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Meme Kanseri Mortalitesi Azahyor....
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Kemoterapi Ne Kazandirdi ?

MNo chemotherapy <= CMF < Anthracyclines < Taxanes

50 - 10-yvear gain 4.3 7 10-year gaim 4,326 7] 10-year gain 5.1%:
Cantrol
40 4 36, 4% CMF 7 Anthracycline
E:'_E‘ 31.3%: 31.0%%
= an4 4 .
= CMF
£ 20 - 32.2% 1
(=] anthracyclime
Q) -+ -
O 5 10 O 5 10
Years
: Antrasiklinli
Nothing ’
Rejim
€

Peto, R San Antonia Breast Cancer Symposium on behalf of the Early Breast Cancer Trialists’ Collaborative Group




Kemoterapi

Antrasiklinli
Kombinasyonlar




BIR TEDAVI BELIRTECI, HARITA SART...

MAPPING THE

CANCER




KEMOTERAPIDEN OTESI.....

MEME CA R Histolojik Molekuler
Subgruplar patoloji
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Her2 BLOKAJL.....
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KEMOTERAPI + TRASTUZUMAB ile SAGKALIM

&0
—Os
=PFS
0 |
40
£
£30
-
20 |
10 | W
0
Shmoneta EGFI4535 TAsDEM  EGF30008 NCTO0294996 Robestetal BCIRGOOT HERMATA CLEOPATRA
a0l (Gumetal (Kusfman et al (Joimton et dl. (Emdgaetal ol (Valero et al. (Andemacm et (Swam etal
X1y 200 00 2014) 20109 al X010 015

rresotzo . ASCO ANNUAL MEETING 17 | #ASCO17

property of Ehe auitho



‘ONKOLOJIK DRIVER’




Phases of CML (before Imatinib)

Chronic phase

Advanced phases

Accelerated

phase

Blastcrisis

Median duration
9—6 years

Median duration Mgdisan survival
6-9 months —6 months

ALLOJENIK KOK HUCRE NAKLI




BCR-ABL TRANSLOKASYONU




THERE IS NEW AMMUNITION
IN THE WAR AGAINST

CANCER.

| THESE ARE THE BULLETS.

Revolutionary new pills like GLIVEC
combat cancer by targeting only the
diseased cells. Is this the breakthrough

N0

28 May 2001



HERA CALISMASI 11 YILLIK TAKIP
SONUCLARINDA HER2 BLOKAJI
YAPILMADAN 1Yi SEYREDEN HASTALAR...

11 years’ follow-up of trastuzumab after adjuvant
chemotherapy in HER2-positive early breast cancer:
final analysis of the HERceptin Adjuvant (HERA) trial

David Cameron, Martine | Picoart-Gebhart, Richard D Gelber, Marion Procter, Aron Goldhirsch, Evandro de Azambujo, Giberto Castro]r,
Michael Untch, lan Smith, Luca Gianni, jose Baselga, Medal Al-5akaff, SabineLouer, Eleanor McFadden, Brian Leylandones, Richard Bl
Mitch Dowsett, Christian Jackisch, for the Herceptin Adjuvant (HERA) Trial Study Team
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HERA CALISMASI 11 YILLIK TAKIP

SONUGLARI

=== Qbservation Only == Trastuzumab 1 Year == Trastuzumab 2 Years

83.4%
10{]- 31 30; 75.4%

3 90+ = 1.2% 69.3%

T:E 80= 68.5%

2 704 70.0%

N ﬁ{]- 54.7% 525%
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50=

£ HR

: 4() = N Events  (vsobs.) 85% Cl P-value

# g0= Observation 1637 608

@ 90 1YEX 1702 505 076  (0.68-0.86) <0001

a 10 2 Years 1700 518 0.77 (0.65-0.87) <,0001

v
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L o\o
Years From Randomization® e

Number at Risk 606
Observation Only 1697 1201 1095 946 9‘3'
Trastuzumab 1 Year 1702 1319 1213 10¢” \\8’ 46
Trastuzumab 2 Years 1700 1361 1222 -§ 965

*Plotting area truncated to 0 — 120 months

Cameron D et al, Lancet Oncology 2017




Tek Problem Reseptor ve Kontrolsiiz Sinyal mi?
Ya Primer Tumor Karekteri ....?

