complete margin assessment such as with Mohs micrographic surgery is recommended for optimal tumor
clearance and maximal tissue conservation. For tumors <6 mm in size, without other high risk features, other treatment modalities may be considered if at least 4-mm
clinically tumor-free marging can be obtained without significant anatomic or functional distortions.




Skuamoz Huicreli Karsinom Tedavi

Mational
~~ Comprehensive  NCCN Guidelines Version 1.2017 NCCN Guidelines Index
IV Cancer . Table of Contents
Network® Squamous Cell Skin Cancer Discussion
CLINICAL STAGING PRIMARY TREATMENT*® ADJUVANT
AND PREOPERATIVE Consiter TREATMENT
ASSESSMENT
re-evaluation: Negative S;&;F c';llow-u
clinical, CT with (SCC-6)
contrast of the
. nodal basin,
Negative repeat FNA,
core biopsy,
or open lymph
Palpable node biopsy Positive
regional See Regional Lymph
lymph node(s)|  |FNA Head and Neck —* . jes (SCC-5)
or abnormal .o
lymph nodes core Regional
identified biopsy Operable __ Iyrrr?ph  de
i 1 i disease
by imaging CT with dissection
studies contrast of the Consider RT,2
nodal basin especially if multiple
to determine Trunk and involved nodes
- size, number, Surgical extremities or extracapsular
Positive —= and location of |~ evaluation* extension (ECE) is
nodes and to present
rule out distant
a
disease I bl EJ"CiU"E"t See Follow-up
noperable t -
disease systemic |~ Observe’ — igcc s
therapy®

eSee Principles of Treatment for Sqguamous Cell Skin Cancer {(SCC-B).

85ee Principles of Radiation Therapy for Sguamous Cell Skin Cancer (SCC-C).

"Regicnal lymph node dissection is preferred unless the patient is not a surgical candidate.
SMultidisciplinary consultation is recommended. Consider systemic therapies recommended for use with radiation to treat head and neck squamous cell carcinomas.

[

See NCCN Guidelines for Head and Meck Cancers.
Re-evaluate surgical candidacy for post-radiation lymph node dissection as indicated. CT with contrast may be indicated to evaluate extent of residual disease.



Skuamoz Hiucreli Karsinom Tedavi

National
Comprehensive  NCCN Guidelines Version 1.2017 NCCN Guidelines Index

N[OOI Cancer . Table of Contents
Nerworke Squamous Cell Skin Cancer = Discussion
PRINCIPLES OF RADIATION THERAPY FOR SQUAMOUS CELL SKIN CANCER
Primary Tumor Dose Time Fractionation Schedule
Tumor Diameter Margins? mmmmmmmmmmz
<2 cm 1-1.5 cm &4 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

22 cm 1.5-2 cm 66 Gy in 33 fractions over 6-6.6 weeks
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

Regional Disease: All doses at 2 Gy per fraction using shrinking field technigque
+ After lymph node dissection

+ Head and neck; with ECE: 60-66 Gy over 6-6.6 weeks
» Head and neck; without ECE: 56 Gy over 5.6 weeks

v Axilla, groin; with ECE: 60 Gy over 6 weeks

» Axilla, groin; without ECE: 54 Gy over 5.4 weeks

* Ho lymph node dizssection

v Clinically (-} but at rigk for subclinical disease: 50 Gy over 5 weeks

v Clinically evident adenopathy: head and neck: G6-70 Gy over 6.6—7 weeks
» Clinically evident adenopathy: axilla, groin: 66 Gy over 6.6 weeks

ECE= Extracapsular extension

+ 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 tizsue diseases (g, scleroderma).

+ There are insufficient long-term efficacy and safety data to support the routine use of electronic surface brachytherapy.

Then using electron beam, wider field margins are necessary than with orthowvoltage =-rays due to the wider beam penumbra. Narmower field margins can be used with electron beam adjacent to
critical structures (eg, the orbit) if lead skin collimation is used. Bolus is necessary when using electron beam to achieve adegquate surface dose. An electron beam energy should be chosen that
achieves adequate surface dose and encompasses the deep margin of the tumar by at least the distal B0% line. Appropriate medical physics support is essential.

