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Breast and ovarian cancer

According to the International Agency for Research on Cancer:’

« Breast cancer is the most common type of cancer in women worldwide.
It mainly affects women, although it can also affect men.

Breast

?;hzirg ST 1671 149 (25%)
_ A quarter of the tumours
525 vsz i) detected in women are breast
2
Thyroid tumours.

229023 (3.5%)

Colorectum
614 304 (9.2%)

Cwary
238 719 (3.6%)

Corpus uteri
315 605 (4.8%)

Lung
583 100 (8.8%)

Stomach : Cervix uteri
320301 (4.8%) 527 624 (7.9%)

Estimated number of incident cases, females, worldwide
(top 10 cancer sites) in 2012

1.GLOBOCAN 2008.Cancer Incidence and Mortality Worldwide: IARC Cancer Base No. 10 [Internet]. Lyon, France: International Agency for Research on Cancer; 2010.
2. Spanish Association Against Cancer (AECC). 7
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Kapkivog Tou NaocToU Kal TwV WolnkKwv

20pewva pe Tn Aiebvr Yrnpeoia ‘Epeuvag yia Tov Kapkivo:!

EUROPE'S NUMBER ONE
MEDICAL DIAGNOSTICS PROVIDER

* O Kapkivog Tou paoTou gival O TTI0 KOIVOG TUTTOG KAPKIVOU OTIG YUVAIKES TTAYKOOMiWG.
»  Kupiwg eTnpeddel TIG YUVAIKES, OUWG PTTOPEI ETTIONG va ETTNPEACEI KAl TOUG AVTPEG.

Breast

Others 1 671 149 (25%)

1924 711 (29%)

Liver
228082 (3.4%)

Thyroid
229 923 (3.5%)

Colorectum
614 304 (9.2%)

Cwary
238 719 (3.6%)

Corpus uteri
315 605 (4.8%)

Lung
583 100 (8.8%)

Stomach Cervix uteri
320301 (4.8%) 527 624 (7.9%)

Exmipwievos apiBuéc mepioTatikwy O€ yuvaikes mayKOOUiws
(top 10 cancer sites) 10 2012

1.GLOBOCAN 2008.Cancer Incidence and Mortality Worldwide: IARC Cancer Base No. 10 [Internet]. Lyon, France: International Agency for Research on Cancer; 2010.

2. Spanish Association Against Cancer (AECC).

To éva TETapTo TWV OYKWYV TTOU
avixveuovral OTIC YUVAIKEC Eival
aro orhBo¢.?
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Breast and ovarian cancer

BREAST CANCER
More than 1,600,000 new cases are diagnosed per year worldwide.!

Approximately 1 in 8 women will be diagnosed
with breast cancer during their lifetime.?

5-10% of cases are hereditary.?

OVARIAN CANCER

Over 230,000 new cases diagnosed per year worldwide.!

Approximately 20% are hereditary.?

1. Ferlay J, Soerjomataram |, Dikshit R, et al. Cancer incidence and mortality worldwide: Sources, methods and major patterns in GLOBOCAN 2012. Int J
Cancer 2015;136:E359-86.
2. European commission initiative on breast cancer website: http://ecibc.jrc.ec.europa.eu/recommendations/
3. Nielsen FC et al. Hereditary breast and ovarian cancer: new genes in confined pathways. Nature Reviews. 2016;16:599-612. 9
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Kapkivog Tou paoTou Kol TwV Wolnkwv

KAPKINOZ TOY MAZTOY

[MepiooodTepa atmd 1,600,000 véa TTEPICTATIKA OlAYIYVWOKOVTAI KABE Xpdvo
TTaYKOOMiwg. "

[epitrou 1 oTIg 8 Yuvaikeg Ba dlayvVwOoTOUV PE KAPKiIVO TOU JAoToU KATA T OIdpKEIa
NS {WNG Toug.2

5-10% TWV TTEPITITWOEWV €ival KANPOVOMIKEG.S

KAPKINOXZ TON QOOGHKQN
Mavw até 230,000 véa TTEPIOTATIKA dlayiyVWOKOVTAl KAOE XPOVO TTAYKOOMIiwG.

[Mepitrou 20% TWV TTEPITITWOEWYV Eival KANPOVOMIKEG.3

1. Ferlay J, Soerjomataram |, Dikshit R, et al. Cancer incidence and mortality worldwide: Sources, methods and major patterns in GLOBOCAN 2012. Int J
Cancer 2015;136:E359-86.
2. European commission initiative on breast cancer website: http://ecibc.jrc.ec.europa.eu/recommendations/
3. Nielsen FC et al. Hereditary breast and ovarian cancer: new genes in confined pathways. Nature Reviews. 2016;16:599-612. 10
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Breast and ovarian cancer: Risk factors

Lifestyle-related Risk Factors

Drinking alcohol (breast)

Being overweight or obese (both)
Not being physically active (breast)
Not having children (both)

Not breastfeeding (breast)

Birth control (breast)

Fertility treatment (ovarian)

Hormone therapy after menopause (both)

https://www.cancer.org/cancer/

N7
WY

Risk Factors You Cannot Change

Being a woman (both)

Getting older (both)

Certain inherited genes (both)

Family cancer syndromes (both)

Family history of breast cancer (breast)
Personal history of breast cancer (both)

Early menarche before age 12 (breast)

Late menopause after age 55 (breast)

11
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Kapkivog Tou paocToU Kal Twv wolnkwv: Napdyovteg Kivouvou

Mapdyovteg KIvOUVOU TTou oXeTi{OVTAl HE TOV

TPOTTO {WNAG
KatavdAwaon aAkodA (pacTou)
Maxuoapkia (kal Ta dUo)
Kauia @uoikr) doknon (pacTtou)
Xwpig TekvoTToinon (kal Ta dUo)
Xwpig¢ 6nAacuo (pacTou)
AvTICUAANWN (pacTou)

OepaTreia yovINOTNTAG (WOBNKWV)

Oppovikn Bepatreia JETA TNV EPUNVOTIOUCT (KAl T dUO)

https://www.cancer.org/cancer/

" N T W\ Y
NS N\

MapdyovTeg KIVOUVOU TToU BEV UTTOPOUHE VA aAAGEouue

Ovrtag yuvaika (kal Ta dUo)

MeyaAwvovTtag (kal Ta dUo)

2UYKEKPIPEVA yovidia (kal Ta dUo)

KAnpovouIika cuvdpopa Kapkivou (kai Ta dUo)
OIKoyeVEIOKO I0TOPIKO KAPKIVOU TOU JAOTOU (MOOTOU)
[MPoowWTTIKG I0TOPIKO KAPKIVOU TOU JOOTOU (Kal Ta OUO0)
Mpdwpn eppnvapxn TEIv TNV NAIKIa Twv 12 (uacTou)

“YoTtepn egunvOTIOUCT META TNV NAIKIO Twv 55 (pacTou)

12
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Breast and ovarian cancer: Hereditary cancer

« Between 5 to 10% of cases of breast cancer and 20% of
ovarian cancer are associated with a hereditary nature.

» Characterised by its incidence at early ages, even before 40
years of age.

« Frequently associated to mutations in BRCA1 and BRCAZ2
genes, tumour suppressor genes involved in maintaining
DNA integrity.

« There are other genes related with these cancer types that
must be studied since it is estimated that only around 25% of
hereditary breast and ovarian cancer cases are due to
mutations in BRCA1 and BRCA2 genes.’

Approximately 50% of women with mutations in the BRCA1 or BRCAZ2 genes do
not have a history of breast or ovarian cancer.?

1. Nielsen FC et al. Hereditary breast and ovarian cancer: new genes in confined pathways. Nature Reviews. 2016;16:599-612.
2. King MC, Levy-Lahad E, Lahad A. Population-Based Screening for BRCA1 and BRCA2: 2014 Lasker Award. JAMA. 2014,;312(11):1091-2.
13
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Kapkivog Tou HaoToU Kal TwV wolnkwv: KANpovouIKOS KapKivog

e MetagU 5 pe 10% TWV TTEPITITWOEWV TWV KAPKIiVWV TOU
MaocToU Kal 20% Twv KOPKIiVWV TWwV wolnkKwv eival
OUOXETIOMEVA JE KANPOVOUIKOTNTA.

« Xapaktnpidovtal he TNV EPQAVION) TOUG Ot VEAPES NAIKIEG,
aKOMQ Kal TTpIv TNV nAIKia Twv 40.

* 2uxvd ouoxeTietal pe peTaAAGéeigc ota yovidia BRCA1 kai
BRCA2, yovidia OYKOKATOOTOATIKA TIOU EUTTAEKOVTAI OTN
dlatApnon TnG otabepoTnTag Tou DNA.

*  Ymapxouv Ki GAAa yovidla OUCXETIOMEVA HE QUTOUG TOUG
TUTTOUG  KApPKivOU TTOU  TIPETTEl  va  HeEAETNBoUV  agou
uttoAoyideTal 0TI JOVO €va 25% TrEPITIOU TWV TTEPITITWOEWYV
KANPOVOMUIKOU KOPKIiVOU TOU MOOTOU KOI TWV WOoBNnKwvV
o@eilovral o€ peTaAAGEelc oTa yovidia BRCA1 kai
BRCA2.

MUpw 010 50% TWV YuvaikwyV pe pETaAAGEelg oTa yovidia BRCAT R BRCAZ2 dev
£XOUV IOTOPIKO YIO KOAPKiVO TOU HOOTOU 1 TWV WOoBNKWV.2

1. Nielsen FC et al. Hereditary breast and ovarian cancer: new genes in confined pathways. Nature Reviews. 2016;16:599-612.
2. King MC, Levy-Lahad E, Lahad A. Population-Based Screening for BRCA1 and BRCA2: 2014 Lasker Award. JAMA. 2014,;312(11):1091-2.
14
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Breast and ovarian cancer: Hereditary cancer

» Cumulative risk of developing breast and ovarian cancer throughout life in people with and without
BRCAT1 and BRCAZ2 mutations.

TYPES OF CANCER RISK SCALE
BREAST .
CANCER e

38-84%
OVARIAN ——
CANCER —

0% 10% 20% 30% 40% 50% 60% 70% 80%

B Cenera population [l BRCA T mutation B BRCA 2 mutation

Modified from: Petrucelli N. et al. BRCA1- and BRCA2-Associated Hereditary Breast and Ovarian Cancer. GeneReviews. Last Update: December 15, 2016.
Available at: www.ncbi.nlm.nih.gov/books/NBK1247/

Q0%

15
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Kapkivog Tou HaoToU Kal TwV wolnkwv: KANpovouIKOS KapKivog

» ABPOICTIKOG KivOUVOS avATTTUENG KAPKIVOU TOU JaoToU Kal TwV woBnkwyv Katd Tn didpkela TG (wAg evog
avBpwTTou PE i Xwpic peTaAAdgeic ota yovidila BRCAT kait BRCAZ.

TYNOI KAPKINOY KAIMAKA KINAYNOY
KAPKINOZ v
TOY MAZTOY -
38-84%
1-2%
KAPKINOZ TON e
QOBHKON

0% 10% 20% 30% 40% 50% 60% 70% 80% Q0%

. ) MetéiAhagn oto MetaAhagn oTo
B Tevikoc mAnBuopoe BRCA1 = BRCA?