Primary Tumor

Micrometasiaeis




INFLAME MEME ve HER2 ....

T cell

Dendiritic cell

Mast Cell

CDBTcel

—

Treg
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' KANSER TURLERI ve IMMUNITE

b

Inflamed

CD8+ T cells infiltrated, CD8+ T cells accumulated but CD8+ T cells absent
but non-functional not efficiently infiltrated from tumor and periphery
Accelerate or remove brakes Bring T-cells in contact Increase number of antigen-
on T-cell response with cancer cells specific T-cells or increase antigen
presentation
aTIGIT, aCSF-1R aCXCR4, TCBs MEKIi, FAP IL-2v, aVEGF,

M:ﬁ:?.ﬁf::fm chemo



Tailoring adjuvant therapy in HER2+ disease

following neoadjuvant treatment

NeoALTTO
(Salgado et al. JAMA Oncol 2015)

pCR+highTILs
T RD+highTILs

PCR+lowTILs

Somatic mutations

Intratumor
heterogeneity

Proliferation
Luminal features

Tumor Cell
Biology

RD+lowTILs

o

Microenviroment
Biology

Tumor Load

No PCR, 240% TILs
= == PCR, 240% TILS

No PCR, <40% TILs

PCR, <407% TILs
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Nodal status

Immune infiltration
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* \Who needs additional therapies?

» And which therapies? o 0 B

Time After Randomization, y

smsaion: ASCO ANNUAL MEETING 17 | #ASCO17  prccentedby: Aleix Prat. MD PhD

Slides are the property of the author. Permission required for reuse,



MEME KANSERINDE TEDAVI KARARI...

l(riterler Tum Meme Kanserli Hastalarini Kapsiyor rru?
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Meme Kanserinde En Etkin Yol Onlemek...
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Geng¢ Hasta...
Yuksek Grad

Hormon negatif
Aile Oykiisii..

Herediter Meme Kanseri



Meme Kanserinin Ne Kadari
Kahtimsal?

™ Hereditary
M Sporadic

M Familial

= [85% BRCA 1/2 ]

Dusuk penetrasyonlu Mutasyonlar;
P53, ATM, PALB2




Chromosomes, Genes, and DNA

Gene

Nucleus
Chromosomes

Cell
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BRCA1 Mutasyonunda Kanser Riskleri

Primary Breast Cancer i

Secondary Breast Cancer

Ovarlan Cancer I

Cancer R|sk (%)
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BRCA2 Mutasyonunda Kanser Riskleri
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BRCA Mutasyonunda Diger Kanser Riskleri

Breast cancer. 50%-70%

Second primary breast cancer: 40%-50%

QOvarian cancer: 15-45% BRCA1 > BRCAZ2

Increased risk of other cancers:
Male breast cancer BRCAZ2 > BRCA1
Pancreatic cancer BRCA?Z2
Prostate cancer BRCAZ2
Melanoma BRCAZ2




BRCA’va bagh Meme Kanserinin
Ozellikleri

Geng¢ Yas ER negatif

Yiuksek Grad

BRCA71’e bagh meme Triple Negatiflerin

kanserlerinin %20-30’u BRCA1 pozitif
%50’ triple negatif

Atchley & Arun JCO 2008, Kwon & Arun JCO
2010
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Tarama Testleri Onemli
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Genetik BRCA testi icin adaylar

Mational

. {--:'mnprn]':.m:.}ii.x'c: NCCN GUidEIinES version 1 _2&1 B NCCH Guidelines Index
e Cancer BRCA-Related Breast and/or Ovarian Cancer Syndrome P a—r——

Merwork®

RCA1/2 TESTING CRITERIAZD
Meeting one or more of these crteria warrants further personali
Testing of an individual without a cancer diagnosis should only

risk assessment, genetic counseling, and often genetic testing and management.
considered when an appropriate affected family member is unavailable for testimg.

