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16:30 - 16:00  Participants gathering

16:00 - 16:10 INTRODUCTION, Mateja Krajc

16:10 — 16:50  Cancer genetic counselling and testing in view of new treatment options/establishing new clinical pathways (Spanish experiences)
PARP inhibitors in breast cancer. a look back and a look forward (OlympiAD trial), Judith Balmaia

16:50 — 17:40  Cancer genetic counselling and testing in view of new treatment options/establishing new clinical pathways (Belgian experiences)
Tumor testing — where is its position in clinical pathways, Kathleen Claes

17:40 - 18:00 DISCUSSION

18:00 - 18:15 Coffee Break

18:15-19:15 HEREDITARY BREAST AND OVARIAN CANCER — SLOVENIAN EXPERIENCES

¢ HBOC - germline/ somatic genetic testing — laboratory experiences (latest updates), Srdjan Novakovié¢

e Cancer genetic counselling — new clinical pathways in view of treatment options, Ana Blatnik, Mateja Krajc and Ksenija Strojnik
e Slovenian experiences with olaparib in ovarian cancer treatment, Erik Skof and Maja Ravnik

¢ PARP inhibitors in breast cancer — current and future perspectives in Slovenia, Simona Borstnar

e Surgical treatment of BRCA positive breast cancer patients — current practice and Slovenian results, Janez Zgajnar

19:16-19:30 DISCUSSION

19:30 - Dinner
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BRCA-targeted approved therapies
+ Olaparib (Lynparza™, AstraZeneca)
— EMA (Dec2014): Monotherapy maintenance treatment of platinum-sensitive relapsed
BRCA-mutated (germline and/or somatic) high-grade serous ovarian cancer patients
— FDA (Dec2014): Monotherapy for germline BRCA1/2 mutated advanced ovarian cancer
patients who have been treated with minimum three prior lines of chemotherapy. Aug
2017: FDA approved olaparib as maintenance treatment of patients with recurrent
epithelial ovarian cancer who are in a response to platinum-based chemotherapy.

*  Rucaparib (Rubraca™, Clovis Oncology)
— FDA (Dec2016) : Monotherapy for patients with advanced ovarian cancer and
deleterious BRCA mutation (germline and/or somatic) who have been treated
minimum two chemotherapies.

* Niraparib (Zejula™, Tesaro)
~ FDA (Mar2017) : Monotherapy for maintenance treatment of patients with recurrent
epithelial ovarian cancer, whose tumours have a response to platinum-based
chemotherapy.

Treatment implications

New genetic counselling
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Treatment implication 2 New Genetic Counselling models

The ‘DNA-direct’” model (The Netherlands)

Telephone pretest GC BRCA testing Face-to-face postest GC -

Telephone-based counselling model (USA)

Telephone pretest GC BRCA 1es}ing Telephone postest GC
Royal Marsden testing model (UK)
Approved clinicial BRCA CllnIman gives results and
explain BRCA testing testing refer to genetics If posltwve

VUS and cancer distress

mBRCAUN mBRCAVUS

n=714 n=71
94,10% 92,50%

35,80%
3%

Cancer distress reduction

Genetic Counseling helpful
Curver et al. Clin Genet. 2013

Clinical validity for cancer risk assessment BRIP1, RAD51C, RAD51D

GENES CASES CONTROLS MEAN AGE  RELATIVE RISK

(95% Cl)
Seg. 3.4 (2-5)
0,
BrRIPT 9% 0.09% (93‘?,2:’5"0” 5.8% at 80y
: cc. 1.2 (3-34)
, o 565y )
BARD1  0.12%  006% (p=39) )
PALB2  028%  0.09% (p=.08) 28y :
: : : (49-65)
NBN 0.28%  0.23% (p=61) NA -
RADSIC  0.41% 0.07% 70% >50y 55'3/0“3;1;33)
RADS1D  0.35% 0.04% 92% >50y ABL(1:6:50)

12% at 70y
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Challenges of panel testing

Ovarian Cancer Patient tested

at average risk and with a VUS
or no-BRCA mutation underwent
bilateral mastectomy

BRCA germline testing flrst for urgent therapeutics
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Gene panel testing first

Paciente diagnosticada de cancer de ovario
epitelial invasivo

] PARP inhibitors in breast cancer -

UARPC: Panel
' ity a look back and a look forward
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Phase 11/l studies with PARPi & biomarker
analysis in breast cancer

Cohort 1: platinum-treated (ORR 21%)
Cohort 2: platinum-naive,
but heavily pre-treated (ORR 37%)

1. Phase Il: ABRAZO - talazoparib, mBC, gBRCA

2. Phase lll: OlympiaAD — olaparib, mBC, gBRCA
3. Phase Ill: BRAVO — niraparib, mBC, gBRCA
4. Phase lll: EMBRACA — talazoparib , mBC, gBRCA




Background

Cancers arising in women with deleterious germline mutations in breast
cancer susceptibility genes 1 or 2 (BRCA1 and BRCA2) are deficient in
DNA double-strand break repair and repair of stalled replication forks'-

— These cells depend on poly (ADP-ribose) T, synthetic Lethality in

HR deficient tumors

polymerase (PARP) for DNA repair

PARP inhibitors
— Inhibit PARP catalytic activity* = = e

DNA complexos

— Trap PARP at sites of DNA damage*

— Prevent DNA damage repair, resulting in cell death in BRCA 1/2-mutated cancer cells

3790, 2. Jalve M, Curtin NJ. Ther Adv Med Oncol 2011;3:257-267, 3. Helleday T. M
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Background — Talazoparib

Talazoparib is a highly potent inhibitor of PARP! Phase 1 trial — 18 breast cancer patients with

BRCA1/2 germline mutations?
Highest

W Breast
Talazopanb

Niraparib

decrease in SLD

Potency

Rucapanb

Maximum %

Olaparib

50% response rate

Veliparib

Lowest

1. Lord CJ, Ashworth A Scier 7,355:1152-1158; 2. de Bono J et &l Cance
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Phase 2 Clinical Trial — Key Eligibility Criteria

Patients with advanced breast cancer who carry a deleterious or suspected deleterious
germline BRCA 1/2 mutation (by central laboratory or a local report approved by the sponsor)
~ Cohort 1: PR or CR to last platinum-containing regimen for metastatic disease with disease progression
> 8 weeks following the last dose of platinum
~ Cohort 2: 3 or more prior cytotoxic regimens for metastatic disease; no prior platinum for
metastatic disease

Measurable disease by RECIST v1.1

ECOG performance status 0 or 1

Adequate organ and bone marrow function

CNS metastases permitted, provided stable following local therapy

HER2+ breast cancer permitted, provided the patient's disease is refractory to HER2-targeted
therapy

Washout from prior therapy (systemic therapy, RT, surgery): 14 days

PeED At

Study Design

Objectives
* Primary endpoint: confirmed ORR by central independent radiology facility (IRF) using
RECIST v1.1
+ Secondary endpoints:
— DOR, CBR lasting = 24 weeks, PFS, OS
-~ Safety

