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9 St * Meme kanseri kadinlarda en sik izlenen

kanser tarudur
UlUSGl * Meme kanserlerinin %5-10 kadari genetik
CERRAHI ONKOLOJi kokenlidir
KONGRE! * Ailede birden cok meme/over kanseri

birlikteligi, geng yas meme kanseri, bilateral
meme kanseri, TNBC meme kanseri, erkek
meme kanseri varlig genetik yatkinligi
dustindirmelidir
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* Mary-Claire King, a geneticist
whose work led to the discovery of
a gene that carries an added risk
for breast cancer, has called for
testing to be offered to all
American women 30 and older. The
New York Times
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* Guglu aile hikayesine ve fenotipik 6zelliklere e

ragmen BRCA testi negatif gelen hastalarda
diger genetik mutasyonlar arastiriimalidir

« Oncelikle bu hastalarin genetik uzmanina
yonlendirilmesi gerekir

* Hangi testlerin istenecegine genetik uzmani
karar verir ve sonuglari da genetik uzmani
yorumlar

* Multigen panelleri hizli ve gok sayida genin
analiz edilmesine olanak verir

* Her laboratuarin deneyim duzeyi farkhdir
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“MEME KANSERINDE GENETIK MUTASYONLAR

Yiiksek riskliler Hafif riskliler

* BRCA e ATM ¢ BARD1

e CDH1 e CHEK2 ¢ BRIP1

* PTEN * PALB2 * NBN

* STK11 * RAD50

* TP53 ¢ RAD51C
* RAD51D
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Table 2.3 (continucd)

Gene(s) | Breast cancer lifetime
risk

CDHI | 39-53% (particularly
Tobular)

PTEN  ~25-50% by most
estimates (some higher
estimates)

STKII  32-54%

7Ps3  Significantly
increased, may be as
high as 79%

Ovarian cancer Other associated cancers/features.
lifetime risk
No known increase  Diffuse gastric (55-85%)
Possibly colon
No known increase  Thyroid, endometrial, renal, and
possibly colorectal cancer
Benign breast and thyroid disease
Uterine fibroid tumors
Skin findings (oral papillomas,
facial trichilemmonmas)
Macrocephaly
Developmental delay
Autism spectrum disorders
Multiple GI polyps Gincluding
hamartomas and ganglioneuromas)
Vascular malformations
18-21% (mainly sex  Colorectal, gastric, pancreatic,
cord stromal) uterine, small intestine, testicular,
and lung cancers
Multiple hamartomatous GI polyps
‘mucocutancous hyperpigmentation
Unknown/not well  Sarcoma, brain, adrenal cortical
defined
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Multiple primary cancers

Kimler Multipanel
Test(NGS)
Yaptirmaldir

Kisisel yada ailesel cok
sayida kanser hikayesi
olup, tek bir genetik
mutasyonla izah
edilemeyen durumlar

Kisisel veya ailesel geng
yas genis kanser
spektrumu olan hastalar

GENETIK TEST

+ NEGATIF
« Yaklagim kisisel ve aile
hikayesine gore belirlenir
* VUS(Variant of Uncertain
Significance) (%30-40)
* Yaklagim kisisel ve aile
hikayesine gore belirlenir
« PATOJENIK
+ Spesifik gen
mutasyonuna gore tibbi
yaklasim
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Bu mutasyonlarin
hastaliga sebep olup
olmadigi net degildir

VUS sonucuna gore
tedavi yaklagimi
belirlemek dogru olmaz

Variant of
Uncertain
H = Zaman saptanan
Significance(VUS) VOSfarin hastlk
baglantisinin
dnemli/énemsiz
oldugunu gosterecektir

Multipanel testlerde

VUS gériilme olasilig
yuksektir
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YUKSEK
RISKLI
GENLER

Y

5
BRCA1-2
CDH1
PTEN

TP53

Yakin takip yada profilaktik mastektomi
onerilebilir
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LI-FRAUMENI SYNDROME MANAGEMENT
female) INADULTS
« Breast awareness® starting at age 18 y.
«Clinical breast exam, every 6-12 mo, starting at age 20 y."
« Breast screening
y, annual breast MRI® screening with contrast.%
 annual breast MRI screening with contrast and of
agement should be considered on an individual basis.
with a pathogenic are treated for breast cancer, and who have not had a bilateral

mastectomy, screening with annual breast MRI of hould continue as described above.
«Discuss option of risk-reducing mastectomy

» Counseling should include a discussion regarding degree of protection, reconstruction options, and risks. In addition, the family history and

residual breast cancer risk with age and life expectancy should be considered during counseling.