* Individual from a family with a known deletericous BRCA 1/ + Personal history of high-grade prostate cancer
ERCAZ gene mutation 1EI9351:-3 score 27) at any age with 21 cloese blood
* Personal history of breast cancer? + ane or more of the relative™ with owvarian carcinoma at any age or breast BRCA 5
following: cancer =50 y or two relatives with breast, pancreatic, testing = |Follow-u
¢ Diagnosed =45 y or prostate cancer {Gleason score 27 or metastatic) at criteria WA_EE
v Diagnosed =50 y with: any age . r met [BRCA-2)
& An additional breast cancer primary': [ F;L?g:;pr:iit:ﬁd:;;e;? i:'aht:sq:;r:—gptam ﬁadni:.:,;se: I|I
E :1 ::z:: :};Ta:idv;efi?:e with T‘east cancer at any age + Personal history of pa ncrea&lc‘. cancer at any age {
M = - pancreatic cancer ) with 21 close blood relative™ with ovarian carcinoma III
¥ 21 relative with prostate cancer (Gleason score 27 or at any age or breast cancer <50 y or two relatives \
metastatic) with breast, pancreatic cancer, or prostate cancer \ If criteria
% An unknown or limited family history? {Gleason score 27 or metastatic) at any age Y | FBRCA for other
" Diag_n-:l-se:l 5:!5‘-1!I y weith: + Fers_-:l-nal history of pancreatic cancer and Ashhenazi testing hereditary
& Triple negative breast cancer Jewish ancestry criteria syndromes
¢ Diagnosed at any age with: . EIRC:!.TH‘ pathogenic mul;ati-_:m detected by tumor not met, not met,
¢ 22 close blood relatives with breast cancer, pancreatic profiling on any tumor type in the absence of consider | |then cancer
cancer, or prostate cancer (Gleason score =7 or germline mutation analy sis ti )
metastatic) at any age Famiily history only (significant limitations of testing FCreening
2 =1 close blood relative™ with breast cancer diagnosed interpreting test results for an unaffected individual for Dﬂjle:r as per
=50 v should be discussed): d hereditary HNHCCHMN .
2 =1 close blood relative™ with ovarian® carcinoma r First- or second-degree blood™ relative meeting any syndromes Screening
% A close male blood relative™ with breast cancer . gii?:_j:':’;i i':::l:'% relative who has breast cancerD Guidelines
& For an individual of ethnicity associated with higher andior uﬂa rian® carcinoma and who has =2 close
r'I'll.It.ElilI:lI:I frequency (eg, P.sr_hkenazi Jewish) ne additional I:-I-:ln:-:ad relatives™ with breast cancer (at least one with
family history may be required breast cancer =50 y) and/or owvarian® carcinoma

* Personal history of ovarian® carcinoma

. f b t
J:"E'r.?urﬂma'r 5”5 = ng Eﬁgr?ms:a nmer i counseling and tesiy
BRYCN-A

Sincludes fallopian tube and primary pertoneal cancers. BRCA-related ovarian cancers are associgbed
with epithelial non-mucinous histology. Lynch syndrome can be associated with both I'II:lI'II'I'il.Il:II'II:lIJS- anl:l
mucanous epithelial tumors. Be attentive for clinical evidence of Lynch syndrome

b N situ for Genetic/Familial High-Risk Assessment: Colorectal). Specific types of non-epithelial owarian cancers

breast cancers should b= included. and mors can also be associated with other rare syndromes. Examples include an association betwesn
“Two breast cancer primanes includes bilsteral (contralateral) dsease or two sex-cord tumors with annular tubules and Peutz-Jeghers syndrome or Sertoli-Leydig tumors and

or maore cleardy separate ipsilateral prmary tumors esther symchronously or DICER -related disorders.

asymchronoaushy. TMesting for Ashkenarzi Jewish founder-specific mutation(s) should be performed first. Comprehensive
dClose blood relatives include first-, second-, and third-degree relatives on genstic testing may be considered if ancestry also includes non-Ashkenazi Jewish relatives or if other

same side of family. (See BR/OW-8) BRCA-related criteria are met. Founder mutations exist in other populations.




