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Dana-Farber Cancer Center

41 = 305
25% === 90%
18% = <10%

(Gray SW et al. J Clin Oncol. 2014 May 1;32(13):1317-23.)
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FOUNDATIONONE

Screens entire coding sequence of 236
cancer-related genes somatically altered
in solid cancers

Price $5800

Marketed since 2012

1500 physicians in 25 countries ordered
FoundationOne

Reported 4,702 Clinical Tests in Q1 (May
2014)

Interpretive report provided that
highlights the genomic alterations that
are relevant to the patient and provides
information about targeted therapies and
clinical trials

CLIA-certified

@ KPS

Foundation Medicine Inc.
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Heme

Screens entire coding sequence of
405 genes altered in hematologic
malignancies

Price: $7200

Marketed since 2014

Reported 4,702 Clinical Tests in Q1,
715 were the FoundationOne Heme
Test (May 2014)

Interpretive report that highlights the
genomic alterations that are relevant
to the patient and provides
information about targeted therapies
and clinical trials

CLIA-certified
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0,5-1 billion USD market value

FOUNDATION

MEDICIMNE®

Foundation Medicine, Inc. (FMI)
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Y7 ONCOMPASS™ Caris Life Sciences Corp.
# AN\
CARIS

LIFE S5CIENCES

e Screens by multiple evidence-guided technologies — incl IHC, FISH/CISH,
PCR and Next-Generation Sequencing (NGS)

* Somatic mutations tested — 45 genes

* Price $5500

e cancer profiling service on the market since 2006

* 60,000 cancer patients by more than 6,000 oncologists in at least 59
countries diagnostic, prognostic and theranostic medicine

* Molecular Intelligence™is based upon a review of the world’s clinical
literature correlating biomarkers to drug response

e 1SO and CLIA certification

@ KPS WWW.ONCOMPASSDX.COM
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@ KPS

c MOLECULARHEALTH INC.

The company has headquarters in The Woodlands, Texas; Basel,
Switzerland; and Heidelberg, Germany. The company is backed by Dietmar
Hopp, former founder and CEO of software giant SAP

MolecularHealth uses advanced information technologies (such as NGS)
TreatmentMAP™ Targeted Panel is based on a panel of over 500 genes or
the whole exome

Price: $5000

Marketed since 2004

Interpretive report provided that highlights the genomic alterations that
are relevant to the patient and provides information about targeted
therapies and clinical trials

CLIA-certified

WWW.ONCOMPASSDX.COM



ﬁzﬂmh - @ KPS KPS Life Sciences Ltd.

@ KPS

Founded in 2003, Budapest (Hungary), Pioneering companion diagnostics as a
private company in 2005, therapy planning as a MDX provider priovate company —
2010

NGS platform-based test technology — 2011, testing 58 genes

Price: $5100

Offices are in Heidelberg and Budapest but also has distributors and/or a
network of partner oncologists in Romania (5), Czech Republic(1), Poland(2),
Switzerland (2), UK (2)and Spain (2)

HeurAA: accurate and fast detection of genetic variations with a novel heuristic
amplicon aligner program for next generation sequencing.

ONCOMPASS™ Full is a premier molecular diagnostic and therapeutic information
service — includes clinical informations and treatment strategy services

KPS is certified for ISO 9001.2008 quality standards and has achieved 100%
accuracy (sensitivity and specificity) in three independent external quality
assurance (EQA) trials for KRAS mutation testing, including the EQA of the
European Association of Pathologists

Publications in international journals such as Cancer Research, Journal of Clinical
Oncology and Nature Reviews Drug Discovery.

WWW.ONCOMBASSDX.COM
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@GNE@MP&SS” THE NGS MARKET

Global Next Generation Sequencing market NGS technology companies
g lllumina Inc (50%+ m.share)
4 Thermo Fischer Scientific Inc

Roche 454

Quiagen
Pacific Biosciences of California
(...)

0

2012 2013 2014 2015 2016 2017 2018

Pl

=

. Plateforms . Consumables
Illumina revenues split 2009/2012 evolution
Illumina 2009 revenues split Humina 2012 revenues split

Other vendors mentioned: 23andMe Inc., Ambry Genetics

7% 1%
Corp., Axeqg Technologies Inc., Beijing Genomics Institute, ‘
GeneDx, Fluidigm Corp., Foundation Medicine Inc., Good
Start Genetics Inc., Helicos BioSciences Corp., Knome Inc.,
NABsys Inc., Oxford Nanopore Technologies Ltd., —
Pathogenica Inc., QIAGEN N.V, RainDance Technologies Inc.,
Sequenom Inc., Takara Bio Inc.

