Personalized Breast Cancer Genomic Profile
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Breast Cancer Recurrence Signature

70-gene signature
Prognostic and predictive tumor aralysis

blueprine-
Moalecular Subtyping Signature
80-gene signature [
Profiles Basal, Luminzl and HER2 subtypes
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ER/PR/HERZ Expression Assay

Centralized lab confirmation
of quantitative receptor status
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SE-gene measurement
Gene expression analysis for altermative therapy
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2. Angiogenesis
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3. Local invasion
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MammaPrint delivers
! & a definitive High Risk
or Low Risk result for
100% of patients tested.

Tumor Sample

70 Prognostic Genes
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15% over-treated

B MammaPrint High Risk

Study included 1630 patients, 764 (47%) were classified as low risk and 866 (53%) were classified
as high risk by MammaPrint. Histological grading was centrally reviewed for all patients.

Source: Evaluation of the 70-gene prognosis MammaPrint signature for the prediction of prognosis of breast cancer independently from histologic grade

M. Knauer, E. J. Rutgers, 5. Mook, J. Wesseling, L J. van "t Veer; J Clin Oncol 28:15s, 2010 [suppl; abstr 561)

Molecular Subttyping in Necedjuvant Treatment

Krijgsman et al. ASCO meeting

T . Patients
reterence (2002 2006 701 | 2008|2008 207
Original Consecutive Study ; van de Vijver et al. NEJM 295
Independent European Study - Buyse et al. JNCI k1]
Prospective Study - Dutch Patient Cohort = Bueno de Mesquita et al. Br Cancer Res Tr 427
Core Needle Biopsies . : Mayordomo et al. ESMO Meeting . 35
Validation in US Patients E Wittner et al. Clin Cancer Res 100
Recent Diagnosis Study E Bueno de Mesquita et al. Br Cancer Res Tr 123
Validation in 1-3 LN+ Patients " Bl | Mook et al. Br Cancer Res Tr 241
Validation in 4-9 LN+ Patients = Saghatchian et al. 5t. Gallen Conf 168
Validation in HER2+ Fatients - Knauer et al. BrJ Cancer 168
Patients Treated with Tamoxifen Bl | coketal. (submitted) 192
Postmenopausal Patients (»61) - Mook et al. Br Cancer Res Tr 148
German Patient Cohort - Kunz et al. 5t. Gallen Conf 140
Japanese Patient Cohort [ ] Ishitobi et al. Jap J Clin Oncol 118
Neoadjuvant Predictive Study E Somlo et al. ASCO meeting 68
Neoadjuvant Predictive Study . = Straver et al. Br Cancer Res Tr 167
Predictiveness [Meta-Analysis) Study - Knauer et al. Br Cancer Res Tr 1,637
Validation in T1 Tumors E Mook et al. Ann Oncology 427
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Risk Stratification and Premenapausal Patients

Kunz. Arch Gynecol Obstet
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MINDACT Trial Design (n = 6,000)
Node negative & 1-3 positive nodes

REGISTRATION

Adjuvant! Online
and MammaPrint both
HIGH risk
A= 3,300 N}Iﬂlﬂl'mm'l

Adjuvant] ﬂnllru: rilk Use MammaPrint risk

Al ERs Patienty Beorive Endocrine Therapy
Potential to wpare chematheragy in 10-15% patieats

Supported by the EU Fromework V1 Progromeme
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Agendia is participating in the 6,000
patient MINDACT Trial to determine
the most accurate assessment
prognosis between Adjuvant!
Online and molecular diagnostics.
Discordant cases are prospectively
randomized to use either Adjuvant!
Online High/Low Risk assessment
or MammaPrint High/Low Risk
assessment to determine the use of
chemotherapy. The MINDACT Trial
will also help to determine who can
be spared chemotherapy.
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Core biopsy to assess
patient eligibility

Bligibility determined by MammaPrint Low/High Risk
ER, PR status
HER2 [IHC/FISH, gene expression — TargetPrint )

. " MammaPrint High Risk or
MammaPrint Low Risk MammaPrint Low Risk

and ER pos and ER neg or HER2 pos

Patient Ineligible Patient Enrolled

Tranalational Medicine, Ciszsl Phamasogy & Thernpeutics, B3, 1, 37-100, 2000,
Aﬂm

Paclitaxel + trastuzumab
new drug A, B, or C tmmj
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Paclitaxel = Mew Drug C, D, or E

[12 weekly ] H-:rﬂﬁl
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Truessiationsl Medicine, Cinical Ph £ B8, 1, 07100, 2000

I-SPY 2 is a landmark neo-adjuvant
study designed to accelerate the
development of pharmaceutical
compounds for high risk breast
cancer.

I-SPY 2 is governed by the Biomarkers
Consortium which includes the FDA,
NIH, Abbott, Amgen, Genentech,
Merck, Millenium, Pfizer, Wyeth,
Sentinelle Medical, George Mason
University and Agendia.