2Electron beam dosas are specified at 80% of the maximal depth dose (Dmax). Orhovoltage x-ray doses are specified at Dmax (skin surface) o account for the relative biclogic difference
betwesn the two modalites of radiation. If intensity-modulated radiation therapy is used to treat primary tumors, appropriate focus must be directed at assuring that there is adeguate surface dose.



Metastatik Skuamoz Hiucreli Karsinom Tedavi

Phase Completion Date Results

Chematherapy Trials

Prospective observational study of cisplatin, [ 1990 Four CR (30%). seven PR {54%). Local control after definitive XRT and/or
5-fluorouracil, and bleomycin in surgery achieved in seven patients.
pretreated SCCS (n = 14)*

Prospective observational study of cisplatin [ 1990 Four CR (33%), three PR (25%), 42% with progressive disease at time of
and doxorubicin (n = 12)*° report, both treated and untreated patients included

13-cis-retinoic acid and IFN alpha-2a: [ 1992 28 evaluable; seven CR (25%), 12 PR (43%), 5-mo response duration
effective combination therapy for
advanced SCCS (n = 32)**

Oral 5-fluorouracil in SCCS (n = 14, [ 2000 Therapy-induced measurable improvement in nine patients (64.3%) two
pretreated patients)®® PR, three minimal remissions, and four arrests of disease with median

duration of 30+ months

Phase Il and biologic study of interferon [ 2002 Six CR (17%0), six PR {(17%), median survival 14.6 mo, 67% RR in locally
alfa, retinoic acid, and cisplatin in advanced and 17% RR in metastatic disease
advanced SCC5*
Targeted Therapy Trials
Phase Il study of cetuximab as first-line [ 20m Disease control rate at & wk in 69% of pts {both locally advanced and

single-drug therapy in patients with metastatic). Best responses were eight partial responses and 2 CRs.
unresectable SCC5* (n = 36) Mo cetuximab-related deaths. Three related serious adverse events:

two grade 4 infusion reactions and one grade 3 interstitial
pneumopathy. Grades 1-2 acne-like rash occurred in TH% of patients
and was associated with prolonged PFS. EGFR expression required for
study entry.

A phase |l study of gefitinib for aggressive [ 20m Necadjuvant approach followed by surgery or radiation; tolerable side
SCCS of the head and neck (n = 23)*° effect profile; all patients received planned definitive treatment; 18%
CR rate; Two-year 03 T2.1%, PFS 63.6%. Mo EGFR mutations in 10
patients studied. Results led to a trial of erlotinib in this setting.

Phase 1 study of erlotinib plus radiation | 22 Treatment was felt to be tolerable. Most commeon toxicity attributed to
therapy in patients with advanced SCC5S erlotinib was grades 2-3 dermatologic reactiom in 100% of patients,
(n = 15)** followed by mucositis (87%), and diarrhea {20%). Two-year recurrence

rate was 26.7%, and mean time to cancer recurrence was 10.5 mo.
Two-year 03 was 65%, and DFS was 60%.

Cisplatin+/-5-FU +/-Cetuximab



Metastatik Skuamoz Hucreli
Karsinom Yeni Tedaviler

Accelerator

Checkpoint antibodies:
Block the brake =

Signal 2

Copyright 2016©, National Comprehensive Cancer Network®. All rights reserved. No part of this
publication may be reproduced or transmitted in any other form or by any means, electronic or
mechanical, without first obtaining written permission from NCCN®.



Skuamoz Hiucreli Karsinom Tedavi

National Cancer Institute Clinical Trials Results

Cancer Type/Condition: Skin cancer, nonmelanomatous (squamous and basal cell)

Stage/Subtype: squamous cell carcinoma of the skin
Trial Type: Treatment

1.Docetaxel, Cisplatin, and Cetuximab in Treating Patients with Metastatic or Relapsed Head and Neck Cancer
Status: Active

Phase: Phase I
Type: Treatment
Age: 16 and over

Trial IDs: ENT0033, NCI-2011-03271, 22329, SU-08222011-8290, NCT01437449

2.Capecitabine or Fluorouracil with Pegylated Interferon Alpha-2b in Treating Patients with Unresectable or Metastatic
Cutaneous Squamous Cell Carcinoma

Status: Active

Phase: Phase Il

Type: Treatment

Age: 18 and over

Trial IDs: MCC 17759, NCI-2014-01864, 14.06.0011, NCT02218164

3.Stereotactic Radiosurgery in Treating Patients with Oligometastatic Disease
Status: Active