@ KPS Revenuas linked Revenues linked

to equipment sales to consumable sales

. Other revenues
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2003

Human &5
benome =

Project

30,000 genes

@ KPS
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138 “dr
genes
1,5 million
mutations

POST-CANCER GENOME AGE
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(A ONCovPASS” BREAST CANCER GENOME
= 35 genes most frequently mutated

Mutations
Predicted s-.{:rnatic non-silent mutations B Truncation mutation Missense mutation Clinical data  Copy number status  per Mb
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RN 459 129613% 7% 14% B% 9% 49 0.4% 4% 5% 2% 3% 5% 4% 29% 3% 719 0.4% 1% 2% 0.4% 2%
DRIREBEE 20% 29% 5% 2% 15% 6% 5% 4% 2% 2% 2% 2% 4% 2% 2% 2% 0% 19% 3% 2% 4% 2% 4%
HERZ-enriched 39% 72% 4% 2% 2% 7% 5% 2% 4% 2% 4% 296 0% 0% 2% 2% 4% 2% 0% 5% 0% 5% 4%
B 90 50% 006 0% 2% 5% 0% 1% 0% 0% 0% 0% 1% 2% 1% 0% 1% 0% 4% 4% 2% 0% 1%

Percentages uf cases with mutﬂtlun by enprﬁﬁsmn sut:l'type

@ KPS nﬂ.'llfe
DC Koboldt et al. Nature 000, 1-10 (2012) doi:10.1038/nature 11412 """



ﬁ/:mqg:@ APASS™ 38 DRUGGABLE
- TARGETS IN BREAST CANCERS

Tyrosine Kinases Ser/Thr Kinases

EGFR AKT1

ERBB?2 AKT?2

ERBB3 AKT3

ERBB4 BRAF

KIT CDK4

PDGFRA CDK6

PDGFRB Cyclin D1

ABL1

ABL2 PIK3CA Pathway

DDR2 PIK3CA

DDR1 PIK3R1

FGFR2 PIK3R3

FGFR3 PTEN

FGFR4 INPP4B

JAK1

JAK?2 BRCA1 or 2 mutations

JAK3 BRCA1 Germline

TYK?2 BRCA1 Somatic

ALK BRCA2 Germli_ne

ROS1 BRCA2 Somatic

e DC Koboldt et al. Nature 000, 1-10 (2012)
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The new concept of personalized
medicine in oncology in 2014
Registered drug 1

Registered drug 1 ‘

@ ONCOMPASS™
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Trial drug 2

Trial drug 1 ]
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DISTRIBUTION OF DRUGABLE DRIVER GENES IN BREAST CANCER

EGFR M+ HER-2CNG HER-2 CNG PIK3CA+ a5 we«  FGFR KRAS 3%
1-10% 15% +PK3CA/ 20% % 20%
EGFR CNG PTEN ALK
10% 15% ?%

| &l

HER-2+
HER FISH+ PIK3CA/
PTEN

MEK

AKT INH

PIK3CA INH BRAF
EGFR INH HER-2 INH INH INH MEK INH

METINH FGFR INH

ALK INH



( oNcovrass” . ONCOMPASS™: 1st to integrate
molecular and clinical information

Molecular Diagnostics i

Molecular Diagnostics + Information Technology:
molecular information services

s S A Q<>

ONCOMPASS™: Molecular Diagnostics + Information Technology +
Clinical Information: treatment strategy services

T4 - QO - &b
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(7 oNcoveass” |s ONCOM PASS™ right for my patient?

v’ Surgical removal is not impossible?

FIRST STEP:
consultation with an v’ Is it incurable with current standard
oncologist treatment ? (only palliative
treatment available) (clinical trial
recommended)

/s f% v’ Is there a high risk of recurrance?
£ -,_,;'t ’

F@Q v' ECOG 0-1 (2) The general health

condition is satisfactory (able to
travel)

@ &2 WWW.ONCOMPASSDX.COM
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LIFE SCIENCES

Targeted therapy
with registered and
financed drug

Targeted therapy

in clinical trial in the
a) same hospital

b) another town

C) another country

Chemo/Radiotherapy
first,
targeted therapy later

WWW.ONCOMPASSDX.COM



ﬁ/: ONCOMPASS™ ONCOMPASS STRATEGY

. Registered targeted drugs % ﬁ ~

@  Not-registered targeted drugs ¢

. Chemotherapy “ Targeted clinical trial
% Chemotherapy “ Chemotherapy trial WWW.ONCOMPASSDX.COM



(W ONcovPAss” Mikor érdemes elinditani a vizsgalatot?