Abbrer ons. CBR, cinical benefit rate, DOR, duration of response, ORR, overall response rate; all survival, PFS, prog:

s ASCO ANNUAL MEETING ‘17 #ASCOT7 ccerics




Select Baseline Characteristics Maximal Percent Change in Sum of Diameters of Target Lesions by
ITT Population BRCA Mutation Status

Cohort 1 Cohort 2
Prior Platinum 3L+, No Prior Platinum Cohort1 Cohort 2
(n = 49) | (n = 35)

Age, median (range), years 50 (31-74) 52 (33-75) 50 (31-75)
ECOG = 0, No. (%) 34 (69) 15 (43) 49 (58)
History of CNS metastasis, No. (%) 8 (16) 1) 9 (11)
Visceral disease, No. (%) 38 (78) 23 (66) 61 (73)
Hormone receptor status, No. (%)

HER2+ 1@) 5(14) 6(7)

Triple-negative 29 (59) 6 (17) 35 (42)

ER+ or PR+ 20 (41) 29 (83) 49 (58)
BRCA status, No. (%)

BRCAT+ 26 (53) 15 (43) 41 (49)

BRCA2+ 22 (45) 20 (57) 42 (50)

1(2) 0 1(1)

Best Parcent Change in Sum of Diameters of
Target Lesions

Best Percent Change in Sum of Diameters of
Target Lesions

Abbreviations ERe e SV e, ntent-to-treat, PR+, (vrone

L MEETING 17 #ASCO17

Maximal Percent Change in Sum of Diameters of Target Lesions by

Primary Efficacy Endpoint — ORR by Independent Radiologist Facility Hormone Receptor Status

Cohort 1 Cohort 2
Prior Platinum 3L+, No Prior Platinum Cohort 2
(n = 48) (n = 35) 0

Obijective response rate, % (95% Cl) 21 (10-35) 37 (22-55) 28 (18-39)
Best overall response, % (No.)

Complete response 4(2) 0 2(2)
Partial response 17 (8) 37 (13) 25 (21)
Stable disease 38 (18) 51 (18) 43 (36)
Progressive disease 38 (18) 11 (4) 27 (22)
Mot evaluabie 4(2) 1] 2(2)

Best Percent Change in Sum of Diameters of
Target Lesions

Best Percent Change in Sum of Diameters of
Target Lesions.
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Platinum-Free Interval Safety — Nonhematologic
ITT Population in Cohort 1 (Patients Who Received Prior Platinum, n = 48) All TEAESs in 2 20% of patients and G3+ TEAESs in 2 5% of patients

Cohort 1 Cohort 2
Prior Platinum 3L+, No Prior Platinum
{n = 48) (n = 35)

All Grade Grade 3 Grade 4 All Grade Grade 3 Grade 4

* Median time from last platinum dose to progression was 4.0 months (range, 0.03-49.15)

Number of patients 2 1 TEAE, No. (%) 47 (97.9) 13(27.1) 242 34 (97.1) 11(31.4) 3(8.6)

Fatigue 29 (60.4) 3(6.3) 8(22.9) 0
Nausea 20 (41.7) 2(42) 15 (42.9)
Diarrhea 17 (35.4) 1(@2.1) 10 (28.6)
Decreased appetite 11 (22.9) 1(2.1) 9(25.7)
Dyspnea 11(22.9) 1(2.1) 9(25.7)
- - - . 3 Alopecia (grade 1) 11 (22.9) 0 7 (20.0)
0-2 months 2-4 months 4-8 months > 6 months > Back pain 11(229) 7(20.0)

Platinum-Free Interval Platinum-Free Interval

Vomiting 10 (20.8) 0 7(20.0)
Pleural effusion 4(8.3) 3(6.3) 4(11.4)

ING 17 #ASCO17 #n

Safety ~ Hematologic
All TEAES in 2 15% of patients and G3+ TEAES in 2 5% of patients
Cohort 1 | Cohort 2 ‘ > 3
Prior Platinum 3L+, No Prior Platinum + HER2-negative metastatic BC SRS O YA bt | | Primary endpoint:
(n = 48) (n = 35) = ERe+and/or PR+ or TNBC : ; | | * Progression-free survival

Deleterious or suspected | | 1.1, BICR]
All Grade  Grade3  Graded4  AllGrade  Grade 3 deleterious gBRCApm 0 ! Tl e

Number of patients = 1 TEAE, No. (%) 31 (64.6) 23 (47.9) 2(42) 23(65.7) 15 (42.9) Prior anthracycline and taxane )
1 <2 prior chemotherapy lines in Secondary endpoints:
Anemia 24 (50.0) 16 (33.3) 0 19 (54.3) 13(37.1) metastatic setting y § Yime to second
4(114) HR+ disease progressed on randomization | progression or death
21 endocrine therapy, or not suitable = N T D 2 ; Overall survival
Neutrongpia 10/20.5) 6(125) e 12(343) 6(17.1) If prior platinum use Chemotherapy i Objective response rate
— No evidence of progression (rea}ment of physician’s
::'r'lir:‘gglrealment in the advanced : choice (TPC) Safety and tolerability
| = Capecitabine E
212 months since (neo)adjuvant | = Eribulin e ::’Elgga:'lg-’;?f&ca,o)
treatment + Vinorelbine 5

Thrombocytopenia 18 (37.5) 8(16.7) 2(42) 9(25.7)

Leukopenia 7 (14.6) 1(1) 0 6(17.1) 2(57)

i 5T, response evaluation d tum

L MEETING ‘17 #ASCOI7 #rocciiaty > : s ASCO ANNUAL MEETING 17 #ASCOI7




Patient characteristics Primary endpoint: progression-free survival by BICR

Olaparib 300 mg bd Chemotherapy TPC
(N=205) (N=97)

Age, years (median, range) 44 (22-76) 45 (24-68)

Chemotherapy

Progression/deaths, n (%) y 71(73.2)
Male, n (%) 5(2) 2(2) | Median PFS, months i 4.2

White race, n (%) 134 (65) 63 (65)

BRCA mutation status, n (%)
BRCA1 17 (57) 51(53)
BRCA2 84 (41) 46 (47)
Both 402 o

Hormonal receptos status, n (%)
ER+ and/or PR+ 103 (50) 49 (51)
TNBC 102 (50) 48 (49)

Prior chemotherapy for metastasis,n (%) 146 (71) 69 (71)

14
Months

Prior platinum treatment, n (%) 60 (29) 26 (27)

ASCO ANNUAL MEETING ‘17 #ASCO17

Patient characteristics Objective response by BICR

Otlaparib 300 mg bd Chemotherapy TPC
(N=205) (N=97) 60% Chemotherapy
De navo metastatic breast cancer 26 (13) 12(12) 5 1

Measurable disease 167 (82) 66 (68) i 167
22 sites 159 (78) 72(74)
Bone metastases only 16 (8) 6(6) Median time to response, days 47 45