Modified from: Petrucelli N. et al. BRCA1- and BRCA2-Associated Hereditary Breast and Ovarian Cancer. GeneReviews. Last Update: December 15, 2016.
Available at: www.ncbi.nlm.nih.gov/books/NBK1247/
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Breast and ovarian cancer: Hereditary cancer

EUROPE'S NUMBER ONE
MEDICAL DIAGNOSTICS PROVIDER

International experts recommend the screening of BRCA1 and BRCAZ genes in women 2
30 years in the course of routine medical care.!

opinion

m Population-Based Screening for BRCA1and BRCA2

2014 Lasker Award
Wy Dareg php e 2014 Lo Awordin on the daa ilabie. However, 3 just-comph
Deperamertal Mockon! Scimncn hrs oo prosertod o O Mary et K ztudy maw provides svidence that supports offering
s b for BRCATand BRCAL
mumw Te i Al and BRCAZ
Weshngion. Smtia. Frofte- i e

- 3 5 g
MO ¥ phecnic of tfaat discovery, and Suggests T pOREItaT  pshhenas lewich papulation of loael © Thi popula-
prara o Basnd =zraceing of woman for DRCAT and DRCA? choukd ok
IstE, S ek icpasing BRCAT and BRCAZ

Based on our 20 years’ experience
working with families with cancer-
predisposing mutations in BRCA1 and
BRCA2, it is time to offer genetic

screening of these genes to every woman
Mary-Claire King PhD; Ephrat Levy-Lahad MD; Amnon Lahad MPH

g et e e e it s s s L
screening of these genes to every woman ovarian cancer was 60% (47%] by ag=
60 and B3% {£7%) by age BO. For
BACAT muststion carriers, risk was 13%
0 every woman, 3t about 3ge 30, in the course of O [49%) by age 60 and PS% (£13%) by age BO. Further-
; i mare. thase rich ; highar, at svery

ATl BRO = bam
b rber, 3 birth oo

Warid Health ia for population  pr
i icpredispast ' lence af ic risk factors for breas: cancer,
cisease is an portant pubic hegith burden in the tar- inclurding earier 3g= of menarche and later ages of

c E Sety, Notably, S0%
T s e i ng - of families found to harbor BRCATor BRCAZ mutatiors

kg Pl enetically sumorpible ndviduals,* 8 present the LS had ne hestory of Br=zst or avarian cances that would

Depermmenzet 2 ot : i s

Scioncee, Unwestyof  and BRCAT e o ¥

Wemhington Hoaith but not far the et gvers th 3 i Fernal i

;‘:_‘:;:n the  high cancer incidence. Low-cancer-incidencs famibes

70 g general popudation, rather than theough 3 persenal o were simply smaller, with Fewer females wha infresiied

sl i of cancer “This positi ERCA] o BACAZ mutations, and fmwer femaies

pamm BAMA Soplomer IO Voiume 2 Nameer™ 1008

Froum: hoip-Ujama.j by & Pean 5 A S Hersbey Med Cir User an 09026/2014

World Health Organization criteria for population
screening for genetic predisposition to disease are:

 the disease is an important public health
burden in the target population

* that the risk of disease due to mutations in the
screened genes is known

» and that effective interventions exist to reduce
morbidity and mortality among genetically
susceptible individuals

1. King MC, Levy-Lahad E, Lahad A. Population-Based Screening for BRCA1 and BRCA2: 2014 Lasker Award. JAMA. 2014;312(11):1091-2.

17
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Kapkivog Tou HaoToU Kal TwV wolnkwv: KANpovouIKOS KapKivog

EUROPE'S NUMBER ONE
MEDICAL DIAGNOSTICS PROVIDER

AIEBVEIC EUTTEIPOYVWHOVES CUOTHVOUV ToV EAeyX0 TwV yovidiwv BRCAT kait BRCAZ2 o€
yuvaikeg = 30 €Twv OTa TTAQiCIA TS POUTIVAC TOU 1aTPIKOU EAEYXOU. '

opinion

Population-Based Screening for BRCA1and BRCA2

2014 Lasker Award

Award

onthe dma ilabie. However. 3 just-comp
‘study raw provides midence that supparts offering

Tha 2014 Lzsi
Mockon! Scianen s o prescntod fo D Mary-Clara King

BRCATand BRCAL

famoffe-

Al ard BRCAZ

= P
phection of feat. discavery; and seggests that popukation
Basad szrooing of woman for SRCAT and BRCA2 should

Ashkenas Jewssh populatian of lsrael © This pepula-

ing BRCA] and BECAD i

Based on our 20 years’ experience

working with families with cancer-
predisposing mutations in BRCA1 and
BRCA2, it is time to offer genetic

screening of these genes to every woman
Mary-Claire King PhD; Ephrat Levy-Lahad MD; Amnon Lahad MPH

1.

screening of these genes to every woman

o every woman, at about age 30, in the course of Fou-

U
ovarian cancer was G0% (47%) by sg=
50 and B3% {£7%) by age BO. For
BACAT mutation carmers, risk was 13%
18%) by ag= 60 and 76% (13%) by age BO. Further-
maore, thy ick "

highar, at mvery

ATl BRO

== bam
i chcr. a birth cbort £

i ppii

Warid Health

pr

cizease is 2 portant puic hedith burden i the tar-

lence af ic risk factors for breas: cancer,
including eariier 3g= of menarche and later ages of

Eenctically sscrptible ndividuats,* A present. m:u;
- AT

: scty, Notsbly, 0%
of Families found to harbor BRCAT or BRCAZ mutatiors
had ne bestory of Er=zst or avarian cances that would

: i s

and BROAZ tesi
bust ot for the ent

the
general population, rather than sheough 2 persenal or
. el oies

o PR "
tigh cancer incidence. Low-cancer-incidence famibes
were sy simalber, with Fevwer females wha infresied

ERCAl or BACAD ions, and fernales.

SAMA Scplember T30 W 312 NambarE

by 3 P Siesie

§ Hersbey Med Cir User on I9026/2004

wat

KpimApia Tou Maykéouiou Opyaviopou Yyeiag yia
VEVETIKO €AeyXo Tou TTAnBuouou yia TTpodidBeon yia
(oo TAVA [ X

 H aoBéveia va atroteAei onpavTiki emidpuvon
TNG dNMOOoIag uyEiag oTov TTANBUO O oTOXO

« To pioko yia acOévela pPeTA aATTO  UTTOPEN
METAAAOENG oTa yovidla TTou €AEyxovTal va gival
YVWOTO

* Na utTTdpXouv OTTOTEAECUATIKEG TTAPEMPBACEIS
TTOU VA HMEIWVOUV TN voonpotnta Kol TN
OvnoiydtnTa oTa  Atopa  Tou  eTTnpeddovTal
YEVETIKA

King MC, Levy-Lahad E, Lahad A. Population-Based Screening for BRCA1 and BRCA2: 2014 Lasker Award. JAMA. 2014;312(11):1091-2.
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Breast and ovarian cancer: Hereditary cancer

EUROPE'S NUMBER ONE
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International experts recommend the screening of BRCA1 and BRCAZ genes in women 2
30 years in the course of routine medical care.!

opinion

m Population-Based Screening for BRCA1and BRCA2

2014 Lasker Award
Mary Dot g oh, 1o 2074 L Awordin  on the data ilabie. However, 3 just-comp
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Based on our 20 years’ experience
working with families with cancer-
predisposing mutations in BRCA1 and
BRCA2, it is time to offer genetic

screening of these genes to every woman
Mary-Claire King PhD; Ephrat Levy-Lahad MD; Amnon Lahad MPH

g et e e e it s s -
screening of these genes to every woman ovarian cancer was 60% (47%] by ag=
60 and B3% {£7%) by age BO. For
BACAT muststion carriers, risk was 13%
0 every woman, 3t about 3ge 30, in the course of O [49%) by age 60 and PS% (£13%) by age BO. Further-
; i mare. thase rich ; highar, at svery

ATl BRO = bam
b rber, 3 birth oo

Warid Health ia for population  pr
i icpredispast ' lence af ic risk factors for breas: cancer,
cisease is an portant pubic hegith burden in the tar- inclurding earier 3g= of menarche and later ages of

o that effec : Sety, Notably, S0%
of Families found to harbor BRCAT or BRCAZ mutatiors

G
e o : .
Kng, Pl enetically sumorpible ndviduals,* 8 present the LS had ne hestory of Br=zst or avarian cances that would
Depermmenzet 2 & ot : i s
Scierces Urwrsity ol A BACAT testi & ¥
Wemhington Hoaith but not far the et gvers th 3 i Fernal i
. the high cancer incidence. Low-cancer-incidence famibes
70 g general popudation, rather than theough 3 persenal o were simply smaller, with Fewer females wha infresiied
sl i ancer * This posit ERCA] o BACAZ mutations, and fmwer femaies
pamm BAMA Soplomer IO Voiume 2 Nameer™ 1008
Froum: hoip-Ujama.j by & Pean 5 A 5 Hersbey Mal Cir User an 09026/ 2014

Low-cancer-incidence families were simply
smaller, with fewer females who inherited BRCA1
or BRCA2 mutations, and hence fewer females
who developed breast or ovarian cancer. Absent
population-wide screening, women with BRCA1 or
BRCAZ2 mutations from such families would not
have been identified until they developed cancer.

As population-based screening for BRCA1 and
BRCAZ2 among adult women becomes a routine part
of clinical practice, other genes are expected to be
phased into the process.

1. King MC, Levy-Lahad E, Lahad A. Population-Based Screening for BRCA1 and BRCA2: 2014 Lasker Award. JAMA. 2014;312(11):1091-2.

19



SYNLAB Y/

Kapkivog Tou HaoToU Kal TwV wolnkwv: KANpovouIKOS KapKivog
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AIEBVEIC EUTTEIPOYVWHOVES CUOTHVOUV ToV EAeyX0 TwV yovidiwv BRCAT kait BRCAZ2 o€
yuvaikeg = 30 €Twv OTa TTAQiCIA TS POUTIVAC TOU 1aTPIKOU EAEYXOU. '

opinion

Population-Based Screening for BRCA1and BRCA2

2014 Lasker Award

The 2014 Lok Award
Mockon! Scianen s o prescntod fo D Mary-Clara King

onthe dma ilabie. However. 3 just-comp
‘study raw provides midence that supparts offering

BRCATand BRCAL

famoffe-

A7 andd BRCA mu

= P
phection of feat. discavery; and seggests that popukation
Basod scraoing of woman for SRCAT and BRCA2 shoid

Based on our 20 years’
working with families with cancer-

predisposing mutations in BRCA1 and

Ashkenas Jewssh populatian of lsrael © This pepula-

predisposing BRCA] ard BACAZ mutatiors made the

experience

BRCA2, it is time to offer genetic

screening of these genes to every woman

Mary-Claire King PhD; Ephrat Levy-Lahad MD; Amnon Lahad MPH

1.

Deparmmerto
Scincen Uity N BRCAZ vesti e from
Wemhington Hoaith but not far the et 3 i Fernal i
o the  high cancer incidence. Low-cancer-incidence famies
ThOimummgm Bl population, rather than theough @ personal or  were sty staller, with fewer Females wh infresited
ol i cancer “This positi ERCAT or BACA? mutaticns, and Sy femaies
i SAMA Seplorber THI0W. Vo 12 Nambar 108
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screening of these genes to every woman

o every woman, at about age 30, in the course of Fou-

U
ovarian cancer was S0% (47%) by ag=
50 and B3% {£7%) by age BO. For
BACAT mutation carmers, risk was 13%
18%) by ag= 60 and 76% (13%) by age BO. Further-
maore, thy ick "

highar, at mvery

ATl BRO

== bam
b rber, 3 birth oo

e i | 4

Warid Health

cizease is a0 portan pu Hic hegith burden in the tar-

lence af ic risk factors for breas: cancer,
including eariier 3g= of menarche and later ages of

o that -

inmoderm socicty, Notably, 50
of Families found to harbor BRCAT or BRCAZ mutatiors
had ne bestory of Er=zst or avarian cances that would

: i s

Eenctically sscrptible ndividuats,* A present. m:u;
- - AT

O1 oIKoyéveEleEG ME XOMNAR ouxvoeTnTa £UPAVIONG
KOPKIVOU ATAV ATTAWG HIKPOTEPEG, UE AIYOTEPES
YUVaikeg va KAnpovopouv petaAAayuéva BRCAT
N BRCA2, ki eTTOpéEVWG AIYOTEPEC YuvaikKeG va
avamTUO0O0UV KOPKIVO TOU PHOOTOU 1 TwV WOoBNKwWwv.
Xwpic TOV €éAeyxo o€ TTANBUCMIaKG  ETTITTEDO,
yuvaikeg pe HeTaAAdelig ota yovidia BRCAT R
BRCA2 o¢ T1étoleg oOlKoyéveleg Oev  Ba
aviXvevovtal MEXPI VO EP@avioouv ol idleg
KOpKivo.

Otav o é€éAeyxo¢ o€ TAnBuopiokd eTTiredo OTA
yovidla BRCA1 kai BRCAZ2 og eVvAAIKEG YUVAIKEG
Yivel HEPOG TNG pouTivag TNG KAIVIKAG TTPAKTIKAG, KiI
GAAa yovidla avapEVETAl VO ITTOUV OTASIOKA 0T
dladikaoia.

King MC, Levy-Lahad E, Lahad A. Population-Based Screening for BRCA1 and BRCA2: 2014 Lasker Award. JAMA. 2014;312(11):1091-2.
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Breast and ovarian cancer: Hereditary cancer

Par de cromosomas homologos Par de cromosomas homologos
i — [+ " mutacion mutacion " T mutacion
L
Homdlago Homélogo Homdlago
patemo materna paterna

> Every individual inherits 2 copies of - . Facing the exposure to different
each gene, one from the mother and External factors are especially important in risk factors, the no mutated gene is
the other from the father. people carrying mutations since they may alter altered and lose its functionality
the unaffected gene
> In BRCA, if we inherit altered copy,

only the not affected gene will
protect the cell from tumour
development (heterocygous).