Ailesinde BRCA1/2 mutant birey olanlar,
Meme kanseri saptanmis < 45 yas hasta

Meme kanseri saptanmis <50 yas hastada ( 2 1 akrabada herhangi yasta meme
kanseri, 2 1 akrabada herhangi yasta pankreas kanseri, = 1 akrabada herhangi
yasta metastatik veya Gleason >7 prostat kanseri)

<60 yasindan once triple negatif meme kanseri (aile anamnezi olmasa bile)

Ailede =1 meme kanseri hastasi (<50 yas tanilh)

Ailede =2 herhangi yasta meme, pankreas, prostat kanseri olgulari

Over kanseri (seroz, yuksek grad, fallop tupu, primer peritoneal e?
kanser)

| o?'&".
Ayni hastada meme ve over kanseri Q'Q\\
Bilateral meme kanseri e N

&
Erkek meme kanseri
NCCN 2018|

Meme Kanseri: invaziv meme ca veya. .




52 yas ER %4 BRCA Bakmayalim mi?

Patients with tumors ER<10%, PR
0% and
Her2 neu negative

No BRCA testing
p53 Mutation or p53 Variant

BRCA Variant of Unknown

Significance

BRCA testing

BRCA Results Known

Sanford & Arun, Cancer 2015

ER 0% ER 1-9%
I O > S
d

BRCA mutation

3 90 o
Negative 89 (73%) 15 (68%) 0*00‘0
Positive [ 33 (27%) 7 {32“;{])] ‘_6 9\0\
>




Genetik Test Once Kime Yapiimah?

Died 56

@ x4

‘ Died 40 ‘ Age 49
dx.37 dx.48

Age27 Age29 Age33 Age 22 Age? >
dx. 31 dx.33

. = Breast Cancer
. = Ovarian Cancer




BRCA Tasiyici Hastalarda Tarama
Testleri

R ESIVID) "
2017

clinical practice guidelines R L - =t e

Prevention and screening in BRCA mutation carriers and
other breast/ovarian hereditary cancer syndromes:
ESMO Clinical Practice Guidelines for cancer prevention
and screening’

S. Paluch-Shimon?!, F. Cardoso2, C. Sessas, J. Balmana?, M. J. Cardoso?2, F. Gilbert® & E. Senkus®,
on behalf of the ESMO Guidelines Committee™

Clinical breast examination every 6-12 months is recommended from age 25 or 10 years prior to the V. B

youngest breast cancer diagnosis in the family, whichever is earlier

All carriers should be encouraged to "breast-aware" and to seek immediate medical attention if they ‘agﬁo‘.o
perceive any changes in their breast or lumps in the axilla @6‘; ‘39\
| O A

Annual screening MRI should be commenced from age 25 with the addition of annual mammr \‘{) ’\Q
\

age 30 K¢ 0@
If MRI screening is not available, annual mammography should be utilised from age » \ 2 ‘50

Breast ultra-sonography can be considered if MRI is unavailable and may also br QO&’\QO gunct to IV, B

- mammography. A @Q.e



Meme Kanseri Taramasi

Cancer Detection Rate and Recall Rate according to Modality
Variable Mammography (n = 1957) MR Imaging (n= 1977)
CDR per 1000 examinations 7.2 21.8
No. of cancers 14 43
95% Cl 292 1197 15.78,29.19
Median size of invasive cancer (mm) [ 15 9
Abnormal interpretation recall rate* 11.1 23.3
No. of studies BI-RADS 0, 3,4, 5 217 461
95% Cl MRG Hazard 95% CI p
Note.—P <= .001 comparing CDR betwee Kanser ratIO
* BLRADS 0,3, 4, 5. Tipi
DCIS 1.71 0.61-4.80 | .31
Invasive 0.79 0.50-1.24 | .30
cancer
Inv ca 1.33 0.75-2.36 | .33
(< 2cm, LN (-)
Inv ca 0.30 0.12-0.72 | .008
(> 2cm, LN (+)

Wm mcungress Lo G et al, Radiology 2017, Arun JCO 2015




BRCA Mutant Hastalarda
Kime Hangi Oneri, Tedavi..?

