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OnpeaeneHue

1. MepBu4yHaa onyxonb U MeTacTa3s AOMKHblI UMETb
cxogHoe rmcroriormyeckoe CTpoeHue,
NpPenMyLLeCTBEHHO He NMITIOCKOKIIeTOYHOro CTPOEeHUs

2. MepBuyHas onyxonb [OMKHa pacnonaraTtbCcA B
KOXX€ U He B CJIFOHHOM Xere3e UNU CIIN3UCTbIX

3. OormxHo ObITb MCKIIOYEHO npsimoe

pacnpocTpaHeHue

METASTASIZING BASAL.CELL FPITHELIOMA OF
THE SKIN
_,H.'-Ifam. of T Cases

RarFarse Larres, aro., amd Riciaes W, Kesigr. s,
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BcTpeuvaeTcsa pegko

— Habop 33 naumeHTOB C MeTacTtatniyeckon oopmon B
KITMHUYECKOe WUccregoBaHue Bucmogernba B 31
ueHTpe CLUA, EBponbl n AscTtpanuu npogornkancsa B
TeyeHue 13 mecsiueB;

- C mMomeHTa nepson nyonukaummn (1832 roa) Obino
onucaHo 4YyTb bonee 400 cnyyaes;

27/08/2018

Dr. Phillip H. McKee: | have seen only few cases of
metastatic basal cell carcinoma and these were
before the era of IHC

27/08/2018

Mpod. Punmnn MakKu: MHe gosenocb yBUAETb
TONbKO HECKOIbKO C/ly4aeB MeTacTaTUYeCKon GpopMmbl
6a3a1bHOK/IETOMHOIO pPaKa M BCe OHU Bbinn 40 3pbl
MMMYHOTUCTOXUMUNU

@ Igor Plaxa is with BuxTop Mpuwsakos

#3 Extremely rare case - metastasis of the basal cell carcinoma in the bone
(sacrum).

Male, 65 years. The patient received surgical treatment for basal cell skin
cancer of the chest in 2008. The largest tumor size was at least 10 cm. After
surgical treatment there was no sign of local recurrence.

@ Kulothungan Karikalan Can BCC metastasis

Like - Reply - 33w

w Jung Bahadur Thapa | think it is less than 0.1%, if | can

recall the figures...

ke - Reply - 33w 0
m Patricia Allen es. | have also seen metastatic basal cell in
bone
ke - Reply - 33w

@ Tracy Davis Yep. I've seen it metastasize -- one example was
published in the New England journal under exiraordinary
cases back when | was in training.

ke - Reply - 33w

@ te 2 reply -:::- @ &8 _’l

r’i Phillip McKee @ | have seen on y few cases of metastasising BECC
- and these were before the era of IHC.
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buonornyeckasa xapakrepuctumka *

CpegHun BO3pacT NOCTaHOBKMU anarHosa
6a3anbHOKNETOYHbIN pak — 57,1 neT;

CpenHuin Bo3pacT npu obHapyXeHn MeTactasoB —
62,1 ner;

CpeoHun  uHTEpBan MNOABMEHUS  OTOANEHHbIX
MeTacTa3oB nocne Bepudukaumm nepBUYHOrO
oyara — 7,4 ner,;

Camaa vactaa obnactb MeTacTasupoBaHuUa —
numdatnyeckue y3nbl (54%); nerke (28%);

KocTn (24%) n T.4.

d®omo u3 apxuea

* no pesynbTataM MeTa-aHanusa 6onee 100 naumeHToB — M. McCusker et al. European Journal of Cancer 50 (2014) 774-783



KnuHnyeckasa npeaukropsbl *

« Pasmepbl: cpeaHuin pasmep o4ara npu

MeTacTtartudeckon doopme — 7,5 cwm;

« Jlokanusaumua: Yalle BCero nuuo u wed

(56%); Tynosuwe — 26%; KOHEYHOCTU —
5%:; nonoBble opraHel —  7%;

MHOXeCTBEHHble odarn — 6%

ORIGINAL INVESTICATION

Orbitofacial Metastatic Basal Cell Carcinoma:
Report of 10 Cases
Sara ¥ Branson, B.8.*, Elysa McClintic, MDD *, Omar Ozgur, M.D ¥, Bita Esmaeli, M., FA.CS.¥.
and K. Patrick Yeatts, M. *