Phase: Phase I

Type: Treatment

Age: 18 and over

Trial IDs: 10-027, NCI-2014-01952, REN13120042, UPCI #10-027, NCT01345539

4 Stereotactic Radiosurgery in Treating Patients with Oligo-Recurrent Disease
Status: Active
Phase: Phase |l
Type: Treatment
Age: 18 and over

Trial IDs: 10-028, NCI-2014-01953, REN13120040, UPCI# 10-028, NCT01345552



https://www.cancer.gov/about-cancer/treatment/clinical-trials/search/view?cdrid=712548&version=HealthProfessional&protocolsearchid=6394027
https://www.cancer.gov/about-cancer/treatment/clinical-trials/search/view?cdrid=712548&version=HealthProfessional&protocolsearchid=6394027
https://www.cancer.gov/about-cancer/treatment/clinical-trials/search/view?cdrid=712548&version=HealthProfessional&protocolsearchid=6394027
https://www.cancer.gov/about-cancer/treatment/clinical-trials/search/view?cdrid=712548&version=HealthProfessional&protocolsearchid=6394027
https://www.cancer.gov/about-cancer/treatment/clinical-trials/search/view?cdrid=712548&version=HealthProfessional&protocolsearchid=6394027
https://www.cancer.gov/about-cancer/treatment/clinical-trials/search/view?cdrid=712548&version=HealthProfessional&protocolsearchid=6394027
https://www.cancer.gov/about-cancer/treatment/clinical-trials/search/view?cdrid=763961&version=HealthProfessional&protocolsearchid=6394027
https://www.cancer.gov/about-cancer/treatment/clinical-trials/search/view?cdrid=763961&version=HealthProfessional&protocolsearchid=6394027
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Skuamoz Hiucreli Karsinom Yeni Tedaviler

5.Pembrolizumab in Treating Patients with Rare Tumors That Cannot Be Removed by Surgery or are Metastatic
Status: Active
Phase: Phase Il
Type: Biomarker/Laboratory analysis, Treatment
Age: 18 and over
Trial IDs: 2015-0948, NCI-2016-00545, NCT02721732
6.Study of REGN2810 in Patients With Advanced Cutaneous Squamous Cell Carcinoma
Status: Active
Phase: Phase Il
Type: Treatment
Age: 18 and over
Trial IDs: R2810-ONC-1540, NCI-2016-00692, NCT02760498
7.Pembrolizumab in Treating Patients with Locally Advanced or Metastatic Skin Cancer
Status: Active
Phase: Phase Il
Type: Treatment
Age: 18 and over
Trial IDs: Winship3185-16, NCI-2016-00831, IRB00087412, NCT02964559
8.ALT-803 in Treating Patients with Advanced Cancer
Status: Active
Phase: Phase |
Type: Treatment
Age: Over 18
Trial IDs: CITN-06-ALT-803, NCI-2013-01999, CA-ALT-803-01-13, PCITN-06-ALT-803_AO6PAMDREVWO02, PCITN-06-ALT-
803_A08PAMDREVWO01, NCT01946789
9.Electronic Skin Surface Brachytherapy in Treating Older Patients with Newly Diagnosed Early Stage Basal Cell or Squamous Cell Skin
Cancer
Status: Active
Phase: No phase specified
Type: Treatment
Age: 60 and over
Trial IDs: 14-001, NCI-2014-01090, NCT02131805
10.Cetuximab before Surgery in Treating Patients with Aggressive Locally Advanced Skin Cancer
Status: Active
Phase: No phase specified
Type: Biomarker/Laboratory analysis, Treatment
Age: 18 and over
Trial IDs: 091303, NCI-2014-02027, NCT02324608
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ileri evre BHK

ileri evre BHK

lokal ileri BHK

Cok nadir ama ciddi bir kanser

« Cerrahiveya radyoterapiye uygun © BHK’larin %0.0028-0.55'i mBHK'ye
olmayan lezyonlar, yada cerrahi ilerlemektedir
kontrendike

©  Koétl prognoz

+ Cerrahinin ciddi morbidite ve/veya

: 5 medyan sagkalim: 8-14 ay; 5-
deformiteye neden olacagi lezyonlar

BHK yillik sagkalim orani: %10

stiperfisyel Noduler Cok sayida lezyon Hafif defamiit/e'/r
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Treatment of basal cell carcinoma that is metastatic or cannot be treated with local

Simple excision.