Surgery

Preventive Therapy with
Drug Combinations

Single Agent
Preventive Therapy

Lifestyle
Changes

Low Moderate High VEI'V High

Current risk assessment tools:
Gail Model, Tyrer-Cuzick model, Mx density,
ADH/LCIS, BRCA1/2

Modified from Brown P., ASCO 2015



BRCA Mutant Hastalarda
Kemoprevensiyon

” Estrojen antagonistik

Nuks oranini azaltir
Estrojen Reseptdrii Meme kanseri riskini
azaltir

Estrojenik:
Kemik dansitesini arttirir
Kirllma riskini azaltir Placebo 175 43 4
Endomterial kanser riskit Tamedizn 29 22.0

Events Rateper 1000

Flacebo

F <= 0.00001
-~ 490,
reduction

-

Rate/1000

Tamoxifen

Wickerham et al, ] Natl Can Inst 2000



P2 STAR Calismasi: Tamoxifen Vs Raloxifen

Kumiilatif Kanser insidansi ‘
At Risk by Year # of Rate/

Treatment 0 8 12 Events at 12 yrs RR (95% CI)
'o Tamoxifen 9736 6732 1012 375 51.4 1.19 (1.04-1.37)
A Raloxifene 9754 6895 1023 453 62.8

Tromboembolik Olay

At Risk by Year #of  Rate/1000
Treatment 0 8 12 Events atl2yrs RR P-value
Tamoxifen 9736 6835 1029 251 31.8 0.80 0.02
. Raloxifene 9754 7071 1071 204 26.1

A

o
g
g
8
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3
3
S
E
-
o

36 48 60 72 {

Time Since Randomization (month

Cumulative Incidence per 1000

Wickerham et al, ASCO 2015




Mo. at Risk

Placebo
Exemestane

Cumulative Incidence (%)

100

5 Placebo
L ]
4=
80 1 Annual Incidenee (95% CI)
70 3] Placebo 0.55% (0.36-0.73)
71 Exemestane 0.19% (0.08-0.30)
B a
47
50 .
1 Exemestane
40 E —_—
0 0} . : - : . 1
0 1 2 3 4 5
20
Hazard ratio, 0.35 (85% CI, 0.18-0.70)
10 P=0.002 by stratified log-rank test
03 ; ; . - - -
1] 1 2 3 4 5
Years
10 — Placebo group
i;;: igg; ---- Invasive ER-positive cancers in placebo group
—— Anastrozole group

Cumulative incidence (%)

---- Invasive ER-positive cancers in anastrozole group

5-6%

- -l- I
0 1 2 3 IBIS-1I: Anastrazol vs Plasebo

L Timesinc.

Goss et al, NEJM 2011, Cuzick et al Lancet 2014




BRCA1’e bagli meme kanserlerinin BRCA mutant hastalar igin prospektif
%50’i triple negatif, kemporeventif caligma yok
%70’i ER negatif

Uptake of
raloxifene
=0.21%

Uptake of
tamoxifen
= 0.03%

Tum calismalar, retrospektif ve karsi meme NASBP-P1 retrospektif calismada
kanser riskini incelemis Tamoxifen BRCA mutant hastalarda meme
kanseri sikligini azaltmiyor



Meme Kanseri Gelismis BRCA Mutant
Hastada Tedavi

BRCA Mutant Her Hasta Koti

T

BRCA Mutant Hastada her zaman
kemoterapi sart mi?

|BIBIE

Platinsiz kemoterapi olur mu?



gBRCA carriers with ER+ve breast cancer rarely
have low Oncotype DX recurrence scores

Breast Cancer RBes Treat (2016) 157.511-516 ® Cragshlark
D00 10, 1007/ 10549-016-3836-6

CLINICAL TRIAL

Oncotype-DX recurrence score distribution in breast cancer / B0.0% \
patients with BRCA1/2 mutations S00% |
40.0%
R. Lewin' - A, Sulkes' + T, Shochat” - D, Tsoref' - §. Rizel' - N. Liehermann” - 30.0%
D). Hendler' + V. Neiman' + I. Ben-Aharon' + E. Friedman® + . Paluch-Shimon” - 20.0%
D. Margel' - I, Kedar” - R, Yerushalmi' -
10.0% ‘
0.0% lll
General population BRCAL BRCAZ
[ Ly rlsk 52.9% 15% 18.4%
O imtermediate risk 37 94 35 52 B%
W Hig b riske 9.1% 50% 29%