Prior lines of ch: herapy for Median duration of response, months JCHRE XEvad)] 7.1(2.8-12.2)
68 (33) 31(32)
1 80 (39) 42(43)
2 57 (28) 24 (25)
Chemotherapy TPC*
- Capecitabine NA 41 (45)
Eribulin 34(37) f 29
Vinorelbine 16 (18) b

n (%)

Overall response Complete response

« ASCO ANNUAL MEETING ‘17 #ASCOI17 5 conenny Mark Robson M e/dho1 9 ’ . ASCO ANNUA MFETING‘W #ASCO17




Subgroup analyses: PFS by BICR Safety summary: adverse events and exposure

TPC Ofaparib 300 mg bd Chemotherapy TPC

Progression/ : = = Progression/ _ n (%) N=205 N=91*
ol 52 (796 31(63.3) iR PR 51 (79.4) 40 (83.3) ( ) { )
{R0.62 e HROS8 S Grade 1-2 124 (60.5) 42(46.2)

[ 95% C1 0.55 to 1.26 h 95% C10.29 10 0.63

Grade 23 75(36.6) 46 (50.5)

Death 1(0.5) 1(1.1)

AEs leading to drug discontinuations 10(4.9) 7(1.7)

AEs leading to dose reductions 52 (25.4) 28(30.8)

AEs leading to dose interruptions/delay 72(35.1) 25(27.5)

Months
Median duration of treatment, months 8.2(0.5-28.7) 3.4(0.7-23.0)

ER+ and/or PR+

t recerve study treatr

" mm- ASCO ANNUAL MEETING 17 #ASCO17 gems ASCO ANNUAL MEETING 17 - #ASCO17

Subgroup analyses: PFS by BICR Adverse events (any grade) in 215% of patients

Nausea i = il
: o s y |a) Anemia
rogressio rogression 113(779) 50 (70.4) Vomiting

deaths (%) 100 oy, deaths (%) p
HR 0.60 atigue

95% Cl0.411t01.14 2 95% C1 0,43 10 0.84 NBETEmE
Drarrhea

Headache
Cough
Decreased white blood cells
Decrcased appetite
Pyrexia
increascd ALT
12 ! 2 24 2 4 8 i J 2 24 Increased AST
Months Hand-fO0t ki mm——
50 25 0 25 50 75
Adverse events (%)

Olapanb 300 mg bd (N=205)
Chemotherapy TPC (N=91)

Prior platinum No prior platinum
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Time to deterioration of global HRQoL

Chemotherapy
Deterioration, n (%) 49 (24) 25 (27)
Median time to deterioration, months

&
i S

@ w—see—s<

2
c
-]
5
(-]
s
]
°
o
4

10 12 14 16 18 20 22 24
Months

56 20

jbalmana@vhio.net

Conclusions

Olaparib tablet monotherapy provided a statistically significant

and clinically meaningful PFS benefit versus standard-of-care
chemotherapy for patients with HER2-negative metastatic breast cancer
and a gBRCAm

Olaparib was generally well tolerated with <56% discontinuing treatment

for toxicity and a lower rate of Grade 23 AEs compared with
chemotherapy

OlympiAD is the first Phase Il study in metastatic breast cancer

patients demonstrating benefit for a PARP inhibitor over an active
comparator

wouss ASCO ANNUAL MEETING 17 #ASCO17
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BRCA1/2 germline

Somatic mutations lead to increased
mutation ovarian cancer risk
Hereditary
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Belgian Journal of Medical Oncology: May 2015
Consensus paper with Belgian geneticists & oncologists

Therapy-orienting testing of BRCA"1
and BRCAZ2 germline mutations in
women with ovarian cancer

b Clatm, MO H Do Mo MHDe, M Hutsiag MD. PO | Awuoks MO, FHO* T 1 ke, 5008 T¥E
) T Caremas MY BNV saann, KA BANO"

Key messages for clinical practice
1. As positive test rosults do not only have implications for the pationt but aiso for relatives, akl patients
shousd receive adequale pre- and post-test genctic counseding.

2. Women with high-grade seTous epithefial ovarian cancer and in good general condition (l.e. eligidle
for gystemic treatment with low toxicity) shoutd be eligiblo at any age for therspy-orientuig germéne

BRCA1/2 testing

firat-kne treatment.

3. The roqusst for germiine BRCAT/2 lesting should be mnde as soon as possible in the course of

4. For patlents for whom tha BRCA1/2 test results wilt hmc I I the
tima could be shoriened If pre-test genetic
between adequately lrinod clinical geneticists, and W and m.dknl oncologists. The

P

who would deal with 1 ah espects of N

effort

inputof!

in the number of requests for germiine

forme of bnuvmn cancer, may be roquired in the future.

5. Offering testing for genmiine BRCA1/2 mutations to all patients with high-grads serous epithelial
ovarian cancer who ere eligdle for systemic treatment with low toxicity will lead to a imited Increase

BACA1/2 testing in the coming years in Beigium.

http /Avwy beshg be/download/guidelines/Guidetines HBOC_ 2012 pdf

BeSHG guidelines for HBOC testing

* Woman with breast cancer + one or more of the following :

diagnosed < 35 yrs

ovarian cancer, any age

triple negative breast cancer < S0yrs

diagnosed < S0yrs and one relative with bilateral, or ovarian, or breast < 50, or male breast cancer
bilateral breast cancer and both diagnosed < 50 yrs

iJewish): eligible for founder mutation testing

= three individuals with breast cancer, one is a first degree relative (FDR) ofthe other two ing male i and one di; <50years
+ individual of ethnicity iated with higher frequency of specific ions (eg,
+ other familysituations (eg multiple

ic cancer) with a priori chance of mutation >10% according to BRCAPRO or Evans criteria or Manchester

score
test more than one affectedrelative if criteria remain positive after excluding the negative case as a phenocopy

* | Woman with high grade serous or papillary epithelial ovarian cancer at any age (excludes borderline, low grade and
mucinous ovarian cancer)

* Male with breast cancer
+ Individual with pancreatic cancer at any age with 2 2 FDR excluding male transmitters with breast where one
diagnosed
= Family history
*  First degree unaffected relative of any of the above on a case by case basis

*  Testing of unaffected family members should only be considered when no affected family member is available and then the unaffected family
member with the highest probability of mutation should be tested

Nanonl
Y Comprchensie - NCCN Guidelines Version 1.2018 MCCN Guiernas lodex
N BRCA-Related Breast and/or Ovarlan Cancer Syndrome T olConely

BRCA1/2 TESTING CRITERIA®®

assesameni, genetic counsaling, and ofien ganelic 1eetiig and man

Tosting of an Individual without a cancer ciagnosis shouid only be considered when 5 sppropiaie affected family member is unavaKable for seating.
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tBRCA testing - workflow

FFPE: caveats

FFPE  Fresh )N\'"? o
[ SN deamination EN\NH
T nSo B v o
o

I 0.
l; i 7‘ DNA repair o
o

unG \<0
cytosine ¢ uracil

artificial C:G > T.:A SNVs

Fragmentation of DNA

«5 §° 4-6 slides
10 uM

>20% tumor cells
Time between resection and
fixation: <1h
Fixation time: 6-72h
10% formaline

DNA

tumor region: 5x5 mm
go

= 6 bp-1D adapter —— Universal adapter

Multiplex PCR Library preparation 7

sequencing

UL i

report

data analysis




tBRCA requests
December 2015-july 2017
N=220

PARPI therapy
N=202

Not possible
Bad DNA quality: N=19 mutation no mutation: N=135
FFPE not availabl 2 N=35/174 (~20%) VUS: N=4
No tumor cells: N=7

Deceased
=> advice relatives (N=16)
-> segration analysis (N=2)

Germline (N=19): Somatic (N=15):
BRCA1: N=11 BRCA1:8
BRCA2: N=7 BRCA2: 7
BRIP1: N=1

Missing heritability in complex diseases

Effect size
50.0!