Mohs micrographic surgery.

Radiation therapy.

Electrodesiccation and curettage.
Cryosurgery.

Photodynamic therapy.

Topical chemotherapy.

Topical biologic therapy with imiquimod.
Laser surgery.

therapymay include the following:

] Targeted therapy with a signal transduction inhibitor.
(J Chemotherapy.
J A clinical trial of a new treatment
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Cancer Basal Cell Skin Cancer Discussion

MNerwork®

CLINICAL PRESENTATION WORKUP RISK STATUS

See Primary Treatment of Low-Risk

Low risk® ——=
Basal Cell Skin Cancer (BCC-2)

*+ HEP
« Complete skin exam
« Biopsy
v If more than superficial lesion,
inclusion of deep reticular
dermis preferred?®
« Imaging studies as indicated for
suspicion of extensive disease®

Suspicious lesion ———

. . See Primary Treatment of High-Risk
a,c
High risk > Basal Cell Skin Cancer (BCC-3)

35ee Risk Factors for Recurrence (BCC-A).

bExtensive disease includes deep structural invelvement such as bone, perineural disease, and deep soft tissue. |f perineural dizease is suspected, MR with contrast
is preferred. If bone disease is suspected, CT with contrast is preferred.

Sty high-risk factor places the patient in the high-risk category.
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gi‘:::rk Basal Cell Skin Cancer S Decusoion
PRIMARY TREATMENTY ADJUVANT TREATMENT

Curettage and electrodesiccation:
+ Excluding terminal hair-bearing areas, such as the scalp, -
pubic and axillary regions, and beard area in men

« If adipose reached, surgical excision should generally be Mohs micrographic
performed surgery or resection
with complete margin
assessmenth
or - . | O
L isk basal cell Positive Standard re-excision ]
SE;:-::I:I'ICE?E’g ce Standard excision: for area L regions' (BCC-4)
= If lesion can be excised with . or
4-mm clinical margins and | ——» Margins RTffor non-surgical
second intention healing, candidates

linear repair, or skin graft®
Negative

A

or

RT"® for non-surgical
candidates

L

ac

'See Risk Factors for Recumence (BCC-A)
dSee Principles of Treatment for Basal Cell Skin Cancer (BCC-B).
EClosures like adjacent fissue transfers, in which significant tissue rearrangement occurs, are best perfformed after clear marging are verified.

8RT often reserved for patients over 60 years because of concemns about long-term sequelae.

hExcision with complete circumferential peripheral and deep margin assessment (CCPDMA) with frozen or permanent section is an alternative to Mohs
 micrographic surgery.

'Area L = trunk and extremities (excluding pretibia. hands. feet. nail unitz. and ankles). (See BCC-A)
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R[OOI Cancer . Table of Contents
Network? Basal Cell Skin Cancer Discussion
PRIMARY TREATMENTH ADJUVANT TREATMENT
RTf
Mohs andior
micrographic Positive™ —s |Multidisciplinary tumor board consultation
surgery or i {consider a hedgehog pathway inhibitorP or
resection with |~ Margins clinical trial)
complete margin
assessment”
or MNegative —|If extensive perineural
or large-nerve involvemeant,? *
i - ; . dfk
High-risk basal cell . Standard excision _ Negative consider adjuvant RT s
skin cancer?c.dl * Wider surgical margins! If residual disease is | Follow-up
with _Ilnear or delayed _ present, and further (BCC_4)
repair are recommended |~ Margins Mohs micrographic surgery and RT are
::men EKC_';:"; hlgh-gsl[ surgery or contr_aindicated,
E‘;’;‘;ﬁ:ﬁ'e andar resection with consider
Positive —= |complete margin — | multidisciplinary
or assessmenth tumor board
or consultation
RT"8 for non-surgical See Follow-up RT (consider a hedgehog
- E— thway inhibitor? or
candidates™ BCC-4 pa
(Bcc4) clinical trial)

iSee Risk Faciors for Recurmence (BCC-A).

*Any high-risk factor places the patient in the high-risk category.