> People with only one altered BRCA
copy have a greater predisposition In these situations. the
to tumour development. probability of developing a
tumour is very high.
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Kapkivog Tou HaoToU Kal TwV wolnkwv: KANpovouIKOS KapKivog

Zglyog OUOAOYWV XPWHOCWHATWY Zglyog OHOAOYWV XPWHOCWHATWY
_». \"METd)\)\ain IMeTaAragn \"Msm)\)\ain
L |
] [
| |
! (L - L_-J
qb"(() Mntpikd I'Impn( MnTpikd
OpoAoyo OpdAoyo OpdAoyo Opodhoyo
> O k@Bt €vag  kAnpovopei 2 O1 eCwTEPIKOi TTAPAYOVTEG Eival IBIAITEPA Me 1O va gpXOPAOTE OE ETTAP ME
avTiypaga Tou KdABe yovidiou, €va ONMAVTIKOi € avBPWITOUG TTOU £XOUV O1GQopouUg TTapAyovTeEG KIVOUVOU,
amd TN PnTépa Kal éva atmd Tov METOAAGEEIG KABWG PTTOPET VO TPOTTOTTOINCOUV TO Un MeTOAAQYHEVO yovidlo UTTOpPEI
TTOTEPA TOU. Kal TO avTiypa@o Tou yovidiou TTou dev ATav va TPOTToTToINGEl Kal va XAoel Tn
, , ETTNPEATPEVO ATTO TIPIV. AeIroupyikdTNTA TOU.
> 2Tn Tepimmrwon Tou BRCA, €dv L[S =
KANPOVOUAOOUNE METAAAQYUEVO
avTiypago, MOvo TO KN

ETTNPEACPEVO  avTiypagpo  yovidiou
Ba TTpooTaTéEWEl TO KUTTAPO ATTO TNV

KAPKIVOYEVEDN (ETEPOCUYO). 2€ QUTEG TIC TTEPITITWOEIG, N
. . i i mOavaTnTa va avatrTuxOei
> Atopa pe MOVO éva  avTiypa@o BYKOC £ival TIOAY UYNAGC.

peTaAAQyHEVOU BRCA éxouv
MEYaAUTEPN TTPodIABeoN yia
avdaTITugn KapKivou.
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. Breast and ovarian cancer

. BRCA+16 GENES

Genes panel and associated risk

Analysis technology

Recommendations from medical associations
Indications

Important considerations

Advantages

Sample collection kit

Test Requisition Form and Informed Consent
Results

Key points

. Contact
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*  Kapkivog Tou paoTou Kal TWV wobnkwyv

. BRCA+16 GENES

[MaveA yovidiwv Kal TO OXETIKO PiOKO
TexvoAoyia avaAuong

2UOTACEIG ATTO 10TPIKOUG GUAAOYOUG
Evoeigeig

2 NMAVTIKEG EKTIUNOEIG

[MAcovekTANATO

[MakéTo ouANOYNAG dEiypaTog

dopua aiTnoNG Kal EYKEKPIMEVN TUYKATABEDN
ATroTeAEC AT

Baoikad onueia

. Emikoivwvia



EUROPE'S NUMBER ONE
SY N L A B MEDICAL DIAGNOSTICS PROVIDER
BRC A+16GENES

BRCA+16GENES TEST
BRCA1 + BRCA2 + 16 genes

BRCA1 BRCAZ2 BRIP1
MSH2 MSH6 NBN

STIK 11

o Genes BRCA1, BRCA2 + 16 genes associated to breast, ovarian and endometrial cancer.

o Designed and developed by genetic SYNLAB group experts, in line with the NCCN guidelines, including
the most relevant genes for which the guidelines recommend a specific patient management.

o NGS sequencing (Next Generation Sequencing) with paired-end reads of the genes of the panel, which
allows to detect any pathogenic mutation or variant of uncertain significance (VUS).

o Large deletions and duplications analysis in BRCA1, BRCA2 and EPCAM genes through MLPA (Multiplex
Ligation Probe Amplification).

o Pathogenic and probably pathogenic mutations are confirmed by Sanger sequencing.

NCCN: National Comprehensive Cancer Network o5



EUROPE'S NUMBER ONE
SY N L A B MEDICAL DIAGNOSTICS PROVIDER
BRC A+16GENES

BRCA+16GENES TEST
BRCA1 + BRCAZ2 + 16 yovidia

BRCA 1 BRCAZ2 BRIP1
MSH?2 MSH6 NBN

STK 11

o Ta yovidia BRCA1, BRCA2 + 16 yovidia cuoxeTi(ovtal Je KOPKIVOUG TOU PAOTOU, TwWV WOoBNKWV Kal Tou
evdounTpiou.

0  XYeSIAOTNKE KAl AVATITUXONKE ATT6 OHAdA EUTTEIPOYVWHOVWY YeveTIOTWV TG SYNLAB, oUpowva e
TIG KateuBuvthpleg ypappés TG NCCN, TtrepidaufBdvoviag Ta TTO OXETIKG yovidla yia Ta OTroia ol
KaTeuBuvTripieg odnyieg ouvioTouv EIBIKN dlaxEipion yia TOUG aoBEVEIG.

o  AAAnAoUxnon NGS (Next Generation Sequencing) pe paired-end reads yia Ta yovidia Tou TTAveA, TToU
ETMTPETTEI TNV AviXveuon otrolacdnTroTe TTaboyovag PeTAAAAENG 1 aAAayAS ue aBéBain onpavTikotnTa (VUS).

0  AvdAuon peydAwyv diaypa@wyv Kal ditAaciacuwy ota yovidla BRCA1, BRCAZ2 kot EPCAM ue 1n uéBodo
MLPA (Multiplex Ligation Probe Amplification).

0 MMaBoydveg kal TBavwg TTaBoyoveg peTaAAdgelg siRefaiwvovtal he aAAnAouxion Katd Sanger.

NCCN: National Comprehensive Cancer Network
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BRC A+16GENES

o The genes included in BRCA*16 GENES gre involved in cell cycle control and DNA
repair during cell division.

0 Mutations in these genes lead to a loss of cell control and capacity for DNA
repair, which may implies a greater risk of developing cancer than the general
population.

o Abnormalities in the genes included in the BRCA*® GENES panel represent an
increased risk of suffering from hereditary breast, ovarian and endometrial
cancer.

ANALYTIC PERFORMANCE

SENSITIVITY SPECIFICITY MINIMUM COVERAGE

99% >96% 20x
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SY N L A B MEDICAL DIAGNOSTICS PROVIDER
BRCA+16GENES

o Ta yovidia TTou TrepiAapBdvovral oto BRCA*16 GENES gygyeTtiovtal oTov éAgyxXo Tou
KUTTAPIKOU KUKAOU Kal oTnV €midiopOwaon Tou DNA katd TnVv KutTapikn diaipeon.

0 MetaAagelg o€ autd Ta yovidila odnyouv OTnV OTTWAEIN TOU €gAEyXOou TOU
KUTTOPIKOU KUKAOU Kal TnG 1810TNTAG Yia £mdI6pOwon Tou DNA, 10 o1T0io PTTOpEi
VO ETTIPEPEI PEYOAUTEPO PIOKO yIa QVATITUEN KAPKIVOU O€ OXEON ME TOV YEVIKO
TTANBUCUO.

© AvwpuaAiec ota yovidla Ttou TreplAapBdvovtal oto Taved Tou BRCA*16 GENES

QVTITTPOOWTTEUOUV  TOV  augnuévo KivOuvo va UTToQEépEl  KATTOI0G aTrd
KANPOVOMIKO KAPKiVO TOU HOOTOU, TWV WOBNKWYV KAl TOU eviounTpiou.

ANAAYTIKH AINOAOzH

EYAIZOHSIA EIAIKOTHTA EAAXISTH KAAYWH

99% >96% 20x

28
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BRCA+16GENES; Gene panel and associated risk

HIGH RISK GENES

BRCA1

LIFETIME RISK

38-84% breast cancer

EUROPE'S NUMBER ONE
MEDICAL DIAGNOSTICS PROVIDER

OTHER CANCERS

Ovarian, prostate, pancreas

BRCA2

38-84% breast cancer

Ovarian, prostate, pancreas

TP53 (Li Fraumeni syndrome)

<79% breast cancer

Gastric, sarcoma, brain tumor

PTEN (Cowden syndrome)

25-50% breast cancer

Melanoma, prostate, endometrium

CDH'1 (Hereditary diffuse gastric cancer)

39-52% breast cancer

Gastric

STK11 (Peutz-Jeghers syndrome)

32-54% breast cancer

Pancreas, gastrointestinal, sex cord—gonadal
stromal tumour

MODERATE RISK GENES LIFETIME RISK OTHER CANCERS
PALB2 44% breast cancer Pancreas
CHEK2 32% breast cancer Pancreas, lung
ATM 30% breast cancer Pancreas
NBN 30% breast cancer Ovarian

29
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BRCA+16GENES: [AaveA yovIOiwVv KOl CUOXETIOPEVO PIOKO

FONIAIA YWHAOY KINAYNOY

BRCA1

KINAYNOZ

38-84% KapKivog Tou pacTtou

EUROPE'S NUMBER ONE
MEDICAL DIAGNOSTICS PROVIDER

AAAOI KAPKINOI

QoBnkKwv, TTPOCTATN, TTAYKPEATOG

BRCA2

38-84% KapKivog Tou pacTtou

QoBnkKwyv, TTPOCTATH, TTAYKPEATOG

TP53 (Li Fraumeni syndrome)

<79% Kapkivog Tou paoTou

MOOTPIKOG, CAPKWHA, KAPKIVOG TOU EYKEQAAOU

PTEN (Cowden syndrome)

25-50% KapKivog Tou pacTtou

MeAdvwpua, TTpooTdrn, evéounTpiou

CDH1 (Hereditary diffuse gastric cancer)

39-52% KapKivog Tou pacTtou

raoTPIKOG

STK11 (Peutz-Jeghers syndrome)

32-54% KapKivog Tou pacTtou

Maykp€aTtog, yooTPEVTEPIKOG, sex cord—gonadal

stromal tumour

FONIAIA METPIOY KINAYNOY KINAYNOZX AANOI KAPKINOI
PALB2 44% KapkKivog ToUu yaoTou MaykpéaTtog
CHEK2 32% Kapkivog Tou yaoTou MaykpéaTog, Trveuova
ATM 30% Kapkivog Tou paoTou Maykpéatog
NBN 30% Kapkivog Tou yaoTou QoBbnkwv
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BRCA+16GENES; Gene panel and associated risk

REPAIR GENES LIFETIME RISK OTHER CANCERS
RAD51C 6,1% ovarian cancer Breast
RAD51D 13,5% ovarian cancer Breast
BRIP1 4-12% ovarian cancer Breast

LYNCH SYNDROME LIFETIME RISK OTHER CANCERS

MLH1, MSH2, MSHS, 4-12% ovarian cancer
PMS2, EPCAM

Colorectal
16-60% endometrial cancer
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BRCA+16GENES: [AaveA yovIOiwVv KOl CUOXETIOPEVO PIOKO

EMIAIOPOQTIKA FONIAIA KINAYNOZ AANOI KAPKINOI
RAD51C 6,1% KapKivog Twv wobnkwv MaoTou
RAD51D 13,5% KapKivog Twv wobnKwv MaoTou
BRIP1 4-12% KapKivog TwWV wobnKwv MaoTou

KINAYNOZ AAAOI KAPKINOI

MLH1, MSH2, MSHS, 4-12% KapKivog Twv wobnkKwv
PMS2, EPCAM

May€og eviépou
16-60% KapKivog Tou evoounTpiou
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NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

Genetic/Familial

Abstract
The NCCN Clinical Practics Guidelines in Oncology for Geneticl amilial High-fisk Assesment: Breast and Ovarian provide
recommendations for genetic testing and counseling for hereditary cancer syndromes and rsk management recommendations
for paticnts who are diagnosed with 2 syndrome, Guidelines foas on sydromes associated with an increased risk of breast and!
o ovarian cancer, Tha NOON GenstioFamilial High-Risk Assessmsent: Breast and Ovarian panel meets at least annually to review
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Our Risk of Cancer
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Please Note

The NCCN Clinical Practice Guidelines in Onealogy
{NOCN Guidelines®) are a statement of consensis of the
authors regarding their wiews of cumently accepted ap-
proaches to treatment. The MOCN Guideline s Insights
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highlight imp changes to the MCCN Guidelines®
recommendations from  peevious veesions. Colored
markings in the algorithm show changes and the discas-
wion sims to-further the wnderstanding of these changes
by summarizing slicnt portions of the NCCN Guide-
line Panel discussion, including the Eterature reviewed.