Agendia is the only molecular
diagnostics company  selected,
due to the highly accurate and
reproducible results obtained with
MammaPrint and TargetPrint, as well
as MammaPrint’s FDA clearances.
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MicroarRAy PrognoSTics in Breast CancER (RASTER)

MammaPrint identified 20%
more Low Risk patients than
Adjuvant!  Online  without
compromising outcome.

208 (49%)

213 [51%)
132 [319)

MammaPrint Adjuvant! Online
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12% absolute benefit F
50% relative benefit .
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Hess study as part

I-SPY 1 Straver et al. Somlo etal. | of Krijgsman etal.

Breast Cancer
ASCO, 2009 Res Treat, 2009 ASCO, 2009 Breast Cancer

Res Treat, 2011

MammaPrint Low Risk
MammaPrint High Risk
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Subtype Type of Therapy

Endocrine therapy alone

Endocrine £ cytotoxic therapy

Cytotoxics + anti-HER2 + endocrine therapy
Cytotoxics + anti-HER2

Cytotoxics

Luminal A

Luminal B (HER2 negative)

Luminal B (HER2 positive)

HER2 positive (non-luminal)

Triple negative (ductal)

Special histological types*
A. Endocrine responsive

BE. Endocrine non-responsive

Endocrine therapy
Cytotoxics
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BluePrint

Molecuwlar Subtyping Profile
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In Nature 2000, Sorlie and Perou identified tumor subtypes
that may respond differently to adjuvant therapy. Agendia has
developed a multi-gene profile for the classification of breast
cancer into Basal-type, Luminal-type and ERBB2-type (HER2)
molecular subclasses. The BluePrint molecular subtyping
signature combined with the patient’s MammaPrint test result,
provides a greater level of clinical information to assist in
therapeutic decision-making.
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*Special histological types: Endocrine responsive (cribriform, tubular and mucinous);
Endocrine non-responsive (apocrine, medullary, adenoid cystic and metaplastic).
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Galdhirsch, et al, Strategies for sublypes — dealing with the diversity of breast cancer: highlights of the St Gallen Internatianal
Expert Concersus on the Primany Therapy of Early Breast Cancer 2011, Annals of Oncodogy 222 1736=1747, 2011 . . & & o
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St. Gallen treatment recommendations based upon subtyping.
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-33S (50 bl 8 yloys oy

¥

ER mRNA M
MammaPrint Low Risk Luminal-type ——— 3% m /v ]
; ER protein
Protein IHC » O
MammaPrint High Risk Luminal-type [ 119 wNA || Tergettriot |~ |
ER Function  BluePrint 1
gene A gene B gene C gene D gene E
[} oM oM OFF oM
ERBB2-type b I 50% Dl T T U TR
(HER2) v v AU, |
I T T T 1 :T-_w/kr-: :Tw/\‘{r- * * * *
0% 10% 20% 30% 40% 50% 60% 70% BO0% : :
Krjgsman, Breast Cancer Res Treatment, Ape. 2011 pathological complete response (pCR) VA e peatein A protein B pratein C pratein E
7 ‘1.'.;:-:1 "-.'...'_:j
Basal and HER2-type show significantly higher pCR rates when treated with ( i ( 80 genes — BluePrint |

standard neo-adjuvant chemotherapy.
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PATIENT

Clinical Relevance

High expression level is linked to resistance to
chematherapy which maybe overcome by
combinatory therapy with oblimersen sodium
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agendia’

Patient
Expression

Reference Distribution
5%-95%

ER 97%
PR 85%
HER2 95%

N=626. Viale, et al., SABCS Poster Presentation 2011.

(TargetPrint) wuds yo =30

Her2 / PR/ER s ) uljse (o5 5 o)ll

TargetPrint | Concordance with IHC / FISH

TargetPrint is a pathology assessment for locally assessed
parameters. The microarray-based assessment of ER, PR
and HER2 gives results comparable to IHC and FISH and
provides an objective and quantitative assessment of
tumor receptor status. TargetPrint is part of a multi-profile
platform for breast cancer treatment management.
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Breast Cancer Stage 1 or Stage 2 Breast Cancer Stage 1 or Stage 2

Invasive carcinoma (infiltrating carcinoma) Invasive carcinoma (infiltrating carcinoma)

Tumor size<5.0 cm Tumor size <5.0 cm
Lymph node negative or positive (0 to 3 nodes) Lymph node negative
ER+ or ER- ER+ or ER-
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Core Needle Biopsies
FFPE blocks
Fresh-Frozen tumors




Personalized Breast Cancer Genomic Profile

Working in concert with you
for better patient care.

SYMPHONY provides a complete profile of genomic assays that help you address complex
treatment decisions for any type and stage of breast cancer. There is not a more comprehensive

decision support profile for physicians treating breast cancer available today.

Hormonal General Special

Therapy Chemotherapy | Therapy
Decision Decision Decision

TargetPrint/BluePrint

Stage I/l TargetPrint/BluePrint MammaPrint | BluePrint

SIENTNIGTLIM  TargetPrint/BluePrint MammaPrint | BluePrint

Stage IV TargetPrint/BluePrint | TheraPrint TheraPrint

Treatment decisions will vary based on your treatment protecols and individual patient peofile.
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http://genomic.sbmu.ac.ir