2 \ variants with
el intermediate effect
15~ Y
/" Rare variants of "\
small effect \
very hard to icentity |
111 by genetic means
= N '

— N
- 0.001 0.005-0.05 -

Allaie frequency

Maniolo et al. Nature. 2009 Oct 8;461(7265):747-53

Genetic architecture of HBOC

Effect size /}

small effect \
very hard o identity |

1.1 " by genetic means /
\ y

No genetic test (at the moment)

5 000‘1 0.005,
T R i ]

Allele frequency

Maniolo et al. Nature. 2009 Oct 8;461(7265):747-53

There is more to repair than BRCA1/2

[
@ poe Dlh& Damage

/ A

Cell cycle arrest
. Homologous

DNA Repair  recombination

W Natl A Melndi A
10,42¢ Nat In




Homologous recombination deficiency

BRCA2
BRCAL  Gormiine
Germiine 6%

Not HR deficient HR deficient

Methylation
11%
: Bl EMSY
MMR ; W'\ - Amplification
Gerzr:me Sl PTEN Loss
CCNEL ¥ OtherHrDp 5%
Amplification 7%
15%
|
Cancer Genome Atlas Potential for PARP inhibitors

Variant classification

Purpose Type of variant (source Classification
| of DNA) recommendations

Cancer risk assessment of a person Germline (blood) S-tier IARC/ACMG (1)
+ relatives; PGD/PND

Clinical actionability: diagnosis, Somatic (tumor) S-tier (2, 3, 4) vs.
prognosis, treatment 4-tier (5)

Variant classification — genetics: 5 classes

>0.99 + Class 5

it i
- Predicted to be pathoganic , this resuit therefore confirms  the diagnosis Predictiveitesting

Prenatal testing

0.95-099 * Class4 PGD

- Likely pathogenic, consistan) with the diagnosis

Class 3
- Uncertain pathogenicity, does not confirm or exclude  diagnosis
~ Unsure about the pathogenicity and offer further work before offering further diagnostic or
carrier testing.
0.001-0.049 . (Class 2
— Unllkely to be pathogenic, diagnosis not confirmed molecularly.
— No evidence suggesting pathogenicity but not at a high enough frequency to say it's not
pathogenic?
<0.001 + Class 1
— Not pathogenic.
— “Commom"” polymorphism
— No evidence suggesting pathogenicity and at “high" frequency.

0.05-0.949

Classes 3, 4, 5 are reported

Standards and Guidelines for the Interpretation ().
and Reporting of Sequence Variants in Cancer

A Jolot Consentss Racvermendation of the AsseCation fov
Molecwor Pathology, American Saciely of Ciwicel Oncolegy,

Variant classification — precision medicine: 4 tier system

‘ond Cothege of Amcrion Pothalogists
Tier i: Variants of Tier il: Variants of
Strong Clinical Potentiai Ciinical Tier lll: Varlants of 1
Significance Significance Unknown Ciinicai u::.e glvapeniap.on
y Benign Variants
Theropeutic, prognostic & herapeutic, progostic & Significance
diognostic dlognosac

$DAIPFr0ed therapy

Ircludec m professional
ety

Viell ponernd stadies
with consenus from
wagerts in the held

Tiers | to Il must be reported

- it is NOT recommended to include tier IV
variants/a

[terations in the report




Variant classification — precision medicine: 5 tier system

Classiication methods for somatic cancer variants

Classtfication® SVC method (21°) PHIAL method [22°] BWH/DFCI method
Class 1 Carscaly actionable for therapsutic, Valdated therapeutic, prognostic, or Velidsted therapeutic, prognastic,
prognostic, or Gagnostic purpoaas for same  diagnostic imgications for same tumor or dagnostic implications for same
tumor type type tumor type
Class 2 Chinically actionabie for therapeutic, Urmited evidence of therapeutic, Validated thomapeutic i
or fora Pprogr or o for  for a differen tumor tyPe, or kmited
different tumor type same tumor type evidence of prognostic or diagnostic
implications for same tumor type
Class 3 Other veriants in this gene in this primary Chrical evidence of therapeutic reaporse  Prechinical or inferential therapeutic,
tumor are established as actionabie for same  from another tumor type progrostic. or disgnostic
tumor type implcations
Class 4 Other vartame in this gene in thie primary Preciinical association to therapettic Novet or unstudied in cancer
tumor sre established as actionable for a response
differertt tumor type
Class 5 (A) Gene is not actionable for any tumor type [ as benign

(B) Estabiahed as benign

response

BWH/DFC! = Brigham Women's institute/Dana Ferber Cancer institute.
* PHIAL method classifications referred to a5 Leveis A~E, while other methods refor to as Tierm.

Hoskinson et al, Current Opinion in Genetics and Development, 2017

Tumor first? Germline first?

* Discusson advantages and disadvantages

lllustrative examples




AstraZeneca

KORAK NAPREJ]
pri zdravljenju
onkoloskih bolnikov.

AstraZeneca UK Limited, Podruznica v Sloveniji, Verovikova 55, 1000 Ljubljana, t. 01/51 35 600. Datum priprave informacije: avgust 2016
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HBOC - germline/ somatic genetic testing -

laboratory experiences (latest updates)

Srdjan Novakovié
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Hereditary breast and ovarian cancer - HBOC

= Five to ten percent of all breast/ovarian cancers (HBOC) are inherited, primarily due to

mutations in BRCA1 or BRCAZ genes.

The rest of HBOC hereditary cancers are a result of mutations in other genes such as
TP53, STK11, PTEN, CDH1, MSH2, MLH1, MSH6, PMS2, EPCAM, CHEK2, PALB2, ATM,
RAD51c, BLM, BRIP1, RAD51D, NBN, NF1, BARD1, MRE11A, XRCC2, ABRAXAS, CYP1A1,

CYP17, GSTP or others.

S. NOVAKOVIC
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BRCA1 and BRCA2

Since the identification and cloning of BRCA1/2 genes, according to ClinVar data base,
more than 5000 different pathogenic or likely pathogenic mutations have been

discovered, most of them in only one or few families.