*Department of Ophthalmology, Wake Forest Universify Eye Center, Wake Forest University School of Medicine,
Winsion-Salem, North Caraling, and fOphthalmic Plasitic and Orbital Oncology, Department of Plastic Surgery,
University of Texas MD Anderson Cancer Center, Houston, Texas, LS A,

domo u3 apxuea

* no pesynbTataMm meTa-aHanu3sa 6onee 100 naumeHToB — M. McCusker et al. European Journal of Cancer 50 (2014) 774-783



'ncronornyeckme npeauKTopbl

Review

Metastatic basal cell carcinoma: Prognosis dependent @cm.ﬁ
on anatomic site and spread of disease™ ™

Margaret McCusker ', Nicole Basset-Seguin " Reinhard Dummer®, Karl Lewis®,
Dirk Schadendorf®, Aleksandar Sekulic’, Jeannie Hou”, Lisa Wang ", Huibin Yue®,
Axel Hauschild ®

Table 3
Histology of primary BCC in mBCC cases, 1981-2011.

Histology All Distant Regional
cases, metastases, metastases,
(%) n (%) n (%)
(n=100) (n=350) (n=50)

Basosquamous or 10 (10.0)  6(12.0) 4 (8.0)

metatypical®

Infiltrative” 14 (14.0) 9 (18.0) 5 (10.0)

Morpheaform® 10 (10.0) 5 (10.0) 5 (10.0)

Other” 14 (14.0)  6(12.0) 8 (16.0)

BCC, no subtype specified 52(52.0) 24 (48.0) 28 (56.0)

BCC, basal cell carcinoma; mBCC, metastatic basal cell carcinoma.
? One case described as metatypical and morpheaform.
b Two cases described as infiltrative and nodular.
© One case described as morpheaform and nodular.
4 Other histologies: adenoid, adenoid cystic and keratotic, clear cell,

Table 1.01 Histological subtypes of basal cell carcinoma (BCC) stratified by risk of recurrence

Nodular BCC
Superficial BCC
Pigmented BCC

Infundibulocystic BCC
(a variant of BCC with adnexal differentiation)

Fihroepithelial BCC

Basusquamous carcinoma
Sclerosing/morphoeic BCC
Infiltrating BCC
BCC with sarcomatoid differentiation
Micronedular BGC

The WHO Classification of Skin Tumours is the 11th volume in the 4th edition




MoneKkvnapHoO-reHeTU4YeCKkue npeauKTopbl

Absence of SHH Presence of SHH

T e e T e

Interaction of PTCH1

- SMO-induced signal transduction
by means of GLI transcription factors -

—— Cytoplasm —

Activation of
target genes

SO
NaALL7

CuHagpowm lopnuHa-lonbua

SHH- Sonic hedgehog; PTCH1 - transmembrane proteins patched
homologue 1; SMO - smoothened protein

MyTauun npuesogsLUmne K ytpate pyHKUNU
6enka PTCH1 Bctpevatotcs y 30-40% co
cnopaganyecknm daszanbHOKNEeTOYHbIM
PaKOM KOXW



TepaneBTUYECKME OMNMUUUN — KPpauHe CKyAHble

107

0.8
. .N:th-—f—-i—-l-—--i————f-} Regonal metastases

| median survival = 87 months
(5% CI: 63-NE months)

02 Distant metastases:
| i median survival = 24 months
(95% CI: 12-35 months) |

1 T T T 1 T T 1 1 $. 1 1) T T 1 T 1 1 T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 B84 90 96 102 108 114 120
Survival after diagnosis of metastasis (months)
Number at risk:
Regional metastases 50 44 40 32 24 13 11 10 10 6 6 3 3 3 3 1 1 1 1 1 1
Distanimetastases 50 37 29 22 19 13 10 10 9 8 7 6 5 3 3 2 2 1 1 0 0

CpenHAA BbIKMBaeMOCTb nocne
OOHapyXeHUA OTAaNEéHHbIX MeTacTa3oB
— 24 mecsua



MaTepuanbl n metoabl

PeTpocnekTuBHbLIN aHanmM3 nauneHToB
c 6a3anbHOKMETOYHbIM PaKOM KOXW
2012 no 2018 rog;

Martepnanom  angd nccnegoBaHus

MNOCIY>XUI KOHCYNbTaTUBHbLIN n
BuoncuiHblin/onepauoHHbIN
mMarepuvan

Kputepun BKnroveHus Kputepun ncknroyeHums

[MepBUnYHLIN o4var ©n MeTacta3d [AomkHbl [lpeobnagaHne NITOCKOKIMETOYHOro
NMETb CXOO4HOE MNMCTONOr4Yeckoe CTPoeHne KOMMOHEHTa