152 Principles of Treatment for Basal Cell Skin Cancer (BCC-B).

*Closures like adjacent tissue transfers, in which significant tissue rearangement
_ bocurs, are best performed after clear margins are verified.

See Principles of Radiation Therapy for Basal Cell Skin Cancer (BCC-C).
IRT is often reserved for patients over 80 years because of concerns about long-term kThere are conflicting data about the value of adjuvant RT following margin-negative surgical

sequellas. excision, particulary after Mohs micrographic surgery.
"Excision with complete circumferential peripheral and deep margin assessment 'For complicated cases, consider multidisciplinary tumer board consultation.
(CCPDMA) with frozen or permanent section is an alternative to Mohs micrographic Mif surgery and AT are contraindicated, consider multidisciplinary tumor board consultation and
SUrgery. therapy. ] ) ) ) ] )
Due to the wide varability of clinical characterstics that may define a high-risk tumor, NMegative margins unachievable by Mohs micrographic surgery or more extensive surgical
it is not feasible io recommend a defined margin for standard excision of high-risk procedures.

BCC. Keen awareness of the subclinical extension of BCC is advised when selecting O large nerve invoheement is suspected, consider MR with contrast to evaluate extent and rule
a treatment modality without complete margin assessment for a high-risk tumar. These out base of skull imvolvement or intracranial extension in head and neck tumars.
meargins may need to be modified based on tumor- or patient-specific factors. PCument FDA-approved hedgehog pathway inhibitors include vismodegib and sonidegib.



Bazal Hucreli Cilt TUmorlerinde Tedavi

Mational

Comprehensive  NCCN Guidelines Version 1.2017 NCCN Guidelines Index

e grﬁk Basal Cell Skin Cancer apegeanen.
RISK FACTORS FOR RECURRENCE

H&P Low Risk High Risk
Location/size Area L <20 mm Area L 220 mm

Area M <10 mm? Area M 210 mm

Area H?

Borders Well defined Poorly defined
Primary vs. Recurrent Primary Recurrent
Immunosuppression i-) (+)
Site of prior RT i-) (+)
Pathology
Subtype Modular, superﬁcial2 Aggressive growth pattern"
Perineural involvement {-) (+)

Area H = "mask areas” of face (central face, eyelids, eyebrows, periorbital, nose, lips [cutaneous and vermilion], chin, mandible, preauricular and postauncular
skin'sulci, temple, ear), genitalia, hands, and feet.

Area M = cheeks, forehead, scalp, neck, and pretibia.

Area L = trunk and extremities (excluding pretibia, hands, feet, nail units, and ankles).

1anat|on independent of size may constitute high risk.

an—nsk histologic subtypes include nodular, superficial, and other non-agressive growth patterns such as keratotic, infundibulocystic, and fibroepithelioma of Pinkus.
3area H constitutes high risk based on location, independent of size. Marrow excision margins due to anatomic and func:tlnnal constraints are associated with increased
recurrence rates with standard histologic processing. Complete margin assessment such as with Mohs micregraphic surgery is recommended for optimal tumor
clearance and maximal fissue conservation. For tumors <6 mm in size, without other high-risk features, other treatment modalities may be considered if at least 4-mm
clinically tumor-free margins can be obtained without significant anatomic or functional distortions.

Having morpheaform, basosguamous (metatypical), sclerosing, mixed infiltrative, or micronodular features in any portion of the tumor. In some cases

basosguamous (metatypical) tumors may be prognostically similar to SCC. Clinicopatholegic consultation is recommended.
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Drugs Approved for Basal Cell Carcinoma

1 Aldara (Imiguimod)

] Efudex (Fluorouracil--Topical)

L Fluorouracil—Topical

O Imiquimod

[ Sonidegib

L Vismodegib

Cerrahiye uygun
olmayan, yuzeyel,
diistik risk grubu
timorler

Lokal ileri ve
Metastatik hasta
grubunda
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Table 1. Studies Comparing Superficial Therapies in Patients with Superficial BCC

Histologic I .