These NOUN Guiddelines: Insights do not represent the
full MOCN Guidelines; further, the National Comprehen
sive Cancer Network® (NCCN#) makes no representation
or weerantiss of any kind regarding the content,, we, or sp-
plication d r}u: N(I'N Lluxklrrus mr.l N(TN limes
Trigh
o e in any way.

The full and most current version of these NOCN
Cuidelines are available at NCCM.org
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illsstrations herein may not be reproduced in any form
without the express written permission of MOCH.
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Genetic/Familial High-Risk Assessment: Breast and Ovarian, Version 2.2017

BREAST AND OVARIAN MANAGEMENT BASED ON GENETIC TEST RESULTS®P

The inclusion of a gene on this table below does not imply the endorsement either for or against multi-gene testing for moderate-
penetrance genes.

Gene Breast Cancer Risk and Management Ovarian Cancer Risk and Management Other Cancer Risks and Management
Increased risk of BC
» Screening: Annual mammogram and Unknown or insufficient evidence for pancreas or
consider breast MRI with contrast starting at | No increased risk of OC prostate cancer
age 40 y°
ATM * RRM: Consider based on family history
Comments: Insufficient evidence to recommend against radiation therapy. The 7271T>G missense mutation may act in a dominant-negative fashion,
resulting in a lifetime breast cancer risk as high as 60% by age 80 (which is higher than truncating mutations, where risks are in the range of 30-40%).
Counsel for risk of autosomal recessive condition in offspring.
BRCA1 Increased risk of BC Increased risk of OC Prostate cancer
» See BRCA Mutation-Positive Management |+ See BRCA Mutation-Positive Management |+ See BRCA Mutation-Positive Management
BRCA2 Increased risk of BC Increased risk of OC Pancreas, Prostate, Melanoma
» See BRCA Mutation-Positive Management |« See BRCA Mutation-Positive Management |+ See BRCA Mutation-Positive Management
. . Increased risk of OC
No increased risk of BC + Consider RRSO at 45-50 y N/A
BRIP1 Comments: Counsel for risk of autosomal recessive condition in offspring. Based on estimates from available studies, the lifetime risk of ovarian
cancer in carriers of mutations in BRIP1 appears to be sufficient to justify consideration of risk-reducing salpingo-oophorectomy. The current
evidence is insufficient to make a firm recommendation as to the optimal age for this procedure. Based on the current, limited evidence base, a
discussion about surgery should be held around age 45-50 y or earlier based on a specific family history of an earlier onset ovarian cancer.
Increased risk of lobular BC
 Screening: Annual mammogram and Diffuse gastric cancer
CDH1 consider breast MRI with contrast starting at | No increased risk of OC 9 . .
age 30 y° » See NCCN Guidelines for Gastric Cancer
* RRM: Consider based on family history

BC: Breast cancer

OC: Ovarian cancer
RRM: Risk-reducing mastectomy

RRSO: Risk-reducing salpingo-oophorectomy

aTung N, Domchek SM, Stadler Z, Nathanson KL, Couch F, Garber JE, Offit K, Robson ME. Counselling framework for moderate-penetrance cancer-susceptibility
mutations. Nat Rev Clin Oncol 2016;13:581-588.
bThe following genes and others are found on some of the panels but there is insufficient evidence to make any recommendations for breast MRI, RRSO, or RRM:
BARD1, FANCC, MRE11A, MUTYH heterozygotes, REQL, RAD50, RET1, SLX4, SMARCA4, or XRCC2.
®May be modified based on family history or specific gene mutation.

Continued
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BRCA+16GENES; A1gBveic KAOTEUBUVTAPIEC YPAPMES

Genetic/Familial High-Risk Assessment: Breast and Ovarian, Version 2.2017

BREAST AND OVARIAN MANAGEMENT BASED ON GENETIC TEST RESULTS®P

The inclusion of a gene on this table below does not imply the endorsement either for or against multi-gene testing for moderate-
penetrance genes.

Gene Breast Cancer Risk and Management Ovarian Cancer Risk and Management Other Cancer Risks and Management
Increased risk of BC
» Screening: Annual mammogram and Unknown or insufficient evidence for pancreas or
consider breast MRI with contrast starting at | No increased risk of OC prostate cancer
age 40 y°
ATM * RRM: Consider based on family history
Comments: Insufficient evidence to recommend against radiation therapy. The 7271T>G missense mutation may act in a dominant-negative fashion,
resulting in a lifetime breast cancer risk as high as 60% by age 80 (which is higher than truncating mutations, where risks are in the range of 30-40%).
Counsel for risk of autosomal recessive condition in offspring.
BRCA1 Increased risk of BC Increased risk of OC Prostate cancer
» See BRCA Mutation-Positive Management |+ See BRCA Mutation-Positive Management |+ See BRCA Mutation-Positive Management
BRCA2 Increased risk of BC Increased risk of OC Pancreas, Prostate, Melanoma
» See BRCA Mutation-Positive Management |« See BRCA Mutation-Positive Management |+ See BRCA Mutation-Positive Management
. . Increased risk of OC
No increased risk of BC + Consider RRSO at 45-50 y N/A
BRIP1 Comments: Counsel for risk of autosomal recessive condition in offspring. Based on estimates from available studies, the lifetime risk of ovarian
cancer in carriers of mutations in BRIP1 appears to be sufficient to justify consideration of risk-reducing salpingo-oophorectomy. The current
evidence is insufficient to make a firm recommendation as to the optimal age for this procedure. Based on the current, limited evidence base, a
discussion about surgery should be held around age 45-50 y or earlier based on a specific family history of an earlier onset ovarian cancer.
Increased risk of lobular BC
 Screening: Annual mammogram and Diffuse gastric cancer
CDH1 consider breast MRI with contrast starting at | No increased risk of OC 9 . .
age 30 y° » See NCCN Guidelines for Gastric Cancer
* RRM: Consider based on family history

BC: Breast cancer

OC: Ovarian cancer
RRM: Risk-reducing mastectomy

RRSO: Risk-reducing salpingo-oophorectomy

aTung N, Domchek SM, Stadler Z, Nathanson KL, Couch F, Garber JE, Offit K, Robson ME. Counselling framework for moderate-penetrance cancer-susceptibility
mutations. Nat Rev Clin Oncol 2016;13:581-588.
bThe following genes and others are found on some of the panels but there is insufficient evidence to make any recommendations for breast MRI, RRSO, or RRM:
BARD1, FANCC, MRE11A, MUTYH heterozygotes, REQL, RAD50, RET1, SLX4, SMARCA4, or XRCC2.
®May be modified based on family history or specific gene mutation.

Continued
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BRCA+16GENES: |nternational Guidelines

Genetic/Familial High-Risk Assessment: Breast and Ovarian, Version 2.2017

BREAST AND OVARIAN MANAGEMENT BASED ON GENETIC TEST RESULTS?
The inclusion of a gene on this table below does not imply the endorsement either for or against multi-gene testing for moderate-
enetrance genes.

Gene Breast Cancer Risk and Management Ovarian Cancer Risk and Management Other Cancer Risks and Management
Increased risk of BC
» Screening: Annual mammogram and Colon
consider breast MRI with contrast age 40 y¢ | No increased risk of OC » See NCCN Guidelines for Genetic/Familial High-
CHEK2 « RRM: Evidence insufficient, manage based Risk Assessment: Colorectal
on family history.
Comments: Risk data are based only on frameshift mutations. The risks for most missense mutations are unclear.
MSH2,
MLH1, Unknown or insufficient evidence for BC Increased risk of OC L . - . )
MSHE®, riskd * See NCCN Guidelines for Genetic/Familial izze':scrr?:ntqglgfol:’r;ifafor Genetic/Familial High-Risk
PMS2, » Manage based on family history High-Risk Assessment: Colorectal ’
EPCAM
Increased risk of BC
* Screening: Annual mammogram and Unknown or insufficient evidence
consider breast MRI with contrast age 40 y¢ | Unknown or insufficient evidence for OC risk
* RRM: Evidence insufficient, manage based
NBN on family history
Comments: Management recommendations are based on data derived from the 657del5 Slavic truncating mutation. Although risks for other mutations
have not been established it is prudent to manage patients with other truncating mutations similarly to those with 675del5. Counsel for risk of autosomal
recessive condition in children.
Increased risk of BC
» Screening: Annual mammogram starting  Malignant peripheral nerve sheath tumors, GIST,
at age 30 y and consider breast MRI with No increased risk of OC others
NF1 contrast from ages 30-50 y » Recommend referral to NF specialist for evaluation
* RRM: Evidence insufficient, manage based and management.
on family history.
Comments: At this time, there are no data to suggest an increased breast cancer risk after age 50 y.

a8Tung N, Domchek SM, Stadler Z, Nathanson KL, Couch F, Garber JE, Offit K, Robson ME. Counselling framework
for moderate-penetrance cancer-susceptibility mutations. Nat Rev Clin Oncol 2016;13:581-588.

¢May be modified based on family history or specific gene mutation.

dThere have been suggestions that there is an increased risk for breast cancer in LS patients; however, there is not
enough evidence to support increased screening above average-risk breast cancer screening recommendations.

BC: Breast cancer

OC: Ovarian cancer Continued
RRM: Risk-reducing mastectomy

RRSO: Risk-reducing salpingo-oophorectomy



SYNLAB Y/

BRCA+16GENES; A1gBveic KAOTEUBUVTAPIEC YPAPMES

Genetic/Familial High-Risk Assessment: Breast and Ovarian, Version 2.2017

BREAST AND OVARIAN MANAGEMENT BASED ON GENETIC TEST RESULTS?
The inclusion of a gene on this table below does not imply the endorsement either for or against multi-gene testing for moderate-
enetrance genes.

Gene Breast Cancer Risk and Management Ovarian Cancer Risk and Management Other Cancer Risks and Management
Increased risk of BC
» Screening: Annual mammogram and Colon
consider breast MRI with contrast age 40 y¢ | No increased risk of OC » See NCCN Guidelines for Genetic/Familial High-
CHEK2 « RRM: Evidence insufficient, manage based Risk Assessment: Colorectal
on family history.
Comments: Risk data are based only on frameshift mutations. The risks for most missense mutations are unclear.
MSH2,
MLH1, Unknown or insufficient evidence for BC Increased risk of OC L . - . )
MSHE®, riskd * See NCCN Guidelines for Genetic/Familial izze':scrr?:ntqglgfol:’r;ifafor Genetic/Familial High-Risk
PMS2, » Manage based on family history High-Risk Assessment: Colorectal ’
EPCAM
Increased risk of BC
* Screening: Annual mammogram and Unknown or insufficient evidence
consider breast MRI with contrast age 40 y¢ | Unknown or insufficient evidence for OC risk
* RRM: Evidence insufficient, manage based
NBN on family history
Comments: Management recommendations are based on data derived from the 657del5 Slavic truncating mutation. Although risks for other mutations
have not been established it is prudent to manage patients with other truncating mutations similarly to those with 675del5. Counsel for risk of autosomal
recessive condition in children.
Increased risk of BC
» Screening: Annual mammogram starting  Malignant peripheral nerve sheath tumors, GIST,
at age 30 y and consider breast MRI with No increased risk of OC others
NF1 contrast from ages 30-50 y » Recommend referral to NF specialist for evaluation
* RRM: Evidence insufficient, manage based and management.
on family history.
Comments: At this time, there are no data to suggest an increased breast cancer risk after age 50 y.

a8Tung N, Domchek SM, Stadler Z, Nathanson KL, Couch F, Garber JE, Offit K, Robson ME. Counselling framework
for moderate-penetrance cancer-susceptibility mutations. Nat Rev Clin Oncol 2016;13:581-588.

¢May be modified based on family history or specific gene mutation.

dThere have been suggestions that there is an increased risk for breast cancer in LS patients; however, there is not
enough evidence to support increased screening above average-risk breast cancer screening recommendations.

BC: Breast cancer

OC: Ovarian cancer Continued
RRM: Risk-reducing mastectomy

RRSO: Risk-reducing salpingo-oophorectomy



SYNLAB Y/

BRCA+16GENES; BRCA mutation patient management

BRCA mutations

1. Breast awareness starting at age 18 y.
2. Clinical breast exam, every 6—12 mo, starting at age 25 y.

3. Breast screening
+ Age 25-29 y, annual breast MRI screening (preferred) or mammogram if MRI is unavailable or individualized based on family
history if a breast cancer diagnosis before age 30 is present.
* Age 30-75 y, annual mammogram and breast MRI screening.
+ Age >75y, management should be considered on an individual basis.