J

58 ER+ve gBRCA patients (20 BRCAL, 38 BRCA2) \_

BRCA1 and BRCAZ carriers

1020 Sporadic ERve More Grade 3 and higher ki6/

ONZress




BRCA1/2 carriers do not have greater risk of
systemic recurrence just because of the mutation

( Latest systematic review concludes no A

evidence that prognosis Is worse Just because

RESEARCHARTICLE

Interaction between Hormonal Receptor

Status, Age and Survival in Patients with ~{_patient has mutation p
BRCA1/2 Germline Mutations: A Systematic
Review and Meta-Regression ( )

e st | Seme as non-BRCA If account for stage and

Eitan Amir®, Albarto Ocans®

1 Departmant of Medcal Oncalogy, Kantansspital St. Gallan, St Gallen, and Facutty of Madicine, Univarsiy k n DW n pathol og | Ga | p rOg n USU C fa Cto rS

Basel, Swizadand, 2 Translational Mesearch Unil, Albacete University Hosplal, Albaces, Spein,
3 Department of Oncology, Cuesn's Univessity, Kingaton, ON, Canada, 4 Depariment of Medical Oncalogy, k )
Hespital da la Santa Crau | Sam Pau and Universitat Autinama da Barcelara, Barcakana, Spain, § Divisions
o Midical Oncolegy and Hematalagy, Princess Margarat Gancer Gantra, Daparimant of Madicing, University

of Taromin, Toronta, Canada, & Deparimant of Madical Cneology, Instituie of Cncology, Lubljana, Siovenia
T Centro de Investigaeiin del Cancar CIC-C3IC, Uriversidad de Salamanca, Salamanca, Spain . . .
s Being ER+ve remains a more +ve feature in

BRCAT mutation carriers but ...

ONZIress
i




Should all BRCA1 carriers have chemotherapy?

Study of 379 gBRCA1mut women 4 institutions
o 267 of 379 patients (/0.4 %) received chemo

¢ Should all BRCA1 mutation carriers with stage I breast cancer
receive chemotherapy?

( )
.- ot oy . P s Chemo - 60% ER-ve 40% ER+
CHufummilayo 1. Olopade < Willlam D, Foulkes h'lh.ﬂbﬂm[': hﬂffl
i Tonst Bk s Fog S Non-Chemo - 40% ER-ve 60% ER+

| y

15 year Survival - 73% no-chemo 89% chemo
T'size , ER or Age not predictive of survival

A |  Argue that all >T1a should have chemotherapy,




In sporadic TNBC adding a platinum to AC
pachtaxel does not significantly increase EFS

CALGB 40603 - EFS for carboplatin vs. not

o
-
@
o
Q
o
=
=]
b
=
=
o

. Data presented indicate an
R increase in pCR with carboplatin

HR=0.84 {0.58-1.22), p=0.36

Propartion Evani-F

B » But no difference in EFS
— ! addition of Carbopla* &9009
wearg o teeesyen - {Inderpowered ¢ .‘o‘;,,o:}“
L Ch 5 A2 162 m ar 2 0 ’é 6\60‘0

e Thia et progary of 1o uhara St Mo ot wtbnqivite,ovg ot samiseion b raprist roiee St bo $ e
C L &3
mﬂmgmss + Nolp” 1'on gBRCAmut

Sikov SABCS 2015



German Breast Group Experience

GeparSixto

-»

= ¥ N :
A || [T Weekly paclitaxel

F'.Et!.!'!tﬁ. /
with centrally
confirmed
mec R
5
CT2, €T3, or Inmnm

cTda-dor

-»

-*

Liposomal doxorubicin

No cyclophosphamide
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ey P TR . With or without weekly carboplatin
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pCR In relation to germline BRCA status?

gBRCAmut appears to cause
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No DFS advantage to a platinum in ggRCA1 TNBC?
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Pathologic Complete Response Rates in Young Women
With BRCA 1-Positive Breast Cancers After

Neoadjuvant Chemotherapy

Tomasz Byrski, Jacek Gronwald, Tomasz Huzarski, Ewa Grzybowska, Magdalena Budryk,
Malgorzata Stawicka, Tomasz Mierzwa, Marck Szwiec, Rafal Wiéniowski, Monika Siolek, Rebecca Dent,
Jan Lubinski, and Steven Narod