Tripla negativ

ha a neoadjuvans kezelésre nem reagalt jol, akkor progesszié esetén kell inditani a molekularis
vizsgalatot a masodvonal tervezéséhez

ha az adjuvans terapia utan 6 hdnapon belil progredial, akkor kell inditani a vizsgalatot a
masodvonal tervezéséhez

ha a neoadjuvans kezelésre jol reagalt vagy adjuvans kezelésre 6 hdnapon tul recidivalt akkor a
2. vonalas kezelés megkezdésekor kell elinditani a harmadvonal tervezéséhez

HER2 neg, ER+

ha a neoadjuvans kezelésre nem reagalt jol, akkor progesszié esetén kell inditani a vizsgalatot a
masodvonal tervezéséhez

ha az adjuvans terapia utan 6 hdnapon belil progredial, akkor lehet inditani a vizsgalatot a
masodvonal tervezéséhez

ha a neoadjuvans kezelésre jol reagdlt vagy adjuvans kezelésre 6 hdnapon tul recidivalt akkor a
hormonkezelés rezisztencia kialakulas id6pontjakor kell inditani a vizsgalatot, a 2. 3. vonal
tervezéséhez. llyenkor Uj mintavétel javasolt a vizsgalat szamara.

HER2 poz.

1. vonal utan progresszio esetén

HER-2-gdatld kezelésre (trastuzumab, lapatinib, TDM-1 stb.) kezdetben jol reagdld majd késébb
progredidld daganatok (masodlagosan rezisztens) esetében uj mintavétel javasolt.

KPS : . .
@ WWW.ONCOMPASSDX.COM



ﬁ/: ONCOMPASS,driver” mutaciok el6fordulasi gyakorisaga 58 gen
e vizsgalata alapjan (N=50)

csak
24% polimorfizmus;__

13

vad tipus; 10 1 mutacio; 37

4+ mutacio; 6

3 mutacio; 4

76%

2 mutacio; 29
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Molekularis profil terapias relevanciaja
emlédaganatokban (58 gén 230 hatéanyag, N=50)

T 88.2%
. (0]
90.0% -
80.0% -
70.0% -
60.0% - o
47.1%
50.0% -
%
0, -
40.0% 3 5 . 3 (v
30.0% - —
10.3%
. (0]
10.0% - —_—
0.0% -
a daganat molekuldris profiljaval a daganat molekularis profiljdval a daganat molekularis profiljaval a daganat molekularis profiljaval
pozitiv kapcsolatban allé pozitiv kapcsolatban 4llé negativ kapcsolatban allé negativ kapcsolatban all6
hatéanyagok térzskonyvezett gyodgyszerek hatéanyagok térzskényvezett gydgyszerek
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Lehetseges klinikai vizsgalatok azonositasa
(58 gén 230 hatdéanyag (N=50)
Molekularis 10% Molekularis profilnak

profiltol megfeleld vizsgalat =i
fuggetlen
vizsgalat

90%

*® IMPACT (Initiative for Molecular Profiling and Advanced Cancer
Therapy) in the University of Texas MD Anderson Cancer Center, USA*
PS

: WWW.ONCOMPASSDX.COM
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Srtvatiani ipus: Imask ducinls cercinoma

KONZULENS ORVOS ADATAI

M Intarmciny:
KEFELO DRVOS ADMTAI

M Intézmsemy:

MUTANS GENEK

APCEMSE, KIT-MEAIL, KDR-DAT2H, PTEN-LETFSE,
TPS3L104F, TPE3-HICAP, DDRZLEZFIF

MOLEKULARE PROFIL

KORASH MOLEKULARIS VIZSGALAT EREDMENYE
HER-Z pazitiv, ER paritiv

WAD TIPUSL GEMEK

ABLY, AKTY, ALK, ATM, BERAF, CDHI, COKMZA, CHEKZ,
CSFIR, CTNNBYL, EGHR, ERBBA, EFHZ, FBIONT, FERRI,
FGFRZ, FGFR3, FLT2, GHAT, GMAS, GRAD, HNFEA,

FISH POZITIV GENEK

HRAZ, IDHI, IDHZ, MEFIR, JAKS, JAKZ, JAX3, KRAS,
MAPKZET, MET, MLHT, MPL, ROTCH1, NPRH, NRAS,
PDGFRA, PDGERE, PICA, PICIR, PTPNH, REY, RET,
SMADA, SMARCE], SMC, SRC, STEM, TGFBR2, WHL

FISH NEGATTV GEMEX
FGFRY, MET, PE2CA

MOLEKULARES VIZSGALAT EREDMENYERNEN FUNKCEONALIS ERTENELESE

DRIVER RAK GEMEK

E;%JHER-Z, ER, PTEN, p53

- MTOR, PI3K, AKT,

T

EBBEM A TUMORTIPUSEAN TORE SKONYVEIETT
, rasterumoby ™), TOM-1[™), parhe umab{™)
[HER-2), ara-ter trogeénck: () (ER