4. For women with a BRCA mutation who are treated for breast cancer, screening of remaining breast tissue with annual
mammography and breast MRI should continue.

5. Discuss option of risk-reducing mastectomy. Counselling may include a discussion regarding degree of protection, reconstruction
options, and risks.

6. Recommend risk-reducing salpingo-oophorectomy (RRSO), typically between 35 and 40 y, and upon completion of child bearing.
Because ovarian cancer onset in patients with BRCAZ2 mutations is an average of 8—10 years later than in patients with BRCA1
mutations, it is reasonable to delay RRSO until age 40—45 y in patients with BRCAZ2 mutations who have already maximized their
breast cancer prevention (i.e., undergone bilateral mastectomy).

CDH1 mutations

Germline mutations in CDH1 have reported a cumulative lifetime risk for breast cancer of 39% to 52% NCCN recommends
screening with annual mammogram (or consideration of breast MRI) beginning at age 30 years. Screening may be considered
earlier in patients with a family history of early-onset breast cancer. The option of risk-reducing mastectomy should be discussed

for these carriers.
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SYNLAB Y/

BRCA+16GENES; MeTtaAAdceic ota BRCA kai diaxeipion Twv aoBevwv

MetaAAdageig ota BRCA

1. Evnuépwaon yia Tov KOPKivo ToU JacTou ekIva atrd Tnv nAIKia Twv 18.
2. KAIVIKN €¢€Taon paoTou, KABe 6-12 prveg, EekivwvTag atrd Tnv nAiKia Twv 25.
3. E¢étaon paotou

* 2TnVv nAIKia Twv 25-29, 1o €trjo1o MRI screening Tou paoTou 1) n gacTtoypagia edv 1o MRI dev gival S100£01u0 1) EEOTOUIKEUPEVO
BaoIoPEVO OTO OIKOYEVEIAKO IOTOPIKO, Va yiveTal Qv UTTAPXE! dIAyvwon Kapkivou Tou paoTtou Trpiv Ta 30.

« 2TnVv nAIkia Twv 30-75, va yivetal eThola paotoypagia kal MRI screening pacTou.

* 2e nAKieg >75, n diaxeipion Ba TTPETTEl va £ETACETAI OE ATOWIKN BAon.

4. Na yuvaikeg pe pet@dAAagn ota BRCA tTou Bgpatrelovtal atrod KAPKiIVO TOU HAoToU, EAEYXOG TOU EVATTOUEIVAVTA I0TOU TOU HAOTOU JE
etnoia paotoypagia kal MRI paoTou TTpETTel va ouvexioouv.

5. ZufATnon TnG €TTIAOYNG VIO HACTEKTOUN WOTE va PEIWBET TO pioko. H cupBoulAeuTikr ptropei va TrepIAauBAavel oulTnon OXETIKA PE
10 BaBuS TTpoCTACIAC, TIC ETTIAOYEC AVAOUYKPOTNONG KAl TOUG KIVOUVOUG.

6. MpoTaon yia caAtmdo-wobnkekToury (RRSO) woTe va peiwdei o kivduvog, cuvnBwg peTagu Twv nAIkiwv 35 kai 40, Kal JETA TNV
oAoKANpwanN TNG TEKVOTTOINONG. AdGYw TOU OTI O KAPKIVOG TwV woBnkKwyv o€ aoBeveig ue JeTaAAGEEIGC oTo BRCAZ gekiva KaTd péco
0po 8—10 xpodvia apyodTepa o€ OoXEON Pe acBeveic pe petaArdéeic oto BRCAT. Eival ebAoyo va kaBuaTeprioel To RRSO uéxpr Tnv
NAIKia Twv 40—45 o€ aoBeveic pe peTaAAd&eigc oto BRCAZ 110U €X0UV NdN PEYIOTOTTOINCEI TNV TTPOPUAEN TOUG YIa KOPKIVO TOU
MaoTOU (T1.X. £XouVv UTTOBANBEi o€ diuepr) JOOTEKTOUNR).

MeTaAAdageig oto CDH1

lapeTikég peTaAAaeigc oto CDHT €xouv avagepBei va TTPOKAAOUV CUCOCWPEUTIKO Kivouvo kaB’ 6An tn didpkeia Tng {WAS yia
KAPKivo Tou paoToU o€ TTooooTO 39% pe 52%. To NCCN cuotrvel éAeyxo pe eTAola paoTtoypagia () e¢étaon MRI paocTou)
Sekivwvtag atmd TNV nAikia Twv 30 eTwv. O €AeyxoG UTTOPEI va EeEKIVAOEN TTIO ypriyopa Ot OOOEVEIG PE OIKOYEVEIOKO 10TOPIKO
KOPKivou Tou hJaoTou TTPWIKNG £vapgng. H €TTIAOYA yia HOOTEKTOMNA VIO JEiwon Tou Kivouvou Ba trpétrel va oulntnosi yia autoug

TOUC (POPEiIcC.
S POpEIg 40



SYNLAB Y/

BRCA+16GENES; Anglysis technology

Next-generation sequencing (NGS) with paired-end reads

DNA extraction > Fragmentation ]l _ Fragments are Clusters generation in Sequencing by
and purification [&; and adapters added to the |\ the Flowcell synthesis
\'7’7 addition | Flowcell
7
N\ L
~4
P
Sequencing by Sequencing by = Data analysis

synthesis synthesis BCAATTOA \ A ST OUS I

« The sequencing process consists of several steps. First, samples must be prepared for sequencing. To do this, DNA is extracted,
purified and fragmented, and adaptors are added.

« The sample is placed on a glass slide called a flow cell, which acts as a working surface. The surface of the flow cell features
additional probes with adapters added to the DNA so that the sample may be fixed to the surface. Next, sequencing by synthesis
begins. This process generates large amounts of information, which will be analysed using a sophisticated software system.
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SYNLAB Y/

BRCA+16GENES; TeyvoAoyia avdAuong

Next-generation sequencing (NGS) ue paired-end reads

DNA extraction > Fragmentation " Fragments are Clusters generation in Sequencing by
and purification /A= and adapters added to the the Flowcell synthesis
\',7;/ addition Flowcell
= = 15
7
2 W f L
S? | = ‘
1‘
Sequencing by Sequencing by Data analysis

synthesis synthesis BCAATTOA oA

* H diadikacia aAAnAouxiong atroteAeital atrd didgopa BAuaTa. ApxIKA, Ta deiyuaTa TTPETTEI VA TTPOETOINACTOUV yia TRV aAAnAouxion.
Ma va yivel autd, To DNA ggayetal, kaBapieTal, KOMPATIAZETAI KAl TTPOCTIBEVTAI TTOOAPUOOTEG.

To dciypa ToTmoBeTEITAI O YUAGAIvOo TTAaKi®Io TTou ovopdadetal flow cell kar Asitoupyei oav em@avela epyaciag. H emedveia Tou flow
cell d10B£Tel eMITTPOCOETOUG QVIXVEUTEG PE TTPOCOPUOOCTEG TTou evwvovTal Je 1o DNA woTe 10 deiypa va otaBepotroindei otn
em@aveia. AkoAoUBwg, n aAAnAouxion pe Tn ouvBeon Cekiva. Auth n diadikacia dnuioupyei ueyaAo gopTio TTAnpo@oplag, TTou Ba

avaAuBei ge Tn xprion e¢eAlyuévou ouoTriuaTog AOYIOUIKOU.
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BRCA+16GENES; Anglysis technology

MLPA (Multiplex Ligation-dependent Probe Amplification)

DNA purification, denaturationand Probes ligation
hybridization with specific probes

A N

PCR Amplification of ligated probes Analysis by electrophoresis

I.. l_l MJMMMA A, ‘

Performing the MLPA technique requires carrying out an initial DNA denaturing process and then a hybridisation process with
specific probes. Once the probes have bound to the study region, the products are simultaneously amplified by PCR.

The products are analysed using electrophoresis, which separates the fragments by size in order to detect potential deletions and

duplications.
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BRCA+16GENES; TeyvoAoyia avdAuong
MLPA (Multiplex Ligation-dependent Probe Amplification)

DNA purification, denaturationand Probes ligation
hybridization with specific probes

A N

PCR Amplification of ligated probes Analysis by electrophoresis

Iﬂi l_,l MJ A AL AR ‘

«  EkteAwvtag tnv texvikh MLPA | amaitei Tnv TTpaypaTtoTroinon piag apxikng diadikaciag yetouciwong tou DNA kal akoAoUubwg piag
diadikaciag uppISOTTOINONG ME OUYKEKPIMEVOUG QVIXVEUTEG. MOAIC o1 avixveuTég TTpoodeBolv OTnv TTEPIoX EVOIAPEPOVTOG, T

TTapaywya Tautdéxpova TToAAatrAaoialovtal pe PCR.
* Ta mapdywya avaAuovTal Je NAEKTPOPOPNON, TTOU dlaxwpilel Ta KOUUATIa e BAon TO PEYEBOS TOUG WOTE VA AVIXVEUTOUV TTIBAVEG
dlaypa@ég Kal SITTAACIOCOI.
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SYNLAB V/

BRCA+16GENES: |ndications from various medical associations

Patients suffering from cancer

INDICATION

SEOM

SGO

ASCO

ACMG

EUROPE'S NUMBER ONE
MEDICAL DIAGNOSTICS PROVIDER

ESMO

Women with high-grade epithelial carcinoma regardless of
age

Breast cancer at or before 50 years of age

Breast cancer at or before 45 years of age

Breast cancer at or before 40 years of age

Bilateral breast cancer or diagnosis of two primary breast
cancers, the first being before 50 years of age

Triple-negative breast cancer before 60 years of age

Breast cancer with first-, second- or third-degree relative
with breast cancer at or before 50 years of age or ovarian
cancer at any age

Breast cancer with two or more relatives with pancreatic
cancer or prostate cancer (Gleason > 7)

Breast cancer in males

SEOM!: Sociedad Espafiola de Oncologia Médica
SGO: Society of Gynecologic Oncology

ASCO: American Society of Clinical Oncology
ACMG: American College of Medical Genetics and Genomics
ESMO: European Society for Medical Oncology
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EUROPE'S NUMBER ONE

SYN L A B \ / MEDICAL DIAGNOSTICS PROVIDER

BRCA+16GENES; Evdeifeic atro dIAPOPECS IATPIKEC EVWITEIS Aev katoAaBaivw 11 B¢Ael va TTel n diagavela

AoBeveic mou maoyouv amno kopkivo
ENAEI=EI2 SEOM SGO

&

CO ACMG ESMO

Fuvaikeg pe Aol BaBpol kakonBeLa e eTBNALIKO KapkivwpoL
avetaptitwe NAKiag

Kapkivog tou paotol og nAwkia rpty ta 50

Kapkivog tou paotol og nAkia mptv ta 45

Kapkivog tou paotol og nAwkia rpty ta 40

Kapkivog ko otoug SU0 paotoug r Sidyvwaon SU0 TpwWToyevn
KOKIVOUC TOU LIOOTOU, [IE TOV TIPWTO Va pldavileTat oty ol 50 £t .

Kapkivog Tou paotol o€ cuVSUAGUO LE TIPWTOU, SEUTEPOU I TPLTOU
Babpol cuyyevr UE KApKivo TOU HaoToU TPV TV NAKIa Twyv 501 .
KQPKIVO TwV woBNKwv o€ drotal NAia

Kapkivog tou paotol pe SU0 1 EPLOCOTEPOUC CUYVEVEIS LIE KAPKIvVO
TOU TIOYKPEQTOG ) TOu Tipootdrn (Gleason > 7)

TPUTA&— APVNTIKAG KAPKIVOG TOU LAaToU TTpLv TV nAKia twv 60 .

Koipkivog ToU LaoTo O GVTPEQ . . .
SEOM!: Sociedad Espafiola de Oncologia Médica ASCO: American Society of Clinical Oncology
SGO: Society of Gynecologic Oncology ACMG: American College of Medical Genetics and Genomics 46
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EUROPE'S NUMBER ONE

SYN L A B \ / MEDICAL DIAGNOSTICS PROVIDER

BRCA+16GENES: |ndications from various medical associations

Relatives of patients suffering from cancer

INDICATION SEOM SGO ACMG

Person with a male relative with breast cancer .

Person with a relative with breast cancer and another relative with diffuse
gastric cancer, at least one with a diagnosis before 50 years of age

3
o0 ®:

Person with a relative who is a carrier of a known mutation in . .
BRCA1/BRCA2

Person with a first-degree relative with breast cancer before 45 years of

age or with ovarian cancer at any age . .