Table 2. Treatment and Response to Different Chemotherapy Regimens

No. of Patients

Hegimen Treated No. of pCRs % pCRs
CMF 14 1 7
AC 23 5 22
FAC 28 6 21
AT 25 2 8
Cisplatin 12 10 (83)




BRCA Mutant Hastada Adj/Neo-adj Kemoterapi

. BRCA1/2 mutation carriers have no worse prognosis as long as they are
treated appropriately with adjuvant / neoadjuvant chemotherapy

. Standard of care anthﬁcycline, cyclophosphamide and taxane combinations
are very active for gBRCAmut breast cancer

+ Adding a platinum to these regimens in early breast cancer has not been
shown to increase survival and may have little benefit in low stage patients

+ Trials examining roles of platinums and PARP inhibitors in EBC are recruiting
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Metastatik BRCA Mutant Hastalarda Hangi
Kemoterapi?
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TNT Trial - Objective response

Randomised
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Metastatik Evrede
Platin Etkin ama Taksan da Cahsiyor...

Objective response - BRCA 1/2 status
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PARP Inhibitoérleri

DNA damage

Replication
(S-phase)

TN\ T,
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PARP Inhibitoérleri

Potent PARP
inhibitor at MTD as

/’ gBRCA1 / BRCAZ2 \‘ continuous
Carriers exposure )
Primary
Advanced R endpoint
anthracycline taxane = _ PFS
resistant breast cancer Physician Choice

within SOC options
Capecitabine

or
Niraparib - BRAVO Trial EORTC / BIG P i

or
Talazoparib— EMBRACA - NCT01945775 Enbulin
or

Olaparib - OLYMPIAD NCT02000622 Gemcitabine

Progresyona kadar gecgen Siire:
Olaparip Vs Kem
7 ay Vs 4.
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Genetik Test Sonuclari

 Pozitif

« Negatif (informative-uninformative)




Diger Gen Mutasyonlari ve Meme

Kanseri Riski

Gene

Estimates of lifetime risk of
breast cancer (%)

BRCA1 50-80
BRCA2 40-70

TP53 >50

PTEN 25-50

CDH1 39-52 (lobular)
STK11 30-50

ATM 15-50
CHEK2 20-30
PALB2 Up to 40




THE UNIVERSITY OF TEXAS

MDAnderson
aneer Center

ey (Ganatik Panel Testleri

Ambry CancerNext Myriad MyRisk

28 genes associated with many 25 genes associated with many
cancer sites cancer sites

Meme Kanseri Riskini Meme Kanseri ve BRCA
Belirlemek icin Riskini Belirlemek Igin
* Gall * Tyrer- Cuzick

* Claus « BRCA Pro
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THERAPEUTIC IMPLICATIONS N
Genomic Findings JA-App Jies DA ed e-.f.-a ies
Detected {in patie e (in ar type
ConND1 None Palbociclib Yes, see clinical trials
amplification Riboriclib section
PIK3CB None Nane Yes, see clinical trials
amplification section
EMSY None None None
amplification
FGF19 None None Naone
amplification
FGF3 None None None
amplification
CATEGORY ONE
CATEGORY FOUNDATIONONE
TWO The THERAPIES section provides further
details on:
CATEGORY THREE found _ | |
« Approved therapies to which the patient’s
found tumor type may be sensitive or resistant

based on genomic profile

+ Approved therapies associated with benefit
based on similar genomic alterations in other
tumor types”®

With information on approved indications, gene

approach of association and supporting data

testing all of the
known clinically

relevant cancer The CLINICAL TRIALS TO CONSIDER
genes for all section of the report provides:

classes of = Rationale for potential clinical trials

alterations + Details on keyword terms used for search on
clinicaltrials.gov for relevant clinical trials

* Details on currently available clinical trials for
which the patient may be eligible based on
the genomic profile of patient’s tumor

Frampton G et al. (2013) Nature Biotech 31, 1023-34



MEME KANSERINDE GELECEK....

Her2 blokaji
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