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08:30-09:00 Gathering & Breakfast
09:00-09:30 Introduction for sBRCA testing - Prof. Relnhard Bittner

09:30-10:15 Review of methodologies for tumour testing; highlighting experience
from University Hospital, Cologne - Dr. Carina Heydt

10:15-10:45 gBRCA testing - classification of genomic variations and dinical implications
Prof. Vardiella Meiner - Director of Center for Clinical Genetics

10:45-11:15 Coffee break

11:15-12:45 Determining Pathogenicity & Interpretation of Results with
the aid of the challenging samples from Cologn
Group A - Dr. Sabine Merkelbach — Bruse

Group B - Dr. Carina Heydt

12:45-13:15 Challenging case session from ISRAEL
Dr. Yaniv Zohar - (Rambam medical center), Dr. Arlel Erental - (Hadassah medical center)
and panel members

13:15- 14:15 Lunch
14:15- 14:45 The Future: Panel testing - Prof. Relnhard Blttner

14:45-15:15 Summary of key processes for tumour BRCA testing Q&A session
Dr. Sabine Merkelbach — Bruse, Prof. Relnhard Bittner,
Dr. Carina Heydt & Prof. Ell Pikarsky (Hadassah medical center)

15:15- 16:00 Meeting close & on demand private discussion on sBRCA testing
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Molecular Classification of Cancer

Lung cancer: from histological to molecular classification
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[ Histology ] Molecular targets in NSCLC, each

representing distinct subtype of cancer

Pao & Hutchinson Nature Medicine 2012

Pao W, Nature Medicine 2012
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Seidel D, Wolf J, Buettner R, Thomas RK:
Science Transl Med Oct30th, 2013

~5,000 Lung Cancer Genomes connected to clinical data
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The Cologne Institute for Pathology - CIP _

The Network Genomic Medicine NGM
A Platform for Molecular Diagnostics and Precision Medicine
www.ngm-cancer.com

Onkologisches Spitzenzentrum
seit 2008
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http://www.ngm-cancer.com/

IASLC ' ‘i;‘“' 16™ WORLD CONFERENCE ON LUNG CANCER

SEPTEMBER 6-9, 2015  DENVER, COLORADO, USA

INTERNATIONAL ASSOCIATION FOR THE STUDY OF LUNG CANCER

Reimbursement: Integrated Care Contract (ICC)
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Gene panels: Multiplex PCR versus Hybrid Capture

Hybrid Capture CAIO Panel

Multiplex PCR panel
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Amplificon Detection via Hybrid Capture Enrichment

Magenkarzinom, FGFR2amp, Ratio 45,5

l

adenosquamoses Lungenkarzinom, FGFR1amp, Ratio 3,67
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Copy ratio (log2)

Adenokarzinom Lunge, HER2amp, Ratio 11,55

- analysed by CNVKkit:
https://cnvkit.readthedocs.io/en/stable/

- Reference: WT DNA from FFPE

0O~ A A Ormation — Not to be shared outside of AZ. 'D
[ ]

AR


https://cnvkit.readthedocs.io/en/stable/

Detection of Gene Fusions by Hybrid-Capture

Chr2:29,446,541-29,446,582 Chr2:42,501,179-42,501,220

Normal Reads
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2015: Approval of the first PARP-inhibitor (Olaparib) for BRCA-mutant, relapsed, Platinum-

sensitive, serous HG carcinomas of ovary, Fallopian tube or peritoneum.

in ~25-40% of BRCA-mutant ovarian carcinomas there is a somatic mutation (cancer Genome
Atlas Research, Nature 2011; Hennessy BT et al., J Clin Oncol 2010)

Mechanism of PARP-inhibition in BRCA-mutant tumors :

Single—strand break

PARP inhibitors l

No homologous
recombination

No repair

Repair by
homologous
recombination

Sonnenblick et al., Nat Rev Clin Oncol 2015

DNA repaired

Y
DNA repalred '\I_:)' B R C A

Cell survival Cell death



41.243.430 bp 41.243 460 bp 41.243 470 bp 41.243.480 bp 41.243 430 bp

83014-3-M7228-2014-BCTG_529

.bam Coverage

83014-3-M7228-2014-BCTG_529

Sequence AACCTGGTTCCAATACCTAAGTITTGAATCCATGCTTITGCTCTTCTTGATTATTTTCTTCC
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BRCA mutations influence OS of patients

with ovarian cancer

Ovarialkarzinom [n=779]
HR 0.72 (95% C1 0.58 -0.91), p= 0.005
weiterer signifikanter Faktor: Alter (HR

1,03 pro Jahr)

Multivariate Analyse BRCA Mutationstrager (BRCA +) vs. Nichttrager (BRCA -)
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Modifiziert nach: Chetrit, A. et al. J Clin Oncol
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Ovarialkarzinom-Patientinnen mit BRCA Mutation profitieren

10

Anteil progressionsfreier Patientinnen
o
(82

PFS VON

11,2

MONATEN

BRCAm [n=136]

lynparza  Placelo
[n=74]  [n=6l]

PFS, Median Monate

112 43

HR 0,18 (95%-KI: 0,1-0,31); p<0,000!

= |YNPARZA

02
0l PLACEBO
0
0 3 6 9 12 15
Zeit seit Randomisierung (Monate)
Number at risk
Lynparza BRCAm 74 59 34 15 5 0
Placebo BRCAm 62 35 13 2 0 0

82%

-ige Reduktion
des Risikos von
Progression
oder Tod in der
Lynparza-Gruppe
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Cases N= % 40

Total 668 100,0
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Categories 4/5 80 12,2

Categories 5 (truncating muts)) 34 5,2

Category 3 51 7,8

Stand 19.10.2017 Datenbanken (DB):
Kategorie 1: neutral UMD-DB

Kategorie 2: wahrscheinlich neutral ARUP-DB
Kategorie 3: unklare Signifikanz LOVD-DB

Kategorie 4: wahrscheinlich pathegerClinMareDB FOR HEALTHCARE PROFESSIONAL USE ONLY.

Kategorie 5: pathogen BRCA Exchange
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Entities:

0,6% 0 9% -0,3% _0,3%

® Colon
m CUP
B Didnndarm
B Endometrium
0,3% M Gallengang
0,6%  m Harnblase
M Leber
M Lunge
M Magen
B Mamma
® Nasennebenhdhlen
m Osophagus
M Osteosarkom
M Ovar
" Pankreas
M Prostata

m Uterus

n=325 (Jan.-Sep. 2017)
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What materials are being tested ?

M 16/192

iy M 16196 X 16/5688
" e g \ i > FFPE blocks
30.05.18 ‘ 20.05.16 l 17.05.16

> Cytology specimens
- > Plasma / Blood
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Intention Therapy Intention Genetic Consulting

Gyn Onkology Primary tumor, Fam+
Platin-sensitive OvCA, stage -1V Risc-Surveillance-Prevention

Institute for Pathology National Center for Familial Tumors
Tumor Board NCFT Board
ClO-Oncology

Surveillance Plan

Preventive Surgery

Family screening

Tumorbezogene Biomarkertestung ;
Molekulare Pathologie Beratung
Klinisches Tumorboard
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