[MepBUYHLIN o4var gosmkeH pacrnonaratbcd B [lepBuyHaa onyxonb pacnofniaraerca B
KOXe CITIOHHbIX }ene3ax U CIn3ncTbiX

[Mpsimoe pacnpocTpaHeHne onyxosnu
OMyXonwn OOIMKHO ObITb UCKITHOYEHO



2 cryydas
MeTacTaTU4eCKou

gbOQMbI

Da3anbHOKNeTO4YHOro

paka ns 2727
nauneHToB (MeHee
0,1% cny4aes)

PesynbTaThl

XapaktepucTuka Ne1 Ne2
Mon YKeHcKkun My>xckon
[daTa poxaeHus 1945 1953
eOloT 3aboneBaHus 2012 ron 2008 ron
NMosiBneHune
MeTacTa3oB 2014 rog (uHTepBan 2 roga) 2018 rog (uHTepBan 10 ner)
Nokanusauun noaoLwwBeHHasi NOBEPXHOCTb
nepBUYHOro o4yara npaBow cTonbl nepegHsia rpyaHasl CTeHKa
pa3mep onyxonwu 5.2%x3x0,7cm 8x5x4 cm
NasepHas gectpykumsa B 2009
rogy
TotanbHoe ucceyeHue B 2012 ToTanbHoOe ucceyeHme B
MNepBUYHOE NneyeHue rogy + niyyeBas Tepanus 2008 roay
Bucmopern6 (c Hosa6ps
HanbHenwee 2017)+ucceyvyeHne HEKOTOPbIX MNMnaHunpyeTca Ha3Ha4yeHue
neyeHue OnyXx.y3nos Bucmopgeruba
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MauuneHT Ne1

NMoaB3aoWwHbLIM NnuMdaTUYECKUN y3en
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NMauuneHT Ne?2

Pe3ynbraTthl LLMPOKONaHeNbHOro CeKBeHUpPOBaHUA HOBOIO
nokoneHus (NGS)

~ . Qr FOUNDATION
-
(I.E‘I‘lOmlC. Signatures MEDICINE®
Microsatellite status - MS-Stable o
Tumor Mutational Burden - TMB-Intermediate (9 Muts/Mb)

Gene Alterations

For a complete list of the genes assayed, please refer fo the Appendix.
ARID1A A142fs*76 - subclonal’

CDKN2A/B loss

MTAP loss

NOTCH3 truncation intron 2

T See About the Test in appendix for details.

0 Therapies approved in the EU 6 Clinical Trials
O Therapies with Lack of Response




NMauuneHT Ne?2

Pe3ynbraTthl LLMPOKONaHeNbHOro CeKBeHUpPOBaHUA HOBOIO
nokoneHust (NGS)

Nivolumab Alone or Plus Ipilimumab for Patients With Locally-Advanced Unresectable or Metastatic Basal Cell Carcinoma

ClinicalTrials.gov Identifier: MCT025218320

The safety and scientific walidity of this study is the responsibility of the study sponsor and investigators. Listing a study does not mean it
Recruitment Status @ : Recruiting
ay 10, 2018
=d € - December §, 2018

See Contacts and Locations

a

has been evaluated by the U.S. Federal Government. Know the risks and potential benefits of clinical studies and talk to your health care

provider before participating. Read our disclaimner for details.

Sponsor:
Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins

Information provided by (Responsible Party):
Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins

Study Details Tabwlar View No Results Posted Disclaimer [ How to Read a Study Record

Tracking Information
First Submitted Date '“ | Anql 30, 2018

First Posted Date 'S4 12y 10, 2012

Last Update Posted Date

Actual Study Start Date /=¥

Estimated Primary Completion Date
Current Primary Outcome Measures 'CWE
(submitted: April 30, 2018)

Original Primary Outcome Measuras /S8
Change History

Current Secondary Outcome Measures W88
(submitted: April 30, 2018)

December &, 2012
Mowember 27, 2018
Mowember 2023 (Final data collection date for primary outcome measurs)
Cbjective Respenss Rate [ Time Frame: § years |

Cibjective response rate per the revised Response Evaluation Criteria in Sofid Tumors (RECIST 1.1}

Same as current

Complets list of histerical versions of study NET03521830 on ClinicalTrisls.gov Archive Sits

= progression-free survival [ Time Frame: 5 years |
duration of time from start of treatment to time of progression or Basal Cell Carcinoma specific death, whichewver occurs first

= duration of response [ Time Frame: 5 years ]

duration of time that measurament criteria are met for Complete Response or Fartial Response (whichewer is first recorded) until the first date that recurrent or progressive disease is objectively documented