S. ROVAKOVIC

e vt e gion
Risks of Breast. Ovarian, and Contralateral Breast Cancer
for BRCAT and BRCA2 Mutation Carriers

S. NOVAKOVIC
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BRCA 1/2 testing criteria
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BRCA1 and BRCA2 screening

Unkown mutation in the family Known mutation in the family

NGS sequencing MLPA dr!!(lhln of large
rearmangements

i . 4

The report Is informative when & mutation Is proven.

The report Is noninformative If no mutation is detected.

5. NOVAKOVIC
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Results of BRCA1/2 mutation screening 1999 - december 2016

3071 tested individuals from 2095 Slovene breast and/or ovarian cancer families

Ratio of healthy and diseased probands among the first tested family members

5. NOVAKOVIC
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Results of BRCA1/2 mutation screening 1999 — december 2016

* 452 BRCA1/2 positive families
* BRCA1-318
* BRCA2-134

= Mutation detection rate: 21.6% (452/2095)

5. NOVAKOVIC
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BRCA 1/2 mutation spectrum 1999 - december 2016

94 different deleterious mutations:

43 in BRCA1 51inBRCA2
* missense mutations affecting *  splice site mutations
the 5'RING domain * nonsense mutations
nonsense mutations = frame-shift mutations
frame-shift mutations

deletions of whole exons

splice site mutations

S. NOVAKOVIC

R ONKOLOSKI INSTITUTE
INSTIrUT Of ONCOLOGY
L{UBLIANA LJUBLJANA

ions - pathogenic variants in BRCA1 and BRCA2

In the period from 1999 to 2016

gene cHGVS

p.(Ser398*) e
X p.(Ala1453GInfs*3)
- p(Lys1793%) mls;;mz
deletion of exons 4-9
deletion of exons 4-7

p-(His41Profs*25) Novel BRCA1 and BRCA2 mutations
p.(Cys615er)
p.(Ser153Cysfs*s)

gross deletion

frameshift
1%

# frameshift

" e

p-(Arg259*)
p-(Gln1701*)
p.(Ser1764%)
p.(Glu1811Aspfs*3})
p.(Arg2034%) nansense

= e

= gross deletion

.6421_6424dupGGTT p.(Ser2142Trpfs*6) a% N=17
.6491_6494delAGTT p.(GIn2164Argfs*3)

p.(GIn2435*)
p.|Asn2937Metfs*39}

S. NOVAKOVIE
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BRCA 1/2 mutation spectrum 1999 - december 2016

» The most common mutation found in the BRCA1 gene was
missense mutation ¢.181T > G (p.Cys61Gly). It was detected in

82 families.

= The most common mutation in the BRCA2 gene was a splice

site mutation ¢.7806-2A > G. It was detected in 33 families.

5. NOVAKOVIC
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BRCA1 and BRCA2 - variants of uncertain significance (VUS)

% patients harbouring VUS in BRCA1 novel BRCAI and BRCA2 VUS

and BRCA2 dueliation intron £25 bp

from exon

silent ik

18%

11%

= 1ntron £25 bp front exon
® e
® silens

= duplication

N=38

missense
8%

vus novel VUS

S. NOVAKOVIC
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NGS - genes tested in breast and ovarian cancer patients

in 2015 - 2016

NGS panel 2015:
ATM, BRCA1, BRCA2, CDH1, CHEK2, EPCAM, MLH1, MSH2, MSHE, PALB2, PMS2, PTEN, STK11, TPS3

NGS panel 2016:

ATM, BRCA1, BRCA2, BRIP1, CDH1, CHEK2, EPCAM, MLH1, MSH2, MSH6, NF1, NBN, PALB2, PMS2, PTEN, RADSIC,
RADS1D, STK11, TP53

Number of patients with different mutations detected with NGS in 2015 - 2016
BRCAL BRCAD TREDSTHLL FTRNC COME MEMT MLHL  WMSHE PMS) [ACAM CMEE] PALAY  ATM BRIP wry MBS RADSAC RADSSD
16 “ L3 2 . 1 ] 2 " 1n 18 1 1 a 1
*in a single patient mutations in both BRCAZ and in ATM were detected simultaneously

Reported incidental findings

SMARCA  FH BIM FICN  XPA  SIX  MUTYH

! ] 1 i i 1 . S. NOVAKOVIC
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Distribution of mutations detected with NGS in breast and

ovarian cancer patients in 2015 - 2016

Mutation detection rate in 2015 - 2016: 28,70%

S. NOVAKOVIE
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BRCA1/2 mutations in ovarian cancer patients in the
period 2012-2016

Most ovarian cancer patients have been tested for germline BRCA mutations
Only lately have we begun to offer testing of somatic BRCA mutations

Patients carrying germline or somatic BRCA mutation have been associated
with a better prognosis as well as better response to platinum-based therapy
and PARP inhibitors

Altogether 302 tested ovarian cancer patients
Mutations detected in 31,79% of cases

GENE No. of % No. of
patients different
with mutations
mutation
BRCA1 76 79.17% 28
BRCA2 20 20,83% 16
BRCA1/2 96 100% 44

S. NOVAKOVIC

¢ ONKOLOSKI INSTITUTE
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LIUBLIANA LIUBLIANA

Even though the testing focus in HBOC families is on detection of BRCA mutations, other
highly penetrant, but less frequently mutated genes, have been recommended for testing

Genetic testing of BRCA genes provides the key to:
* Accurate cancer risk assessment
« Effective genetic counseling
* Appropriate medical follow-up
* Appropriate treatment
— DNA quality from FFPE tissue is a major obstacle
— Improve analysis and interpretation by:
o Running in duplicate
o being careful with assay design and minimum coverage

— Additional steps (e.g. Uracil-DNA Glycosylase (UDG) treatment) can help minimise deamination artefacts

5. NOVAKOVIC
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Cancer genetic counselling —
new clinical pathways in view
of treatment options

Ana Blatnik, Mateja Krajc, Ksenija Strojnik

O

HBOC at the Institute of Oncology
O

19]99 - genetic testing for BRCA genes available - in
collaboration with Vrije Universiteit Brussel

2008 - all tests performed at the Institute of Oncology
Ljubljana, state insurance covers the costs of
counseling and testing when indicated

2010 —management of individuals at high risk for
breast/ovarian cancer at our institution

2011 — clinical pathways established

2014/2015 — genetic testing performed using an NGS
based approach (multi-gene panel)

2014 — priority assessment for therapeutical
purposes introduced

ONKOLOAKI
INSTITUT
LUBLANA

. ONKOLOSKI INSTITUTE
INSTITUT Of ONCOLOGY
LjUBLJANA LIUBLIANA

|8 KLINICNA ror ONKOLOSKEGA GENETSKEGA
SVETOVANJA IN TESTIRANJA ZA DEDNI RAK DOJK
INFALLIAJCNIKOY (HBOC)

Avtorfl KP: M. Kraje, A, Vrear. S. Hotujee

DEFINICIIA

Kitmina pot onkolotkega genctshega svetusmga m testieuga 72 dedm sak dofk mlah
S predpuuge ustre e kv v
iyt Ambubarte 74 ouhail ke mtia s jubliim
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2008 2009 2010 2011 2012 2013 2014 2015 2016

1999-2017:

* ~500 BRCA positive families

» ~additional 2-3 family members tested
from each family

+ loose testing criteria, yet a high mutation
detection rate!