« Address psychosocial and quality-of-life aspects of undergoing risk-reducing mastectomy.

+ Comprehensive physical exam including neurologic examination with high index of suspicion for rare cancers and second malignancies in
cancer survivors every 6-12 mo.
« Colonoscopy and upper endoscopy every 2-5 y starting at 25 y or 5 y before the earliest known colon or gastric cancer in the family,

respectively.
« Annual dermatologic examination starting at 18 y.
« Annual whole body MRI®'9 (category 2B).
+ Annual brain MRI (category 2B) may be performed as part of the whole body MRI or as a separate exam.
NCCN S ) caviopeat X of all sexual and gonder Kentiies o the greatest extent
~On this page. the d females efor t

Compranensive NCCN 1.2022 NCON Guidaings i
NCCN K Cowden Syndrome/PTEN Hamartoma Tumor Syndrome mﬁ
Network Management
COWDEN SYNDROME/PHTS MANAGEMENT
GENERAL
+ Annual phy 18y or 5 before liagr ofa in the family

(whichever comes first), with particular attention to thyroid exam.
« Education regarding the signs and symptoms of cancer.

BREAST CANCER (fomalo)

*+ Breast awareness® starting at age 18 years.

« Clinical breast exam, every 6-12 months, starting at age 25 years or 5-10 years before the earliest known breast cancer in the family
first).

+ Broast screening
»

d breast MRI screening with contrast starting at age 35 years or 10 years,
before the earliest known breast cancer in the family (whichever comes first). =

» Age , manageme s.
» For individuals with a PTEN pathogenicilikely pathogenic variant who are treated for breast cancer, and have not had a bilateral
g with annual ind breast MRI should continue as described aboy
«Discuss option of risk-reduci nindividuals with pathogenic variants identified. For those with clinical CS/
PTHS syndrome, consideration of risk-reducing surgery should be based on family history.
and risks. In addition, the family history

and residual breast cancer risk with age and life expectancy should be considered during counseling.
+Add of

quality risk-reducing
COLON
+ Colonoscopy, starting at age 35 y unles: or if cl age 40 y, then start 5-10 y before the
< earliestk in the family. 5y or more frequently if patient is symptomatic or polyps arc
found.

CDH1 GEN MUTASYONU

Lobller meme
kanseri

Herediter diffliz
gastrik kanser

eYakin takip? eYakin takip?

e Profilaktik e Profilaktik
gastrektomi? mastektomi?
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Tarama ve profilaktik mastektomi
konulari tartismali
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Yeni
Tanimlanmis
Genler

RAD51D

XRCC2

Bu mutasyonlarda risk ve genel yakla:

Table I The Prevalence of non-BRC.A genes and the Rate of VUS in Individuals with Inherited Dreast Cancer- Literatuze Results

ot specified

Walsh et al (201
2 Kwnsisto eral 2011) [22]
5 Walsh et al 2011) [23]

Nt spesified

< 1Ps5
4 Mauer eral 2014) [24] 1233 22 10% murations in non-BRCA zenes 30%

5 Xurian et al (2014) [25] 198 az 1147 mutations in non-BREA zenes
s Castera et al (2019) [26] 708 27 3% CIHEK, RADSIC, RADS0.PALB2,MREILA, ATM, NBSI, CDITI, Not spesificd

7 LaDuca ctal 2014) 127 2075 14-22 7.2-9.6% mutations in non-BRCA gencs 15.125.6%
S Churpek e a1 (2014) (28] 230 s 4.4% mutations in non-BRCA sencs: PALB2, CHEK2, BARDIL ATM, 0.6%

FTEN, P35
o Chong et al (2019) [29] 5000 B V1% 7RS35, 2.5% PTIEN.1.2% CDITI, 0.6% STK 11 ot specified
10 Cybulkictal@015)[30] 111 s 2.8% PALBE2. 1.3% ATM Not specificd
11 Doherty ctal 2015 [31] 131 s oo 7%
12 Maxwell et al 2015) (32 278 2: 119 mutations in non-BRCA zencs 19%
13 Tans ot al 2019) [33] 2185 s mutations in non-BRCA enes: CHIEK?PALE? ATM. MSHS, 41.7%
14 Couchetal @o19) [34] 1824 17 soutations i non-BRCA wencs: PALE2, BARDI, RADS1D, RADSIC, Not specificd