Study Subtype Treatments (n) Efficacy Cosmetic Outcome
Phase lll randomized trial | Superficial Cryosurgery (39) 1-year 15% } NS Excellent: 8% } P< 001
Wang 2001 and nodular | ALA-PDT (44) recurrence;  25% 50% )
Randomized trial Superficial Cryotherapy (58) S-year 20% ]. NS Excellent: 16% } P= 00078
Basset-Seqguin 20087 MAL-PDT (60) recurrence.  22% 60% )
Meta-analysis® Superficial Imiquimod (1088) 1-year tumor- 87% } NS NR
Roozeboom 20127 PDT (934) free survival: 84%
Randomized, single-blind, | Superficial MAL-PDT (202) Treatment 73% } P=021 Good/ 62% All
non-inferionty Imiguimed cream (198) |success™ 83% ' excellent: 61% comparisons
ISRCTN 79701845 Fluorouracil cream (201) 80% ]’ NS 58% NS
Arits 20135

MAL, methyl aminclevulinate; NR, not reported; NS, no statistically significant difference; PDT, photodynamic therapy.
#Meta-analysis of 23 randomized and non-randomized studies.
“Treatment success was defined as the product of the percent of patients with clearance at 3 months by the percentage with sustained clearance during the next 9 months.

Wersion 1.2017, 10/03/18 & National Comprehensive Cancer Nebwork, Inc. 2018, All rights reserved. The NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCNE. MS-Q



Bazal Hucreli Cilt Tumorlerinde Patogenez

Hedgehog Sinyal Yolagi

e Hedgehog sinyal yolagi, normal embriyonik
gelismede temel bir rol oynar.

— Embriyonik gelisme déneminde organ

olusumunun  kontroli icin  hicre

blyUmesive farklilasmasinda rol oynar.

=i

-
A
az
~
e
an
an
AT
™

e Yetiskinlerde Hedgehog vyolagi dokunun
korunmasi ve onarimindaki rolleri haric
normalde inaktiftir.

Donnai D, Read AP. Lancet 2003;362:477-84
Carol, Low JA. Clin Cancer Res 2010;16:3335-9
Briscoe J, Therond PP Nat Rev Mol Cell Biol 2013;14:416-29
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Hedgehog Sinyal Yolagi ve BHK

e BHK’nin molekiler temelinde anormal Hedgehog sinyalizasyonu vardir

e BHK’larinin %90’indan fazlasinda Hedgehog yolagi asiri aktiftir

e Hedgehogyolaginin komponentleri;

e Hedgehog ligandlan
o inhibitér reseptér: Patched (PTCH)
¢ Sinyal reseptérii: Smoothened (SMO)

Hedgehog ligand PTCH SMO
Transkripsiyon

Sinyal iletimini baslatir SMO’yu baskilar EikiArierini sidivecdar

; T : e Unden AB, et al. Cancer Res 1997; 57: 233640
Scales SJ, de Sauvage FJ. Trends Pharmacol Sci 2009;30:303-12 Epstein EH. Nat Rev Cancer 2008;8:743-54 Carol, Low JA. Clin Cancer Res 2010:16:3335-9

Bale AE, Yu KP Hum Mol Genet 2001; 10: 757-62 Teh MT, et al. Cancer Res 2005; 65: 8597-603 : iy
5 g e Rudin CM. Cancer Prev Res 2010;3:1-3
s e e Kalsay M abal. CancocRas IS5 Dl RIS Scales SJ. Trends Pharmacol Sci 2009:30:303-12
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Hedgehog yolagi inaktifken PTCH,
SMO aktivitesini inhibe eder
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Hiicre ici sinyal
transdiiksiyonu yok

Hedef gen
ekspresyonu yok

Normal bir eriskin dokusunda patched komponenti smoothened
inhibe eder ve bu sayede sinyal transdiiksiyonu baskilanmis halde
durur.
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inaktiflestirici PTCH Mutasyonlari
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Hedefgen
ekpresyonu

WAL ETE I

Tumor hicresi proliferasyonu

e Yara iyilesmesi gibi fizyolojik bir gereksinim durumunda hedgehog ligandi PTCH’e
baglanir inhibisyon ortadan kalkar. Bu nedenle SMO aktive olur , hedgehog gen
ekspresyonu ile hiicre proliferasyonu gergeklesir ve yara iyilesir.

e PTCH’de olusan bir mutsayon da benzer etkiyle SMO lizerindeki baskiy: kaldirir ve
hiicreler kontrolsiiz olarak ¢ogalir; tiimor hiicreleri prolifere olur.