Person with a first-degree relative or more than one first-, second- or
third-degree relative with breast cancer and descendent from Ashkenazi
Jews

Person with a first-degree relative or more than one first-, second- or
third-degree relative with triple-negative breast cancer before 60 years of
age

SEOM!: Sociedad Espafiola de Oncologia Médica ASCO: American Society of Clinical Oncology
SGO: Society of Gynecologic Oncology ACMG: American College of Medical Genetics and Genomics 47



BRCA+16GENES; Evdeiteic atrd OIAPOPES IOTPIKEC EVUIOEIC

JUYYEVEIC TwV acBevwV ou MACGYOUV O KOPKivo
ENAEI=EI2 SEOM SGO

EUROPE'S NUMBER ONE

SY N L A B \ / MEDICAL DIAGNOSTICS PROVIDER

ACMG

ATOJO OUYYEVN e AvTpal aoBEVr) UE KAPKIVO TOU HaoTOU .

ATOJO OUYYEVN LE ATOUO LE KAPKIVO TOU aoToU Kol Je dtopo We diffuse gastric cancer,
TOUAALOTOV TOV €va artod Toug SU0 va eivat Slayvwaoiévog oty ta 50

3
o0 ®:

ATOO JUE OUYYEVH GOPEA YWWOTNG LETAAMENC otat BRCAL/BRCA2 . .
ATOUIO LIE TIpWTOU BaBlIol oUYYEVEL UE aoBEVH KAPKIVOU TOU OaToU TIPLY TV NAWKia . .
TwV 45 1) Kapkivou Twv wobnkwv o€ kaBe nAkia

ATOLLO [IE VAV TIPWTOU BaBUOU CUYYEVH H TIEPLOOOTEPOUC OO EVAV TIPWTOU,
deltepou 1 Tpitou Babuol CUYYEVELS Ue KaPKiVO TOU aoTOoU KL OTTOYOV0 TwV
EBpaiwv Ashkenazi

ATOUIO LIE Evaly TIPWTOU BaBpiol cUyYEeVH 1) TIEPLOOOTEPOUC AT EVAY TIDWTOU,
SeuTtepoU M) Tpitou BaBLOU CUYYEVEIS UE TPUTAG apVNTIKO KOPKIVO TOU aoToU TPV

TNV NAia twv 60
SEOM!: Sociedad Espafiola de Oncologia Médica ASCO: American Society of Clinical Oncology
SGO: Society of Gynecologic Oncology ACMG: American College of Medical Genetics and Genomics
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EUROPE'S NUMBER ONE
SY N L A B MEDICAL DIAGNOSTICS PROVIDER
BRCA+16GENES: |ndications

© Women with a family history of breast cancer (female or male) and/or ovarian cancer.
o  Women with a relative affected with family cancer syndrome.
o Patients with these type of tumours in order to determine their potential hereditary nature.

© Women 2 30 years of age with no prior family history, to determine the genetic risk of breast and ovarian
hereditary cancer and evaluate the different preventive options.!

First-degree relatives of a carrier of the mutation have a higher risk of
being a carrier and developing the disease.

1. King MC, Levy-Lahad E, Lahad A. Population-Based Screening for BRCA1 and BRCAZ2: 2014 Lasker Award. JAMA. 2014;312(11):1091-2. 49



EUROPE'S NUMBER ONE

SYN L A B \ / MEDICAL DIAGNOSTICS PROVIDER

BRCA+16GENES; Eveigelg

o)

[(UVAIKEG UE OIKOYEVEIOKO IOTOPIKO KAPKiIVOU TOU JaoToU (Yuvaika f avTpad) Kal / i KAPKiVO TWV WolnKwv.
[(UVAIKEG UE OUYYEVN ETTNPEACHEVO ATTO OIKOYEVH KAPKIVIKA CUVOpOUA.
AoBeveig e auToU TOU TUTTOU KAPKiIVOUG WOTE Va OIaTTIoTWOEI N TOavry KAnpovouikA @uorn.

MNuvaikeg 230 eTWV XWPIG TTPONYOUHEVO OIKOYEVEIOKO IOTOPIKO, WOTE VA OIATTIOTWOEI 0 YEVETIKOS KivOUVOG
yld KANPOVOMIKO KOPKiVO TOU pacToU Kal Twv woBnkwv Kal va agloAoynBouv ol dIaQopeS ETTINOYEG

TTPOANYNG.]

(" )

[MpwTtou BaBuou cuyyeveic popéa e HETAAAALN £€XOUV QUCNUEVO PIOKO Va
gival kai ol idlol YoPEIG Kal va avatrTu¢ouv Tnv acBévela.

1. King MC, Levy-Lahad E, Lahad A. Population-Based Screening for BRCA1 and BRCAZ2: 2014 Lasker Award. JAMA. 2014;312(11):1091-2. 50



EUROPE'S NUMBER ONE

SY N L A B \ / MEDICAL DIAGNOSTICS PROVIDER

BRCA+16GENES; |mportant considerations

The presence of mutations in the genes of the panel associated to breast, ovarian and endometrial cancer
may also imply a higher risk for other type of cancers or hereditary cancer syndromes (e.g. Lynch,
Cowden and Li-Fraumeni syndromes). This information, if applies, may be included in the results report.

SYNLAB Y BRC A6 GENS

Patient report

Hereditary predisposition to breast, avarian and endometrial cancer

Firts name: Doctor:
Last names: Meglical spaciality:
Gender: Center/Hospital:

Date of birth (Day/Month/Year):

SAMPLE INFORMATION

Draw date Sample 1D:
Receipt date: Sample arigin ID:
Report date:

NO MUTATION DETECTED

Mo mutations classified as pathogenic, probably pathagenic or of uncertain significance have been identified in this study.

Aresult ic or probably pathogeni detected does not eliminate the risk of breast, overy and
endom
This rep nterpreted in the clinical context and family history of the patient
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EUROPE'S NUMBER ONE

SY N L A B \ / MEDICAL DIAGNOSTICS PROVIDER

BRCA+16GENES; 5 nuUQVTIKEC EKTINAOEIC

H mapoucia peTaAAdgewyv oTa yovidla Tou TTAVEA TTOU OXETICOVTAl PE KAPKIVO TOU PAoToU, TWV WoBNnNKwv
KOl TOU €vOOUNTPIOU PTTOPEI €TTIONG VO OUVETTAYEI Kal augnuévo pioKo yia GAAOUG TUTTOUG KApPKivou N
KANPOVOMIKA KapKIVIKA oUvdpopa (m.X. Lynch, Cowden kai Li-Fraumeni syndromes). Auti n
TTANPo@oOpia, oTnV TTEPITITWON TToU IoXUEl Ba TTEpIAaPBAvVETAI OTO OEATIO ATTOTEAECUATOC.

SYNLAB Y/ BRC A6 GENS

Patient report

Hereditary predisposition to breast, avarian and endometrial cancer

PATIENT [NFORMATION ORDERING PHYSICIAN/CLINIC INFORMATION
Firts name: Doctor
Last names: Medical speciality:

Gender: Center/Hospital:
Date of birth (Day/Manth/Year):

SAMPLE INFORMATION

Draw date Sampie 1D:
Receipt date: Sample arigin ID:
Report date:

NO MUTATION DETECTED

Mo mutations classified as pathogenic, probably pathogenic or of uncertain significance have been identified in this study.

Aresult without £ or prabably pathogsni detected does not eliminate the risk of breast, ovary and
endometrial cancer.

This report is to be interpreted in the clinical context and family histary of the patient

SYNLAB DIAGNOSTICOS GLOBALES 5L
& Edfica Trammwesth . 28108 Alecksncias, Macric, Expain

Vaigrande &
stanson canteyniat com /500 400 442 Fage 1 of 3
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BRCA+16GENES; Advantages
Complete panel

v"  COMPREHENSIVE
Includes the genes with robust scientific evidence related Cenetic 7 SYNLAB <

with these types of cancer, for which a specific patient y Qualtt
management is described on the NCCN guidelines, Counselling ~ J
not solely BRCA1 and BRCAZ2. A
NCCN: National Comprehensive Cancer Network. BRCA*tecEnes

v RELIABLE e Ny
* NGS sequencing with paired-end reads of the genes Fast

included on the panel. Stmple report

* Duplications and deletions in BRCA1, BRCA2 and
EPCAM genes.
» Positive results confirmation with Sanger sequencing.

v EASY AND SIMPLE
Saliva or blood sample available.

Europe

v DATA BASES
Classification and study of variants with the most complete databases.

v"  COMPREHENSIVE AND SIMPLE TEST REPORT
Report designed to facilitate the result interpretation.
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BRCA-+16GENES; [M\covekTApATA

v MEPIEKTIKO
MepiAapBavel Ta yovidia Ye I0XUPA ETTIOTNUOVIKA OTOIXEIO
OTI OXeTICOVTAI JE AQUTOUG TOUC TUTTOUG KAPKIVOU, VIO TO
OTTOi0 CUYKEKPIMEVN dIaXEIPION TWV ACOEVWV
TTEPIYPAPETAI OTIG KATEVOUVTNPIEG YPOUMEG TOU
NCCN, 6x1 uévo ta yovidia BRCA1 ka1t BRCAZ2.

NCCN: National Comprehensive Cancer Network.

v AZIONIZTA

AAAnAouUxIoN NGS TWV YOVIOiwV TTOU
TTepIAauBavovtal oto TTaveA ue paired-end reads.
ArTAacloopoi kal dlaypagéc ota yovidila BRCAT,
BRCAZ2 ka1 EPCAM.

O¢€TIKA aTToTEAEOHATO empReBalwvovTal ME
aAAnAouxion kaTtd Sanger.

v'  EYKOAH KAI ANAH
EmAoyr deiypaTtog atrd odAio 1 aipa.

v'  BAZEIX AEAOMENQN
KaTtnyopiotroinon kal HEAETN TwV BIOPOPWY PETAAAAEEWV HE TIC TTIO OAOKANPWHEVES BACEIC DEDOPEVWV.

v MEPIEKTIKO KAI AMNAO AEATIO ANMOTEAEZMATOZXZ
AeATIO ATTOTEAEOUATOC OXEDIAOMEVO YIA VO DIEUKOAUVEI TNV EPMNVEIA TWV ATTOTEAECUATWV.

OAokAnpwuévo
TTAVEA
[eveTikn ’)‘ MoiétnTa
OUMBOUAEUTIKA SYNLAB
23
B RCA+1BGENES
- ' Ny
) ( ATIAG SeMio
ATTOTEAEOUATOC

Eupwtm
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BRCA+16GENES; Advantages

v FAST AND AFORDABLE
The high degree of automation allows to obtain results in 10 working days.

v PERFORMED ENTIRELY AT SYNLAB'S LABORATORIES

v SYNLAB QUALITY AND EXPERTISE

Developed by the genetic experts of SYNLAB group, Europe’s number one medical
diagnostics provider.

v GENETIC COUNSELLING
SYNLAB put at your disposal without additional cost:

MEDICALL

With access to our genetic counselling platform where you will receive genetic advice from our
experts via videoconference. You can also contact us sending an e-mail to:
genetic.counselling@synlab.com
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BRCA+16GENES; Advantages

v' TPHIOPO KAI OIKONOMIKA MNMPOZITO
O uwnAG¢ BaBPOS AQUTOUATIOUOU ETTITPETTEI TNV €KOOON TWV ATTOTEAEOUATWY O€ 10 EPYACINESG MEPEC.

v" MPArMATOINOIHTAI AMOKAIZTIKA XTA EPTAZTHPIA THZ SYNLAB

v" MOIOTHTA KAI EZEIAIKEYZH THZ SYNLAB

AvatrTuxOnke atmd Toug YeveTIOTEC euTTEIpOoyVWHOVEC TNS SYNLAB, TOV vOUUEPO éva eUpWTTAIKO TTAPOXO
oTNV 1ATPIKA dIAyVWOTIKN.
v TENETIKH XYMBOYAEYTIKH

H SYNLAB Bpioketal otn 81400 0o Xwpic eTTITTAEOV XpEéwaon:

MEDICALL

Me rpdoBaon oTn OIKA A TTAATQOPUA YEVETIKAG OUUPBOUAEUTIKAG ATTO OTTOU Ba AQUBAVETE YEVETIKEG
OUMPBOUAEG aTTd TOUG €1I0IKOUG HOG HECW TNAEDIAOKEWNGS. MTTOPEITE ETTIONG VA ETTIKOIVWVAOETE padi
Mag péow e-mail oTo:
genetic.counselling@synlab.com
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BRCA+16GENES; Sampling kit

BRCA+16 GENES kit
The sample collection kit includes:

Device to collect saliva

Test requisition form and informed consent

Instructions

Material for sending the sample

EUROPE'S NUMBER ONE
MEDICAL DIAGNOSTICS PROVIDER
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BRCA+16GENES; [Nak£TO delyaToAnWiag

Mokéto BRCA*16 GENES
To TTakéTo delypatoAnyiag epIAapBAaver:
* 2UOKEUN yia ouAAoyr) odAiou

« "EVTUTTIO @iTnONG TNG £€ETAONG KAl GOpUa
ouykaTtdBeong

» O0nyieg

* YAIKO yIa aTTOOTOAN TOU O€iyaTOg

EUROPE'S NUMBER ONE

MEDICAL DIAGNOSTICS PROVIDER
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BRCA+16GENES; Test Requisition Form and Informed Consent

SYNLABY  BRCA#wecenes | asmsma | SYNLABY  BRCAscenes

Test Requisition Form . Patient Informed Consent

PATIENT INFORMATION (Copy for the laboratory)

Name: Surname(s): The BRCA*'SGENES test consists of extracting and quantifying the DNA in the sample received and DNA sequencing by Next-Generation
Sequencing (NGS). This technique is capable of detecting point mutations and small insertions/deletions throughout the coding sequence and
the flanking intronic region of the ATM, BRCA1, BRCA2, BRIP1, CDH1, CHEK2, EPCAM, MLH1, MSH2, MSH6, NBN, PALB2, PMS2, PTEN,
RADS51C, RAD51D, STK11 and TP53 genes. The technique is supplemented with Mul(lplex Ligation-dependent Probe Amplification (MLPA) of
Telephone: Email: Address: the BRCA1, BRCA2 and EPCAM genes to detect large deletions and and probably variants detected
using next-generation sequencing are confirmed through Sanger sequencing.