» gverall survival [ Time Frame: § yaars ]

measured from the time of anrollment until daath
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LULMPOKOMNaHeNbHOro CeKBeHMPOBaHUA HOBOIO
nokorneHusa (NGS)

ARIDIA

ALTERATICH

A142fs*76 - subclonal

POTENTIAL TREATMENT STRATEGIES

There are no therapies approved to address the
mutation or loss of ARTD0A i cancer.
However, on the basis of Hmited clinical and
preclinical evidence. ARIDNA inactivating
muiations may bead to sensitivity to ATR
inhibitors such as Mb6zo; 1 patiemnt with small
cell lung cancer harboring an ARIDNA
mutation experienced a PR when treated with
Méfzo combined with topotecan™-®, Om the
basizs of limited predinical evidence from
studies in ovarian cancer. ARID A imactivation
may predict sensitivity to inhibitors of

EXH =4 which are under investigation in
dimical trials. Other studies have reported that
loss of ARIDNA may activate the PI3K-AKT
pathway and be nked with sensitivity to

inhibitors of this pathweay -4, Loss of
ARIA expression has been associated with
chemoresistance to platinam-hased the in
patients with ovaran clear cell carcinoma

and to s-fluorouracil {5FU) in CRC cell linestT.

FREGQGUENCY & PROGNOSIS

ARIDA alterations are particalardy prevalent
in owarian clear cell carcimoma {§6-50%),
ovarian and uterine endometrioid carcinomas
[2g-44 ). and cholangiocarcinoma (16%]: they
are also reported in up to 27% of gastric
carcinoma, escphageal adenocarcinoma.,
Waldenstrom macroghobulinemia, pediatric
Burkitt rmphoma, hepatocellular carcinoma,
colorectal carcimoma [CRC) and arothelial
carcinoma samples anabyzed (OOSMIC,
cBioPortal. 200 853 ARTIA loss is
associated with microsatellite instability in
ovarian and endometrial endometrioid
adencicarcinomas™ =, CRCSEH. and gastric
cancer® 5, ARIC A protein loss is associated
with tumors of poor histologial grade for

CDKN2A/B

ALTERATION
loss

POTENTIAL TREATMENT STRATEGIES
Preclinical data suggest that tumors with koss
of pubINE 4a function may be sensitive to

CIIE 5/ inhibitors, such as abemaciclib,
ribociclih, and palbociclib®%, Although case
studies have reported that patients with breast
cancer ar wierine keiomyomrcoma harboring
CIEMN=A boss responded to palbocckb
treatment™ ™, multiple other clinical sudies
have shown no significant correlation between
prbINE ga loss ar inactivation and therzpeutic
bemefit of these agents™ %, it is not known
whether CDE4,/6 inhibitors would be
beneficial in this mse. Although predimical

stndies hawe suggested that boss of prgARF
fanction may be assodated with reduced
sensitivity to MMz inhibitoes00-11, the
climical relevance of priARF as a predictive
biomarker is not clear.

FREGUENCY & PROGNOSIE

Multsple studies have reparted loss of
heternzyposity of the CDEN2A/E locus in
basal cell carcinoma (BOC) cases 00
Upregulation of COKMNzA (both the pabINKga-
and priARF-encoding loci) and COEN2B
mBNA kevels as well as increased peblNK 4a,
priARE and pagINK.gh expression in BCC
cases have been detected in several

wind s NEANEE Increased pabl WK 42
expression has been associated with imvasive
capacity in BOC samples; higher expression
was observed on the invasive front compared
to other areas of the tumons' -1,

cars 507548

‘GEME approaches have been described in preclinical

MTAP sradiestSHEE but these have not been clinicalby
tested.

ALTERATION

loss FREQUENCY & PROGNOSIS

POTENTIAL TREATMENT STRATEGIES
Inactivation of MTAP is being explored for
specific metabalic valnerabilities. In preclinical
cancer models, MTAF inactivation showed
increased sensitivity to inhibitors of purime
symthesis or purine anabogs, especially upon
addition of exogemous MTA, which is
canverted to adenine in normal cells, providing
campetition to purine poisons lacking in
MTAP-deficient cellsM3E, Howeever, sach
camhbination approaches are not being
dinically tested. and a Phase = study of L-
alanosine. an inhibitor of adenine symthesis, as
a momotherapy in 65 patients with MTAP-
deficient cancers reported no responses and
stable disease in 24% of patients™. Other