Bazal Huicreli Cilt TUmorlerinde Tedavi

Aktiflestirici SMO Mutasyonlari

Tumor hucresi proliferasyonu

 Mutasyon SMO’da olursa yine PTCH inhibitor etkisi yok olur
ve timor hiicreleri prolifere olur.



Bazal Hiucreli Cilt Tumorlerinde Tedavi

Vismodegib SMO inhibisyonu yapar

Hiicreigci sinyal

transdiiksiyonu yok

Hedef gen ekspresyonu
yok

Tumor hiicre proliferasyonunda azalma ve
hiicre olimunde artis

Erivedge SMO baglanarak etki gosterdigi icin mutasyon PTCH ya
da SMO hangisinde olursa olsun tiimor hiicre proliferasyonunu
engeller.



ERIVANCE mBCC ve liBCC'de Arastiricinin degerlendirdigi
etkinlik- 30 ay sonuglari

30 aylik guncelleme
(30 Mayis 2013,
Veri kesim tarihi)

mBCC liIBCC Total

(n=33) (n=63) (n=96)
Objektif yanit, n (%) 16 (48.5) | 38(60.3) 54 (56.3)
[99% CI] [30.8-66.2] [47.2-71.7) [45.7-66.4]
Tam yanit 0 20 20
Kismi yanit 16 18 34
Stabil Hastalik 14 15 29
Progresif Hastalik 2 6 8

L o 14.8 26.2 16.1

Medyan yanit suresi, ay (95% CI) (5.6-17.0) (9.0-37.6) (9.5-26.2)

Sekulic A et al. Poster presentation at ASCO 2014



STEVIE ilk 500 hasta: RECIST kriterlerine gore yanit

(Arastirici degerlendirmesi

Tum Hastalar liBCC Metastatik BCC
N=482 n=453 n=29
T 155(32%) 153 (34%) 2 (7%)
Kismi Yanit 158 (33%)  149(33%) 9 (31%)
Stabil Hastalik 128 (27%) 118 (26%) 10 (34%)
Progresif Hastalik 15 (3%) 11 (2%) 4 (14%)
Degerlendiriimedi 6 (5%) 22 (5%) 4 (14%)

Genel Yanitoran s %65 %67 %38

Basset-Seguin N et al. Lancet Oncol 2015; 16: 729-36



STEVIE ilk 500 hasta: Progresyonsuz Sagkalim

100+ —— Locally advanced (n=465)
- ---- Metastatic (n=31)
+ Censored
80 -

Progression-free survival (%)
§

20—
0 T T T T T T 1
Day 1 4 8 12 16 20 24 28
Number at risk Time (months)
Locally advanced 465 363 244 150 65 28 9 0
Metastatic 31 21 16 10 4 1 0 0

liBCC Metastatik Tium hastalar

BCC N=496
Medyan PFS 24.5 ay 13.1 ay 20.2 ay

Basset-Seguin M et al. Lancet Oncol 2015; 16: 729-36



STEVIE ilk 500 hasta: Progresyonsuz Sagkalim

Basset-Seguin N et al. Lancet Oncol 2015; 16: 729-36

Grade 1 Grade 2| Grade 3 Grade 4 Grade §
Herhangi bir Advers Olay 85 (17%) 191(38%)  170(34%) 23 (5%) 21 (4%)

165 (33%) 114 (23%) 38 (8%) 0 0
Alopesi 178 (36%) 127 (25%) 2 (<1%) 0 0
Disglizi 156 (31%) 102 (20%) 11 (2%) 0 0
Asteni 76 (15%) 51(10%) 12 (2%) 1(<1%) 1(<1%)
Istah azalmasi 76 (15%) 39 (8%) 11(2%) 0 0
Kilo kaybi 72 (14%) 71(14%) 17 3%) 1(<1%) 0
Diyare 64 (13%) 16 (3%) 3(<1%) 0 0
Bulanti 59 (12%) 20 (4%) 1(<1%) 0 0
Aglizi 55 (11%) 46 (9%) 10 (2%) 1(<1%) 0
Halsizlik 50 (10%) 18 (4%) 11(2%) 1(<1%) 0



lleri Evre BCC Vaka Ornekleri

* Tedaviden 9 ay sonra
» Stabil Hastalik (goriintileme
ile degerlendirilmis)

Von Hoff DD, et al. N EnglJ Med 2009; 361: 1164-1172



Bazal Hiucreli Cilt Tumorlerinde Yeni Tedavi

MNational
I Comprehensive  NCCN Guidelines Version 1.2017 NCCN Guidelines Index
NGO Cancer . Table of Contents
Network® Basal Cell Skin Cancer T Discussion

Table 2. Hedgehog Pathway Inhibitors in Advanced BCC?