Gender: [ Male O Female National 1D # Date of birth:

SAMPLE INFORMATION . . - o
The genes included in the BRCA*'5ENES test are involved in cell cycle control and DNA repair during cell division. Mutations in these genes lead
Do dite: ; o a loss of cell control and capacity for DNA repair, which may imply a greater risk of developing cancer than that of the general population.
Abnormalities in the genes included in the BRCA*'SENES test represent an increased risk of suffering from hereditary breast, ovarian and
ORDERING PHYSICIAN | CENTRE INFORMATION endometrial cancer. Mutations can be inherited from both the mother and the father. The probability of transmitting a mutation to the offspring is
50%. The presence of a de novo (non-inherited) mutation cannot be excluded.

Name and surname(s): Medical license #: Client code: The BRCA'ISGE1 test has certain limitations in determining the risk of the patient and/or the patient's family members of having hereditary
breast, ovarian and cancer. g a genetic an increased risk of having the associated
Email: Telephone: Specialty: disease, but does not necessarily imply its develcpmenl If a relevant genetic abnormality is identified, it will be useful to perform a genetic study
of the immediate family members (parents, children, siblings, efc.). If the family members tested did not have the previously detected
Centre/hospital name: Address: abnormality, this would mean that the risk of eventually developing the disease is not increased, that is to say, is equal to that of the general

population. Should pathological variants not be detected, this DOES NOT ELIMINATE the possibility of the patient having cancer or other
‘Ancestry {tick af that apply): higher risk for other cancer types or hereditary cancer syndromes (e. g. Lynch, Cowden and Li-Fraumeni syndromes). This information, if
applicable, will be included on the report.

O WesterniNorthemn European O CentralEastern European O Southern European O African
O Latin American/Caribbean [0 Native American [0 Near Eastern/Middie Eastemn O Asian In compliance with the provisions of the current legislation, the patient accepts and recognizes at all the effects that the service will be deemed
[ Ashkenazi O Other: to have been fully executed once the sample has been taken. Once such circumstance has occurred, the patient will lose its right to cancel the

contracted service and SYNLAB will not be obliged to reimburse the amounts received for that service.

Flaiant s pacsomal history: of cancer {ici: sl that spioly): The sample will be stored as set out by the regulations that apply to clinical diagnostic laboratories. Once the result has been issued, if there is

D' No personal history of cancer any surplus sample, it will be stored for 1 month after being analysed, and once this period has elapsed it will be destroyed. The result of the
O Breast cancer - age at diagnosis: ___ years O Biateral a] O Triple-negat BRCAI®S5"ES test is confidential. The patient’s results will only be given to the patient's physician or another professional involved in the
O Ovarian cancer - age at diagnosis: ___ years patient's medical care, unless the communication of this information is required by mandatory law or by order of authorities to dlsc\ose the
O Other type: -age atdiagnosis:___ years patient's data to authorities or third parties, such as regulatory The healthcare for he specific

Family i of N use and limitations of this test to the patient. It is recommended that the results are reported to (he patient by a specialist |n a medical
L) JpAoNyi0y canca consultation. The result may occasionally be delayed or a second sample required. Performing the test does not include free direct genetic
O No known family history O Known family history - fill in the table below: counselling for the patient; however, SYNLAB offers this service through its Genetic C Unit (genetic. com).

f breast ¢

Type of cancer amily relationshi Matemal Paternal  Age at diagnosis  Bilateral  Premenopausal

The patient agrees that their biological samples and a copy of this executed Test Requisition Form and all personal data about them contained
in this form are transferred to and processed by to the laboratory SYNLAB DIAGNOSTICOS GLOBALES SA with registered office at C/ Verge
de Guadalupe 18, 08950 Esplugues de Liobregat Spain, and that the test results and the personal data may be processed and stored both by

2 2] e o [INSERT LOCAL SYNLAB COUNTRY ENTITY] with registered office at [INSERT LOCAL SYNLAB COUNTRY ENTITY ADDRESS] and its

o [=] o o [=] affiliates (collectively referred to as “SYNLAB”), where the level of protection may not be the same as in the patient’s country. The patient has a

[a] o] [=) =] o right to withdraw their consent, but in this case it is understood that the BRCA*'SENES test cannot be provided. The patient's personal data will

only be used to perform the test, to communicate with them and for invoicing purposes. The patient further understands that their personal data

Gther significant information: will be stored for a duration of [...] after the test has been performed; that they may exercise the rights of access, rectification and, as applicable,

; : restriction, opposition or erasure by sending an email to [INSERT LOCAL SYNLAB COUNTRY ENTITY AND ADDRESS] at: [INSERT LOCAL

% AmokerLives ‘oiMe * Has received a bone mamow transplant: O Yes O No SYNLAB COUNTRY ENTITY EMAIL]; and that they have a right to lodge a complaint with the competent Supervisory Authority in their country.

*  Inwomen who have given birth, breast-feeding for at least 1 year: O Yes O Ne They also agree that the results of the test will be communicated by the testing laboratory to [INSERT LOCAL SYNLAB COUNTRY ENTITY]
et e phvscen menonedon e fam o e epresenanes

Bl signing this form | ceriify that, prier to performing the BRCA® ™2 test | have informed the patient of the risks and implications that perferming this test Pursuant to the best practices and quality standards of clinical , the patient that SYNLAB may use the leftover

specimen and the patient's medical and genetic information, in an anonymized form (unless forbidden by applicable legislation) for research or

represents. | certify that all the patient’s questions have been resolved and that | have received the patient's explicit consent to perform the test.
! oy M L P " e quality assurance purposes. Such uses may result in the development of commercial products and services. The patient will not receive notice

Physician’s signature: Draw: of any specific uses and will not receive any compensation for these uses. In any event, all such uses will be in compliance with applicable
legislation
By signing this form | comfirm that | have read and agreed to the information contained on both sides of the form, or that it has been read to me, and that | O Tick the box if you would not like your sample to be used for research purposes.

have understood its content | have received genetic counselling from my physician (or another person indicated by my physician) regarding the purpose of
the test and its potential risks and limitations. | have been given the opportunity to ask any questions | had: | have received answers to all my questions and
I have been given enough time to reflect an the information and my decision to undergo this test. | consent to undergo this test and discuss the results and In compliance with Law 14/2007, of 3 July, on Biomedical Research, specifically its Articles 47 and 48, the prescribing physician must obtain informed consent to perform
appropriate medical management with my specialist. | agree to my biclogical sample being used solely and exclusively for the test specified in this genetic tests. The patient’s signature on this consent form is aimed at complying with this requirement.
requisition form, and for no other type of test under any circumstances. | understand that my physician has determined that this test is appropriate for me
and | authorise SYNLAB DIAGNOSTICOS GLOBALES SA, with corporate tax ID no. A-50845875, and registered address at C/ Verge de Guadalupe 18,
08850 Esplugues de Liobregat, Spain, [INSERT LOCAL SYNLAB COUNTRY ENTITY] with registered office at [INSERT LOCAL SYNLAB COUNTRY Patient’s name and surname(s):
ADDRESS] and its affiliates (collectively referred to as “SYNLAB') to perform the BREA % test, as well as the results being sent to my
specialist. By signing below | agree to the foregoing and the terms of the Patient informed Consent.

= Patient’s or legal representative’s signature: Date: / / (day/month/year)
Patient’s or legal representative’s signature: Draw: ' (day/monthiyear
BILLING DETAILS
O Patient O Insurance company: O Ordering physician O Cther:
& 900400442 + [Datencioncliente@synlabcom +  www.synlab.com y TREINT ENG 1 & 900400442 +  [Datencion.cliente@synlab.com  +  www.synlab.com e
pag.1/4 Gy pag. 2/
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BRCA+16GENES; "EvTUTTIO QiTnONG TNG £€£TAONC KAl POPUO OUYKATABEONC

SYNLABY  BRCA#wecenes | asmsma | SYNLABY  BRCAscenes

Test Requisition Form . Patient Informed Consent

PATIENT INFORMATION (Copy for the laboratory)

Name: Surname(s): The BRCA*'SGENES test consists of extracting and quantifying the DNA in the sample received and DNA sequencing by Next-Generation
Sequencing (NGS). This technique is capable of detecting point mutations and small insertions/deletions throughout the coding sequence and
the flanking intronic region of the ATM, BRCA1, BRCA2, BRIP1, CDH1, CHEK2, EPCAM, MLH1, MSH2, MSH6, NBN, PALB2, PMS2, PTEN,
RADS51C, RAD51D, STK11 and TP53 genes. The technique is supplemented with Mul(lplex Ligation-dependent Probe Amplification (MLPA) of
Telephone: Email: Address: the BRCA1, BRCA2 and EPCAM genes to detect large deletions and and probably variants detected
using next-generation sequencing are confirmed through Sanger sequencing.

Gender: [ Male O Female National 1D # Date of birth:

SAMPLE INFORMATION . . - o
The genes included in the BRCA*'5ENES test are involved in cell cycle control and DNA repair during cell division. Mutations in these genes lead
Do dite: ; o a loss of cell control and capacity for DNA repair, which may imply a greater risk of developing cancer than that of the general population.
Abnormalities in the genes included in the BRCA*'SENES test represent an increased risk of suffering from hereditary breast, ovarian and
ORDERING PHYSICIAN | CENTRE INFORMATION endometrial cancer. Mutations can be inherited from both the mother and the father. The probability of transmitting a mutation to the offspring is
50%. The presence of a de novo (non-inherited) mutation cannot be excluded.

Name and surname(s): Medical license #: Client code: The BRCA'ISGE1 test has certain limitations in determining the risk of the patient and/or the patient's family members of having hereditary
breast, ovarian and cancer. g a genetic an increased risk of having the associated
Email: Telephone: Specialty: disease, but does not necessarily imply its develcpmenl If a relevant genetic abnormality is identified, it will be useful to perform a genetic study
of the immediate family members (parents, children, siblings, efc.). If the family members tested did not have the previously detected
Centre/hospital name: Address: abnormality, this would mean that the risk of eventually developing the disease is not increased, that is to say, is equal to that of the general

population. Should pathological variants not be detected, this DOES NOT ELIMINATE the possibility of the patient having cancer or other
‘Ancestry {tick af that apply): higher risk for other cancer types or hereditary cancer syndromes (e. g. Lynch, Cowden and Li-Fraumeni syndromes). This information, if
applicable, will be included on the report.

O WesterniNorthemn European O CentralEastern European O Southern European O African
O Latin American/Caribbean [0 Native American [0 Near Eastern/Middie Eastemn O Asian In compliance with the provisions of the current legislation, the patient accepts and recognizes at all the effects that the service will be deemed
[ Ashkenazi O Other: to have been fully executed once the sample has been taken. Once such circumstance has occurred, the patient will lose its right to cancel the

contracted service and SYNLAB will not be obliged to reimburse the amounts received for that service.