1
DAGANAT MOLEKULARS PROFILIAVAL POZITTY KAPCSOLATHAN ALLD HATOANYAG K

EBEBEN A TUMORTIPUSEAN NEM TORE SRONYVEIETT
afatinib™) HER-2)
HER-2 inhibsttor + PTEN inhibitor + antl-ge rogénch: (™)

KLIMIAI FEILESITES ALATT

MM-I0Z, MEAHZZ, NERATINIE, AV-A12 (HER-T)

AZDHA (PTEN
MET775 (TPS3)

MI22DE, AFURESERTIE, GENATTOE, AZDS2E3, TRICEBIMNE, ARG 002, GDCD0GE, LYZTEC3DY, SRIBEEE, ATIZME,
GSKE00ES3, PRDAGoS0T, BEXI3S FPIT0, DST423, GDCAD980, PRITTS, RAPANTMCIN, CC-223, RIDAFORDLIMUS,
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DAGAMAT MOLEKULARES PROFILIATOL FOGGETLEN HATOANYAGDK

EBBEM A TUMORTIPUSEAN TORZ SKOMYWEZETT
BEVACIZLIMAR

EBBEM A TUMORTIPUSEAN NEM TORZ SKONYVEZETT
AFLIBERCEPT, AXITINIB, REGORAFEMIE, PAZ OPANIE,
SORAFENE, SUNITINIE, VAMDETAME

KLIMIEA] FEJLESZTES ALATT

AKM.0ZE, AMG 708, AMG 310, AMG 337, ARQ 726, ASP-2026, AT92E3, AUYS2Z, AXLTAT, ATDDA 24, AZDN480,
AZDASAT, AZDEIAN, BAYIDR025, BGIZEE, BGTIIE, BKMIZ0, BMN 673, BMS-777607, BMS-91543, BRIVANIE,
BYL715, CEDIRARIE, CGMOST, CHES424802, CREMOLANIE, DALOTUZUMAR, DEMCEZUMAR, DEMN-O1, DOVITINE,
Di5.3032b, E-3E10, EG201, EMD 1204331, EMD 1214063, ERISMODEGIE, FORETINIB, GANITUMAR, GDCADEZ3,
GOC-0941, GDC-0973, GOLVATINIB, GSKIEDE1E, GSKIEIET 05A, GSKH2E45E, GRKIEIETT], GSK 343, GSK-AE1264,
IMC-C54, INIPARIE, JM)-26854165, JNJ-A2TEE453, KU 55933, LDK-378, LENVATINIE, LESTALURTINIE, LGXE1S,
LINSITINIB, LIMFIE, LY21097 61, LY 2157299, LY2G0DGE368, LYZET 445, MASITINIE, MEDL573, MEK-36Z, MGCD 265,
MIDOSTAURIN, MKOTE2, MIC-Z206, MK-B242, MLNITT, MOMELOTINIE, NINTEDANE, OLAPARIB, OLARATUMAR,
OMARTUZUMAR, OS1LOZ7, PACRTINIE, PDO2 500, POO232091, POT7I074, PF-0D30840W, PFO4217003,
PFO4ESGERL, PF-47 7736, PIMASERTE, PKI7S, PRIT24, PX-BEE, RO4925097, ROG04E3IT, ROSEOITEL, RABUSERTIE,
RAF2EE, RAMUCIRUMAB, REBASTINIE, REFAMETINIB, RILOTUMUBMAB, RO4587655, ROS212054, RUCAPARIB,
540076, SARIEE44, SARACATINIB, SARIDEGE, SCH 900776, SELUMETIMIB, SEMAGACESTAT, SGN523, SULNZT,
TAEGE4, TAK-733, TAK-GE0, TGIN348, TIVANTINIE, TRVOZANIE, TOFACITINIE, TREBANANIB, VELIPARIB,
VOLASERTIE, WX{-509, WX-554, WHI-PI54, X256, X-B2, X109, X147, XL 2E1, XL765, ZM35323, Z5TKT 4

DAGAMAT MOLEKULARIS PROFILIAVAL NEGATIV KAPCSOLATEAN ALLD HATOANYAGOK

EBBEN A TUMORTIPUSBAN TORZ SKONYVEZETT EBBEN A TUMORTIPUSBAN NEM TORZ SKONYVEZETT
- ERLOTINIB, GEFATIMIB, CETUXIMAR, PANITUMUMAR
(HERD)

KLIMIEA] FEJLESTTES ALATT

HNIMOTUZUMAE, CO-1E36, DACOMITINIE, NECITUMUMAR, HMETT3, APZET, MEHDT 9454, SAPITIMIE (HER-I)
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(o oNcovPass” FOR THE PIONEERS OF
MOLECULAR ONCOLOGY

EFFECTIVE TARGETED DRUGS?
INEFFECTIVE TARGETED DRUGS?
WHICH TARGETED CLINICAL TRIAL?

s WWW.ONCOMPASSDX.COM