Patients, n Follow-up Objective Time to Duration Progression-free
Stud Time, Response Response, Response, Survival, Median®
Y Txb Minimum Rate* Median® Median® (% progressed)
X (median)®
gg:,ﬁ;;‘;gs gng;ﬁ laBCC | mBCC | laBeC | mBCC | laBCC | mBec | laBcc | mBec | laBec| mBec | laBcc | mBce
>21° | =221
ﬁg%%gg; Jezm CI)IL vismo | 71 | 33 (53.14’) (j}’) 48% | 33% | NR-| NR | 95 | 76 (g;fo) ( 193303
NCTO01160250° T . NRf ) ) NR NR
oL | Vismo | 56 39 ) 46% | 31% | 26 | 26 | NR | NR (0%) %)
STEVIE T . =12 | 212 o ] 24 5 131
NCTO1367065 oL | Vismo| 483 | 20 | 0% | 0% | 67% | 38% | 26 | 28| 227 | 10 2% | (12%)
S s ms | Obs | Vismo |66 | - (13| - |es% f- o ([ NR | - | 505 | - NE -
BOLT . 2[?5’2;9 42 13 - 43% | 15% | 39 | 46 | NE | NE (,]';{,E&_) (;%,'0)
NCT01327053% | RDB | Soni (13.9) 1 } NE 76
soomal 23 23 38% | 17% | 37 | 10 | NE | NE 0% | @3%)

laBCC, locally advanced BCC; mBCC, metastatic BCC; NR, not reported; NE, not reached; Obs, prospective observational; OL, open-label; RDB, randomized double-blind; Soni,
sonidegib; Tx, treatment; Vismo, vismodegib.

3Trals included patients with advanced BCC that was inappropriate for surgery or RT.

tInhibitors were taken orally once daily. Vismodegib dose was 150 mg.

°Times are reported in months.

SResponse criteria varied between studies.

*ERIVANCE data per independent review facility assessment.

Trial was terminated early due to FDA approval of vismodegib.



Bazal Hucreli Cilt Tumorlerinde Yeni Tedaviler

Radiation Therapy and Vismodeqgib in Treating Patients With Locally Advanced Head and
Neck Cancer

Status: Active

Age: 18 years and over

Gender: Male or Female

Location: 2 locations

Topical Itraconazole in Treating Patients with Basal Cell Cancer
Status: Active

Age: 18 years and over

Gender: Male or Female

Location: Stanford Cancer Institute, Palo Alto, California

Pembrolizumab with or without Vismodegib in Treating 5kin Basal Cell Cancer That Is
Metastatic or Cannot Be Removed by Surgery

Status: Active

Age: 18 years and over

Gender: Male or Female

Location: Stanford Cancer Institute, Palo Alto, California

Photodynamic Therapy and Vismodegib in Treating Patients with Multiple Basal Cell
Cancers

Status: Active

Age: 18 years and over

Gender: Male or Female

Location: The University of Arizona Medical Center-University Campus, Tucson, Arizona



Bazal Huiicreli Cilt Tumorlerinde Yeni Tedaviler

Sonidegib and Buparlisib in Treating Patients with Advanced or Metastatic Basal Cell
Cancer

Status: Active

Age: 18 years and over

Gender: Male ar Female

Location: Stanford Cancer Institute, Palo Alto, California

Itraconazole in Treating Patients with Basal Cell Carcinoma

Status: Active

Age: 19 years and over

Gender: Male or Female

Location: Johns Hopkins University / Sidney Kimmel Cancer Center, Baltimore, Maryland

Effectiveness of Narrow Margins in Patients with Low-Risk Basal Cell Carcinoma
Undergoing Surgery

Status: Active

Age: Not specified

Gender: Male or Female

Location: See Clinical Trials.gov