Flaiant s pacsomal history: of cancer {ici: sl that spioly): The sample will be stored as set out by the regulations that apply to clinical diagnostic laboratories. Once the result has been issued, if there is

D' No personal history of cancer any surplus sample, it will be stored for 1 month after being analysed, and once this period has elapsed it will be destroyed. The result of the
O Breast cancer - age at diagnosis: ___ years O Biateral a] O Triple-negat BRCAI®S5"ES test is confidential. The patient’s results will only be given to the patient's physician or another professional involved in the
O Ovarian cancer - age at diagnosis: ___ years patient's medical care, unless the communication of this information is required by mandatory law or by order of authorities to dlsc\ose the
O Other type: -age atdiagnosis:___ years patient's data to authorities or third parties, such as regulatory The healthcare for he specific

Family i of N use and limitations of this test to the patient. It is recommended that the results are reported to (he patient by a specialist |n a medical
L) JpAoNyi0y canca consultation. The result may occasionally be delayed or a second sample required. Performing the test does not include free direct genetic
O No known family history O Known family history - fill in the table below: counselling for the patient; however, SYNLAB offers this service through its Genetic C Unit (genetic. com).

f breast ¢

Type of cancer amily relationshi Matemal Paternal  Age at diagnosis  Bilateral  Premenopausal

The patient agrees that their biological samples and a copy of this executed Test Requisition Form and all personal data about them contained
in this form are transferred to and processed by to the laboratory SYNLAB DIAGNOSTICOS GLOBALES SA with registered office at C/ Verge
de Guadalupe 18, 08950 Esplugues de Liobregat Spain, and that the test results and the personal data may be processed and stored both by

2 2] e o [INSERT LOCAL SYNLAB COUNTRY ENTITY] with registered office at [INSERT LOCAL SYNLAB COUNTRY ENTITY ADDRESS] and its

o [=] o o [=] affiliates (collectively referred to as “SYNLAB”), where the level of protection may not be the same as in the patient’s country. The patient has a

[a] o] [=) =] o right to withdraw their consent, but in this case it is understood that the BRCA*'SENES test cannot be provided. The patient's personal data will

only be used to perform the test, to communicate with them and for invoicing purposes. The patient further understands that their personal data

Gther significant information: will be stored for a duration of [...] after the test has been performed; that they may exercise the rights of access, rectification and, as applicable,

; : restriction, opposition or erasure by sending an email to [INSERT LOCAL SYNLAB COUNTRY ENTITY AND ADDRESS] at: [INSERT LOCAL

% AmokerLives ‘oiMe * Has received a bone mamow transplant: O Yes O No SYNLAB COUNTRY ENTITY EMAIL]; and that they have a right to lodge a complaint with the competent Supervisory Authority in their country.

*  Inwomen who have given birth, breast-feeding for at least 1 year: O Yes O Ne They also agree that the results of the test will be communicated by the testing laboratory to [INSERT LOCAL SYNLAB COUNTRY ENTITY]
et e phvscen menonedon e fam o e epresenanes

Bl signing this form | ceriify that, prier to performing the BRCA® ™2 test | have informed the patient of the risks and implications that perferming this test Pursuant to the best practices and quality standards of clinical , the patient that SYNLAB may use the leftover

specimen and the patient's medical and genetic information, in an anonymized form (unless forbidden by applicable legislation) for research or

represents. | certify that all the patient’s questions have been resolved and that | have received the patient's explicit consent to perform the test.
! oy M L P " e quality assurance purposes. Such uses may result in the development of commercial products and services. The patient will not receive notice

Physician’s signature: Draw: of any specific uses and will not receive any compensation for these uses. In any event, all such uses will be in compliance with applicable
legislation
By signing this form | comfirm that | have read and agreed to the information contained on both sides of the form, or that it has been read to me, and that | O Tick the box if you would not like your sample to be used for research purposes.

have understood its content | have received genetic counselling from my physician (or another person indicated by my physician) regarding the purpose of
the test and its potential risks and limitations. | have been given the opportunity to ask any questions | had: | have received answers to all my questions and
I have been given enough time to reflect an the information and my decision to undergo this test. | consent to undergo this test and discuss the results and In compliance with Law 14/2007, of 3 July, on Biomedical Research, specifically its Articles 47 and 48, the prescribing physician must obtain informed consent to perform
appropriate medical management with my specialist. | agree to my biclogical sample being used solely and exclusively for the test specified in this genetic tests. The patient’s signature on this consent form is aimed at complying with this requirement.
requisition form, and for no other type of test under any circumstances. | understand that my physician has determined that this test is appropriate for me
and | authorise SYNLAB DIAGNOSTICOS GLOBALES SA, with corporate tax ID no. A-50845875, and registered address at C/ Verge de Guadalupe 18,
08850 Esplugues de Liobregat, Spain, [INSERT LOCAL SYNLAB COUNTRY ENTITY] with registered office at [INSERT LOCAL SYNLAB COUNTRY Patient’s name and surname(s):
ADDRESS] and its affiliates (collectively referred to as “SYNLAB') to perform the BREA % test, as well as the results being sent to my
specialist. By signing below | agree to the foregoing and the terms of the Patient informed Consent.

= Patient’s or legal representative’s signature: Date: / / (day/month/year)
Patient’s or legal representative’s signature: Draw: ' (day/monthiyear
BILLING DETAILS
O Patient O Insurance company: O Ordering physician O Cther:
& 900400442 + [Datencioncliente@synlabcom +  www.synlab.com y TREINT ENG 1 & 900400442 +  [Datencion.cliente@synlab.com  +  www.synlab.com e
pag.1/4 Gy pag. 2/

60



EUROPE'S NUMBER ONE

SY N L A B \ / MEDICAL DIAGNOSTICS PROVIDER

BRCA+16GENES: Results

BRCA+16 GENES regults are reported as follows:
v' Pathogenic mutations: Variants linked to disease (class V).
v" Probably pathogenic mutations: Variants probably linked to disease (class IV).

v' Variants of uncertain significance: Variants suspected of pathogenicity without decisive evidence
(class IlI).

v" No mutations detected: No mutations have been identified.
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BRCA-+16GENES; ATToTEAEOUATO

Ta atmroteAéopara Tou BRCA+16 GENES qyagépovTal wg akoAoUbwg:

v

v

MNMaBoyoveg petaAAageig: ANayEg TTou oxeTiCovTal ue aoBévela (class V).
MBavwg Traboyoveg peraAAageig: ANayEG TTou Bavwg va oxeTtiovral ge aocBeveia (class 1V).

MeTaAAayég aBEBaing onpavTikoTnTas: ANAYEG UTTOTITEG yia TTaBoyEvela xwpig BERaIn atrddeign
(class IlI).

Kapia petaAAayn dev aviyveuTnke: Agv TAUTOTTOINBNKE KAia HETAAAAEN.
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BRCA+16GENES: Results

SYNLABV/ BRC A+16GENES

Patient report

Hereditary predisposition to breast, ovarian and endometrial cancer

PATIENT INFORMATION ORDERING PHYSICIAN/CLINIC INFORMATION

Firts name: Doctor:
Last names: Medical speciality:
Gender: Center/Hospital:

Date of birth (Day/Month/Year):

SAMPLE INFORMATION

Draw date: Sample 1D:
Receipt date: Sample origin 1D:
Report date:

REASON FOR THE STUDY

RESULT

NO MUTATION DETECTE

INTERPRETATION

Mo mutations classified as pathogenic, probably pathagenic or of uncertain significance have been identified in this study.

A result without pathogenic or probably pathogenic mutation detected does not eliminate the risk of breast, ovary and
endometrial cancer.

This report is to be interpreted in the clinical context and family history of the patient,

SYNLAB DIAGNOSTICOS GLOBALES SL.
. Valgrande B. Edificio Thamworth [1. 28108 Alcobendas, Madrid, Espana.
stancion,client=@synlab.com / 900 400 442 Page 1 0of3

EUROPE'S NUMBER ONE
MEDICAL DIAGNOSTICS PROVIDER
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BRCA+16GENES; ATroTeAéOUATO

SYNLABV/ BRC A+16GENES

Patient report

Hereditary predisposition to breast, ovarian and endometrial cancer

PATIENT INFORMATION ORDERING PHYSICIAN/CLINIC INFORMATION

Firts name: Doctor:
Last names: Medical speciality:
Gender: Center/Hospital:

Date of birth (Day/Month/Year):

SAMPLE INFORMATION

Draw date: Sample 1D:
Receipt date: Sample origin 1D:
Report date:

REASON FOR THE STUDY

RESULT

NO MUTATION DETECTE

INTERPRETATION

Mo mutations classified as pathogenic, probably pathagenic or of uncertain significance have been identified in this study.

A result without pathogenic or probably pathogenic mutation detected does not eliminate the risk of breast, ovary and
endometrial cancer.

This report is to be interpreted in the clinical context and family history of the patient,

SYNLAB DIAGNOSTICOS GLOBALES SL.
. Valgrande B. Edificio Thamworth [1. 28108 Alcobendas, Madrid, Espana.
stancion,client=@synlab.com / 900 400 442 Page 1 0of3

EUROPE'S NUMBER ONE
MEDICAL DIAGNOSTICS PROVIDER
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BRCA+16GENES; Key points

v

BRCA+16 GENES js a complete panel that includes the genes
contemplated by the NCCN guidelines in which specific patient
management is established.

International experts recommend, based on experience, a genetic
screening for breast and ovarian cancer that allows to stablish specific
prevention strategies for mutation carriers. This type of screening is
not contemplated in clinical guidelines for this purpose, but it is in certain
patients with a history of risk.

Aimed to the healthcare providers but patients can also be a target
(high diffusion of the relationship between breast and ovarian cancer and
genetic tests in the media).

When a mutation is detected with BRCA*'6 GENES jt js advisable to
perform the analysis of the specific mutation or deletion/duplication in

the relatives.

Genetic counselling is key.
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BRCA+16GENES; 5 nueia KAEIOIA

v

To BRCA*16 GENES qrroteAei £éva oAoKANpwuEVO TTAVEA TTOU TrEPIAABAVEI
Ta yovidia Trou TrpoBAETTovTal atrd TIG KATEUBUVTAPIEG YPOAUMES TOU
NCCN oTig otroieg £x&1 KaBopioTei £101KA Slaxeipion Twv acBevwv.

AigBveig €10IKoi TTpoTEiVOUV, BAon TrEipag, YEVETIKR €§€TOON yia TOUG
KAPKIiVOUG TOU HOOCTOU KOI TWV WOBNKWvV TOU va ETTITPETTEI TOV
KOBOPIOUO OUYKEKPIMEVEG OTPATNYIKEG TTPOANYNS YIA TOUG QPOPEIG
METAAAGgewVY. AuToU TOu TUTTOU N €&€Taon Oev CUMTTEPIAQUPBAVETAI OTIC
KAIVIKEG ~ KATEUBUVTNPIEGC  YPOMUMEG  vyiIa  autd TO  AOYyo, OHwg
OUUTTEPIAQUBAVETAI OTOUG ACOEVEIC E I0TOPIKO KIVOUVOU.

ATTEUBUVETAI OTOUG TTAPOXOUG UYEIOVOMIKAG TTEPIBAAYNG OpwG Kal Ol
aoBeveig utTopouv va atroTeEAECOUV OTOXO (UWnAr dlaxuon TnG oxEong
METACU TWV KAPKiVWV TOU HPOOTOU KAl TwV WOoBNKWV, HE TIG YEVETIKEG
€CETAOEIC OTA PNEOA ETTIKOIVWVIAG).

Otav pia yeTadAAagn avixveutei e To BRCA+16 GENES " gygtrjveTal va yiveral
avAaAuon TNG OUYKEKPIUEVNG METAAAAENG i diaypaeng/ SITTAacIaouoU

OTOUG OUYYEVEIG.

H yeveTikl cUMBOUAEUTIKA €ival TO KAEIDI.

MoTelw mepItTd slide
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. Breast and ovarian cancer

° BRCA+16 GENES
Genes panel and associated risk
Analysis technology
Recommendations from medical associations
Indications
Important considerations
Advantages
Sample collection kit
Test Requisition Form and Informed Consent
Results
Key points
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*  Kapkivog Tou paoTou Kal TWV wobnkwyv

° BRCA+16 GENES
[MaveA yovidiwv Kal TO OXETIKO PiOKO
TexvoAoyia avaAuong
2UOTACEIG ATTO 10TPIKOUG GUAAOYOUG
Evoeigeig
2 NMAVTIKEG EKTIUNOEIG
[MAcoveKTANATO
[Makéto ouANOYNAG deiypaTog
dopua aiTnoNG Kal EYKEKPIMEVN TUYKATABEDN
ATroTeAéEo AT
Baoikad onueia

. Emikoivwvia
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