Olaparib as a game changer!
O

PARP inhibitor olaparib approved for BRCA
mutation carriers as maintenance therapy in
recurrent platinum sensitive OC
in October 2014 we started offering BRCA tests to
all ovarian cancer, fallopian tube and primary
peritoneal serous carcinoma patients with high
grade serous histology
need for fast-tracking - how to manage the
additional workload?




Simplifying the clinical pathway

O

Referral by the

treating physician Patient contacts the
(usually medical cancer genetic clinic -
oncologist) & appointment within 1-2

months, family data
verification
unnecessary!

Genetic testing (with a
. HBOC core panel) - As
results within 1-2
months, sooner if
necessary

Genetic testing made available to
relatives if indicated

Attendance rate

O

13% no contact
(39 pts)

0.7% declined testing
(2 pts)

BRCA mutation detection rate

O

Mutation Noof |%

status pts OBRCA1
(258) (n=71)
None 150 58.1% BOBRCA2 e

identified (11 =00

!
BRCA1/2 |93 36.0% ‘
other* 15 5.8%
*olhergenes (rom lumina‘I'vuSight Cancer ing panel |

Other findings
O
T | *Other gene No of
;\sutd_t‘l_?l:i Noof |% mutations pts
identified |pts identified from  (n=15)
(258) the panel
None 150 58.1% 7' ATM 4
4/ RADsIC 3
BRCA1/2 |93 36.0% | J RaDsID 1
/ MUTYH 2
other* 15 5-8% | CHECK2 1
MSH2 1
PALB2 1
CDH1 1
STK11 1
L o




Mutation detection rate depending on family
history

Positive family

history: « BRCA 1/2 mutation
165 pts (64%) detection rate: 44.8%
(74/165 pts)

Mutation rate in patients tested when diagnosed
with ovarian cancer

Excluding patients with recurrent
OC or a long disease-free interval

Conclusions
Testing all high-grade serous OC yielded an unusually
high mutation detection rate — a higher prevalence
of mutation carriers in the Slovene population or a
selection bias?
Panel testing (VUS, secondary findings, mutations in OC
genes with no therapeutic implications)
Adopting a modified strategy of germline testing with
patients attending a cancer genetics clinic feasible for
OC, but with breast cancer...
Tumor tissue genetic testing — pros and cons (detecting
somatic mutations vs more limited panels)?
Testing for defective homologous repair?

Y y ob 15 W
4 I p-v)wln\‘ ’ (
ancer! JEREEE




Univerzitetni
klini¢ni center
MARIBOR ' Maribor

Slovenian experiences with-olaparib in

ovarian cancer treatment

Maja Ravnik, Erik Skof
What's newin the management of BRCA positive
ovarian and breast cancer patients- 2" conference
19t of October 2017

Ovarian cancer: Slovenija

* Incidence —177*
* Median age — 60 years
+ Stage of disease:
(} « 75% advanced(FIGo Iiciv)
+ Histology
» ,High-grade“ serous
(75%).
+ Frequent relapses (80%)

- 5y 0SinSLO 43%*

* Cancer in Slovenia 2013

R UKC o

Ovarian cancer: Slovenija *’ '

« Study 19
showed 7 months PFS* benefit of maintenance therapy with olaparib
in patients with relapsed BRCA+ ovarian cancer!.

» Olaparib prolonged overal survival for 4,7 months compared to
placebo 2 (the difference was not statistically significant).

« EMA approval of olaparib for relapsed BRCA+ ovarian cancer on
16/12/2014

= Since 5% of february 2016 olaparib therapy is reimbursed by
Z22ZS (Health Insurance Institute of Slovenia) for patients with
relapsed BRCA+ ovarian cancer in Slovenia

O | ) 1. Ledermann J et al, Lancet Oncol 2014
RUKC s RRR" 08 csSion-free survival 2. Ledermann J et al. Lancet Oncol 2016

Ovarian cancer: Slovenija *

+ Since september 2014:
— All patients with HGS* cancer of ovaries, fallopian tubes or
PPSC are offered to perform BRCA genetic testing at
diagnosis

— The aim of BRCA genetic testing is:
« treatment with olaparib
« prevention of breast and ovarian cancer

— Active search for BRCA+ patients
+ confidential data
+ multidiscplinary genetic consilium

O HGS" - high-grade serous Slovenian guidelines for trealment of ovarian cancer 2014/15
OUKC e




Olaparib experience in Slovenija *r

+ Systemic therapy is applied in two Institutions:
+ Institute of Oncology Ljubljana
+ University Medical centre Maribor

» No clinical trial with olaparib in Slovenia

« First 2 pts received olaparib through ,Early-access
programme” in November 2015.

+ Label for olaparib is the same as in Study 19.

C

RUKC s

Ovarian cancer: Slovenija *

« Current recommendations:
— The ,need for speed” of gBRCA testing results:

Medical is g
+ Geneticist pretest counseting+ blood sample
- Molecular lab Y blood testing results
+ Geneticist posttest counseling
Medical oncologist therapy with olaparib <3 months

— Waiting list for genetic counseling
~ . Highest-prionity patients with relapsed HGS** ovarian cancer
— .High-priority” patien% with HGS at diagnosis

+ Near future — upfront tBRCA* testing ?
— Faster results
— Complete results —tBRCA = sBRCA+gBRCA
— No need for genetic counselling in majority (pts. and relatives)

O tBRCA* - BRCA mutation in tumor
HGS** - high-grade serous

Olaparib experience in Slovenija

w

» Overall 48 pts recieved therapy with olaparib

— At the moment: 25 pts on treatment
— Duration of th: range 1-23 months (median 5 months)
— AE — mild nausea, fatigue, anemia (G1)
— 12 pts. had progression of the disease
— 4 pts SAE — G3 anemia
- 2pts continue th with reduced dose (50% dose)
— 2 pts declined th. without evidence of AE

UKC mmes

[BUKG i

Olaparib experience in Slovenija
(data from Institute of Oncology Ljubljana) *
+ Median age - 60 years
- BRCA 1-56 years

. BRCA2-63 years 1.BRCA1,2-8RCA2, 3.50mateka BRCA

- BRCA1-70%

1-BRCAL, 2.8RCA, 3-somatsks BRCA
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Olaparib experience in Slovenija
(data from Institute of Oncology Ljubljana)

Humber of relapses prior to olaparkb therspy
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Olaparib experience in Slovenija
(data from Institute of Oncology Ljubljana)

Reasons for discontinuation of olsparib

1-progres, 2.4, odkloni

I cumulatwe
Froquency | Percent |vaia perceot | percen
E VT Tz w7 ® 7] w7
; 2 4| 22 22 8o
2 + 2| i n 10,0
H Totat 8| 100 woo |

SAE - G3 anemia (despite dose reduction)