N

15 Schrocderctal 2015)(35] 620 10 CHEE?2. 0.65% ATM. 0.45% CDIHI. 0.32% PALB2. 0.32% NBN. Not specified
16 Yans ctal 2015) [36] o0 152 3% TP53. 19P4LE2. 1% RADSIC. 1% RADS0. 1% CDHI Not specificd
17 Lincoln ct sl (2015) [37] 1062 29 3. c. ~HE] MsE2 A1

MSITS, PALS2.
15 Aloraifi et al (2015) [35] 104 31z 5% ATM. 3% RADS0. 2% CIIEK2. 1% TPS3. 1% PALB2, 1% MREILA  Not specified
19 Kupoor et ul (2015) [391 006 15 16.9%
20 Desuond ctsl 2015)[10] 1046 20 Notspecificd
21 Thompeon ctal 2016) [11] 3007 is Notspecificd
22 Tung etal 2016) [42] ass 25 33.2%
23 Coush et al 2017 [431 65057 Not specificd
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Breast/Ovarian AmbryGenetics_ 8RCApls™* 5 BRCAL BRCAZ COHY, ALBY, PTEN, T3
Fanels Breastien’® 7 AT, BARDY, BRCAY, BRCA2, BRIPL, COHY, CHER2, MRELLA, MUTYH,
NBN, NEL, PALS2, PTEN, RADSO, RADSIC, RADSLD, P53
e 3 ATM, BARDY, BRCAL, BRCAZ, BRIPL COHL, CHEK2 EPCAM, MUAL,
MRELLA, MSH2, MSH, MUYV, NBN, N1, PALB2, V2, PTEN,
RADS0, RADSIC, RADS10 SWARCHS ST, 953
nitee Breastand Gynecologic 14 AT, BRCAL, BRCA2, COHS, CHEK?, EPCAM, LKL MSHY, MSH,
Cancers Gudelies PALS3, PMSZPTEN, STKIL, P53
Based Pane”
reast Gancer Guideines 9 ATV, BRCAL, BROA2 COHS, CHEKY, PALBY, PTEN, STK11, TPS3
Based pane”
Jor Cobr ) AT, BARDS, BRCAL, BRCAL, BRIPL, COHY, CHEKS, EPCAM, ML,
Genomics® MSH2, MSHE, NG, PALS2 PMSY, PTEN,RADS1C, RADSID, ST,
Genedx Breast ancerHighMod- 9 ATV, BRCAL, BRCA2, COHS, CHEKY, PALB, PTEN, STKL1, TPS3
erate sk Panel”
breast/Ovarin Gncer 21 ATV, BARD, BRCAT, BRCAL, BRIPL, CDHI, CHEK2, EPCAM, FANCC,
panel” ML, MSH2, MSHG, NGN, PALB2, IS, PTEN, RADS1C, RADSID,

STK11, TPS3, XRCC2
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TABLE 4. Pros and Cons of Single/Limited Gene Testing and Multigene Panels

SingleLimited Gene Testing Multgene Panels
Adantages Pheratpedrected testg Ware st efective s xpersiveper ene it
Cancs i and management Maretine efcent
aptions e mor tebished Decease  tesing e for gt and roviders
Lower likeinood of detecting VUS Effigent use ofsingle specimen
Mareraptraround e Higher muttondtecton e, geres nickly e bt
cllctiel sgnant
Disadhantages  Hi
singe gnes et e Gncer s management ptions fen ot weldenes,
Les conpreenshe atisery o some modete an owgentace s
Unexpeded fndgs sch s of phenotpic gt ene
miton
onge tunzrond e

enesmayinlde g tht ptents ot wish to st for
Abbredation: VU5, vatants funcertan sfcance.
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Meme kanserinde genetik mutasyonlarin %50

kadari BRCA mutasyonlarina baglidir

Gugli aile hikayesi ve fenotipe ragmen BRCA
testi negatif gelen hastalarda diger genetik
mutasyonlar arastirimalidir

NGS hizli ve pratik gok sayida gen analizine
olanak saglar

Genetik meme kanseri oldugu disinilen
vakalarda test 6ncesi ve sonrasi klinik

yaklasimi belirlemede genetik uzmanmnin
degerlendirmesi hayati 6neme sahiptir