MTAP loss/ homorygous deletion as well as
loss af expression has been reported in a wide
varety of solid tumors and kematologic
cancers ST such events have been correlated
with poor progrosis in a vanety of cancer
types, including kepatocelbular carcinamal®.
pastroimestina] stromal tumors™_ mantle cell
lymphoma (MCL, melanoma¥HET pasiric
rancer™™, myxafibrosarcoma™,
nasopharyngeal carcincma ¥E, ovarian
carcinoma™® and non-small cell lung cancer®,
MTAF loss was not prognostic in pediatric B-
cell aoute ymphocytic leukemia® or in
astrocytoma . However, MTAP has al= been
reported to be overexpressed in colorectal
cancer (CRC) samples™, and MTAP retention
is thought to be important for prostate cancer
growth due o continuous sapply of SAMTL

NOTCH3

ALTERATION
truncation intron 2

POTENTIAL TREATMENT STRATEGIES
Several approaches for inhibiting NROTCH3
signaling are being developed, induding
mentralizing NOTCH antibodies such as

O P-ols™ which targets NOTCH:= and
NOTCH3, and pan-Naotch inhdbitors, sach as
gamma-secretase inhibitors SN, 4
Fhase 1b study of OMP-cgRs in combination
with gemcitahine and nab-paditaxel has
shown promising efficacy fup to 5o% partial
response] in patients with untreated metastatic
pancreatic cancer™. & Phase 1b study of
OAIP-5gis in combination with etoposide and

cisplatin for small cell lang cancer reported a
median progression free survival of 12 days
and B4% overall response rate ™. The GSI
BMS-gofiosy inhibits HOTCH activity in vitro
and exhibits anti-tumor activity in xenograft
miodels of leukemia and triple negative breast
cancer harboring NOTCH1 and NOTCH3y
activating mutations or averexpressicn /&4,
These agents are being imvestigated in
prechinical studies and early climical trials in
various tumor types &, These approaches
would not be melevant i the comtext of
imactivating alterations. as seen here.

FREQUENCY & PROGMOSIS

NOTCH7 mutations have been reported in 10%
(7/70) of basal cell carcmoma samples
fCOSEMIC, Apr zo1g). Pablished data
imvestigating the prognostic implications of
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Pe3ynbraTthl LULMPOKONaHeNbHOro CeKBeEHUpPOBaHUA HOBOIO
nokoneHua (NGS)

GEHE RATHIMALE

ARIDH A loss or inactivation may predict
AR;D?A sensitivity o ATR inhibitors,
ALTERATION

Al42fs*T6 - subclonal
MNCTO2264678 PHASE 1/2

Ascending Doses of AZDw738 in Combination With Chemotherapy and for Novel Anti Cancer Agents  TARGETS
ATR, PARF, PD-L1

LOCATIONS: California, Mew York, Saint Herblain {France), Villejuif {France), Seongnam-si (Korea, Republic of), Secul {Karea, Republic of), Cambridge:
{United Kingdom), London (United Kingdom), Manchester (United Kingdom), Sutton (Unitad Kingdom)

NCTO2157792 PHASE 1

Mes20 First in Human Study TARGETS
TOM, TOP2, ATR

LOCATIONS: Manchestzr (United Kingdom), Newcastle Upen Tyne (United Kingdom), Oxford (United Kingdom), Massachusetts, Ohio, Sutton (Unib=d
Kingdom), Texas, ¥irginia, London (United Kingdom)

MCTO3641547 PHASE 1
Mes20 Plus Standard Treatment in Oesophageal and Other Cancer TARGETS
ATR

LOCATIONE: Glasgow (United Kingdom), Juford (United Kingdom)

MCTO2487095 PHASE 12
Trial of Topotecan With VX-970, an ATR Kinase Inhibitor, in Small Cell Cancers TARGETS
ATR

LOCATHOME: Maryland

NCTO2595931 PHASE 1
ATR Kinase Inhibitor VX-970 and Irinotecan Hydrochloride in Treating Patiznts With Solid Tumors That  TARGETS
Are Mefastatic or Cannot Bz Remnoved by Surgery ATR

LOCATIONE: California, Connecticut, Florida, Massachusetts, Michigan, Missouri, Morth Caroling, Pennsylvania, Tennesses

NCTO2723864 PHASE 1
Weliparib (ABT-888), an Oral PARP Inhibitor, and VX-570, an ATR Inhibitor, in Combination With TARGETS
Cisplatin in Pecple With Refraciony Solid Tumars PARP ATR

LOCATIONE: Maryland, Massachusstts, Texas
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