1-disease 2-Adverse events. 3

17/21 patients with 1. relapse are still on therapy

Olaparib experience in Slovenija
(data from Institute of Oncology Ljubljana)

- Adverse events of olaparib:

- Nausea
bl usually first month (metock P P P-P-) 1-nausea, 2fatigue, 3 anemla,-.. 12:nauseaand fatigue,..
Cumubtive
9 Fregiency | ercen | vald Fercent | Percent
- Fatigue Vad 0 q 93 EE] 53
1 & 14.0 14,0 n3
IR LY o 7 3 70 7.0 %2
in majority first month (? KT) o o - at e
. 13 1 3 23 o
- Anemia 123 W 209 209 0,0
Total 43 100.0 100.0

= - in majority G1 (no transfusion nesded)
- - G3 (Hb <80g/) - 4 patients
+ 2 pabents continue with dos reduction (50%) - G1 enemia ~ sbil o therapy
+ 1 patient with dos reduction (50%) had dissese progression - end of therapy

O + 1 pationt despite dose reduction (50%) persistent G3 anemia - end of therapy due to SAE
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Genetic counseling — information for patients
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Olaparib — information for patients
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PARP inhibitors in breast cancer —-
current and future perspectives in
Slovenia

Simona Borstnar
Division of Medical Oncology
Institute of oncology Ljubljana

Questions

O What is the proportion of metastatic breast cancer patients suitable
for treatment with PARP inhibitors?

O What is current approach in the treatment of BRCA mutation
carriers?

O When PARP inhibitors will be available for the treatment of patients
with breast cancer in Slovenia?

O Are we ready to use PARP inhibitors in breast cancer?

Clinical Breast Cancer Subsets Defined by IHC in metastatic disease

many treatment options:
antiestrogenes, aromatase inhibitors,
CK4/6 inhibitors, mTOR inhibitor,
All new chemotherapy
metastatic
breast cancers many treatment options:
patients per trastuzumab, pertuzumab, T-DM1,
—— lapatinib, chemotherapy
year

Py

£
> TNBC TR
lum> few treatment options:
chemotherapy only
-

Overall survival of patients with metastatic breast cancer (2008-2013)

Einastcancar 2008 2009 2010 2011 2012 2013
subtype

HR+/HER2~ 3.7 a2.0 40.9 420 445 0.3

(n = 9308) (40.2-46.6) (38.9-44.6) (38.0-434)  (3926-45.04)  (41.8-47.3) (37.8-NR)
HER2 +++ 38.67 2.3 40.1 4238 511 ——
(n = 2861) (33.6-44.6) (38.3-50.8) (35.2-45.6) (36.5-49.8) (46.5-NR) e
HR-/HER2— 15.1 15.1 147 14.0 13.9 14.1
(n=2317) (12.7-16.4) (13.0-17.4) (13.2-17.0) (11.4-15.9) (11.4-159) | (125-155)

‘new therapies are

HR, hormone receptor; NR = not reached. Delaloge S, et al ASCO 2017 (Abstract 1078).




Estimated number of metastatic breast cancer (mBC) patients
according to different subtypes in Slovenia

5-10% mBC pts are BRCA 1/2 positive

.

N=30**

All mBC
=400*

=70
oy

* Estimated number of new mBC per year: primary metastatic (N =90) and secondary metastatic (N ~300-320)
** estimated number of BRCA positive mBC per year

Characteristics of TNBC

» Most TNBC are invasive ductal,
minority represent medullary,
metaplastic or adenoid cystic
carcinoma.

BRCA 1/2
mutation carriers

» By gene expression profiling TNBC
are classified in two basal-like (BL1 =30% {N= 20}
and BL2), immunomodulatory (IM)
and luminal androgen receptor
(LAR) subtype.

» Distant metastatic recurrences
tend to occur within the first 2to 5
years after diagnosis, late ‘

recurrences are rare. &
5 = ==

60-80% of all BRCA 1 and 30-50%
| of all BRCA 2 mutation carriers | Narod SA. Nat Rev Clin Oncol 2010

Current treatment in BRCA positive breast cancer patients

»Traditionally, BRCA carriers have received conventional systemic
chemotherapy based on their baseline tumor characteristics.

»Tumors arising in patients with BRCA mutations were shown to be
particularly sensitive to platinum compounds or inhibitors of PARPs.

»BRCA1-mutation carriers seem to benefit from anthracycline—taxane-
containing regimens as much as sporadic triple-negative breast cancers do.

Sikov WM et al. JCO 2015; Rugo HS et al. NEJM 2016; von Minckwitz G et al. Lancet Onc. 2014

Clinical studies with PARPs in BRCA1/2 positive advanced breast cancer

COMPARATORARM | PRIMARY ENDPOINT

[study name—— phase | NVESTIGATIONALARM |

OlympiAD 3 olaparib Physician choice ChT  PFS

BROCADE 2 veliparib+ Placebo+ PFS
temozolamide or carbo/pacli Carbo/pacli

NCT02163694 3 veliparib+ placebo+ PFS
carbo/pacli carbo/pacli

EMBRACA 3 tazaloparib Physician choice ChT  PFS

ABRAZO 2 tazalopatib Single arm study ORR

BRAVO : niraparib Physician choice ChT ~ PFS

NCT00664781 2 Rucaparib+ Cisplatin ORR, safety
cisplatin

Livraghi L and Garber JE. MC Medicine 2015: 13:188




When PARP inhibitors will be available for the treatment of patients
with breast cancer in Slovenia?

Reimbursement by

expected approval expected approval national health
by FDA by EMA insurance company
| (2z25)

L - [= [

few months ? March 2018 ? 2019 ?

Compassionate use

program in 2018 ?

Are we ready to use PARP inhibitors for breast cancer in Slovenia?

Genetic testing is available to all breast cancer patients who meet the
criteria;

» afamily member with BRCA mutation
diagnosis of BC under the age of 45
diagnosis of TNBC under the age of 60
diagnosis of two separate breast cancers (one of which was
diagnosed under the age of 50)
diagnosis of breast cancer and ovarian cancer in same person
diagnosis of ovarian cancer
man with breast cancer
one or more close blood relatives with breast cancer that was
diagnosed under the age of 50

¥

Itis very likely that we will have information about the BRCA mutation in
majority of patients at the time of relapse.

WL N

NV N




Surgical treatment of BRCA positive
breast
cancer patients — current practice

and Slovenian results All data presented are unpublished

Strategies in BRCA1/2 mutation carriers

or BRCA2 Carrlers: A
Systematic Review %
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of in BRCAT
lysis and - - - -

* Intensive follow up

Meta-analysis of PBSO and breast
cancer nisk in BRCAJ or BRCA2
mutation carners. A, PBSO and breast
cancer nsk in BRCAI/2 mutation
carriers. B, PBSO and breast cancer
nisk in BRCAT mutation carriers. C,
PBSO and breast cancer risk in 8RCA2
mutation carriers. The width of the
horizontal iine represents the 95% Ci | C -

of the individual study, and the square - —~
proportional represents the weight

of each study. The wetght was —— -

calculated by the sampie size of each | . s
ndividual study, and was [xesented -

by the percentage of total. The -

dimond represents the pooled RR

and 95% C1. BC. breast cancer,

* Chemoprevention — (tamoxifen)

* Prophylactic surgery
— Oophorectomy
— Mastectomy




[Meta-analysis of PM and breast cancer
pisk in BRCAI/2 mutation camiers, A,
BPM and breast cancer nsk in BRCAI/2
fnutation carriers. B, CPM and CBC risk
n BRCAI/2 mutation carners. Thewidth
pf the honzontal fine represents the
5% Ci of the individual study, and the
lquare proportional represents the
eight of each study. The weight was
f-alculated by the sample size of each
ndividual study, and was presented by
bercentage of total The diamond
epresents the pooled RR and 95% Ci
BC. breast cancer.
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Meta-andysis of PBSO and all-cause
|rortality in BRCA1/2 mutation carniers,

. PBSO and all-cause mortality in
pRCAL2 mutation camiers with no
prior history of breast cancer. B, PBSO
ind all-cause mortakty m BRCAV2
[nutation carriers with pnor history of
hreast cancer, The width of the
horizontal kne represents the 95% Ciof
he Individual study. and the square
Jroportional represents the weight of
pach study. The weight was cakulated
hy the sample size of each Individual
ktudy, and was presented by the
harcentage of total. The diamond
represents the pooled RR and 95% CI.

[Feta anaysic Of M ang of -Cause
mortaity in BRCAL/2 mutation carners.
A. BPM end ali-cause mortality in
BRCAI/2 mutaton carhers with no
breast cancer. B, CPM and afl-cause
mortabty in BRCAY/2 mutation carrers
with UBC The width of the horizonal
ane represents the 95% Ci of the
ndividual study, and the square
proportional represents the weiaht of
each study The weight was cakcutated
by the sample size of each individudl
study. and was presented by the
percentage of total The damond
represents the pooled RR and 95% Ci
BC. breast cancer
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with Recent | iscrature

Surgacal Deciuon ALaking in the BRCA.Postve
Populatson: Invitunional Laxperence and Companson

Table 2. Reported Rates of Uptake of RRS in the
BRCA-Positive Population in Current Literature

Date Sample size % RRM % Surveillance % RRSO

Author
Uyei &t al. 2006
Kran et ai. 2006

Friebei et al. 2007
Metcalfe et al. 2008
Beattie et al. 2009
Kwongetal. 2010
Skytee et al. 2010
Schwartz et al. 2012
Garcia etal. 2013
Flippo et al. 2014

37
43
537
1.383
272
31
306
144
305
87

24
19
21
18
23
18

228

2553R358%Y

7
78
55
49
51
18
7%
65
74
46

NR. not reportod; RAS, risk-reducing surgary; RAM, riek-reducing mastectomy: ARSO,
Ask reducing sakpingd caphoroctomy




ORIGINAL ARTICLE

Surgical Decision Making in the BRCA-Positive
Population: Insttutional Experience and Comparison

" CCRP.
o MBS CGUs Brovk Whae, M,
M Bowll, MYl

W At rassmg ity e An UL
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Figure 3. Rates of RRS uplake as roported in Korature over tme. Regression on Ume was significant for RRM (coeff: 3.24. p-vaive:

0.0287), and not for RRSO (coott: 1.134, p-value: 0 6967).

PATIENTS INCLUDED
until end of 2015

FEMALE,
BRCA 1 AND BRCA 2
MUTATION POSITIVE

DATA AVAILABLE

NO CANCER HISTORY (n=174)
OR

BREAST CANCER AT ANY TIME (n=232)

PATIENTS WITH OTHER CANCER TYPES WERE EXCLUDED

RESULTS OF THE INSTITUTE OF
ONCOLOGY LJUBLJANA

Evaluate the uptake of the risk reducing surgery in BRCA 1
and BRCA 2 mutation carriers in Slovenia

Analyze the breast reconstruction rate in patients with risk
reducing mastectomy

Comparisson of two periods

— Untilend 0f 2015

— Year 2016

PATIENTS INCLUDED
until end of 2015

FEMALE,
BRCA 1 AND BRCA 2
MUTATION POSITIVE

DATA AVAILABLE

NO CANCER HISTORY (n=174)
OR

BREAST CANCER AT ANY TIME (n=232)

PATIENTS WITH OTHER CANCER TYPES WERE EXCLUDED




N ~ 65 %
PATIENTS WITH BREAST RISK
CANCER 232
REDUCING
NO RR SURGERY 81 SURGERY

RROO 35

RRM

RROOM

PATIENTS WITH BC

RRM 116/232 - 50%

~80%

PATIENTS WITH BREAST CANCER BREAST
RECONSTRUCTION
RATE

NO RECONSTRUCTION

IMPLANT

DIEP

COMBINATION

& IMPLANT
= DIEP
COMBINATION

ATIENTS WITHOUT ~ 40 %
NY CANCER
RISK

REDUCING
SURGERY

O RR SURGERY

PATIENTS WITHOUT ANY CANCER

RRM 38/174 B 22% :::thsuncm

W RRM
= RROOM

22/38-2013-15

N

PATIENTS WITHOUT
ANY CANCER 38 ~ 80 %

BREAST

RECONSTRUCTION
NO RECONSTRUCTION 7 RATE
MPLANT
DIEP

BREAST RECONSTRUCTION TYPE

W IMPLANT
m DIEP




PATIENTS INCLUDED

year 2016 Risk reducing surgery of any type

patients with breast cancer  patients without breast cancer
46

102 patients

NO CANCER HISTORY (n=52)
OR

BREAST CANCER AT ANY TIME (n=50)

EXCLUDED 97 carriers

— 26 male patients

— 39 ovarian cancer patients
— 7 Bilateral BC patients

— 22 missing datal

- 4 others

Paticnts with breast cancer pubicnts without brcast cancer

HRRS W0 RRS

patients with breast cancer  patients without breast cancer
36

i patients with breast cancer  patients without breast cancer
34

16 < 22/35 age > 40

Patients with breast cancer patients without breast cancer paticats v ith breast cancer Ptients without breast cancer
®RRM ® 0o RIM BRSO ® 00 RRSO




Breast Reconstruction rate

* Patients with BC
-33/36 92%

» Patients without BC
-8/52 15%

conclusion

Patients with a history of BC have a higher uptake
of risk reducing surgeries compared to patients
without cancer

The overall risk reducing surgery uptake is
becoming higher

Patients at hereditary risk performing PM have a
higher rate of immediate breast reconstruction
compared to patients with sporadic BC

with BC
without BC

with BC
without BC

with BC
without BC

comparison

until 2015
65%
40%

50%
22%

51%
37%

with BC
without BC

with BC
without BC

with BC
without BC
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Za boljse zZivljenje.
Ze vse od 1896.

Tradicija napredka znanosti in
medicine. V¢eraj, danes in jutri.



