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Distant Metastasis-Free Survival
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1. Cardoso, F., et al. N Engl J Med 2016; 375: 717-29.; 2. Cardoso, et al. J Clin Oncol 38, no. 15_suppl
(May 20, 2020) 506-506.
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2. ANGIOGENESIS
COL4A2, FLT1, FGF18, MMP9

3. LOCAL INVASION
FLT1, TGFB3, IGFBP5, FGF18, RARRES3, CDCATL,
WISP1, DIAPH3, AKAP2, CDC42BPA, PALM2,
DCLK2, NMU, NMUR1, NMUR2

1. GROWTH AND PROLIFERATION

TSPYLS, IGFBPS, TGFB3, FGF18, ESM1, RARRES3, PITRM1, EXT1, EXTL3, SCUBE2, EBF4,CDC42BPA, CDCA7,
CDCATL, GMPS, MELK, RFC4, WISP1, HRASLS, BBC3, DTL, FBXO31, EGLN1, GNAZ, MTDH, FLT1, ECT2,
DIAPH3, NUSAP1, AKAP2, NDCBO, PRC1, ORC6EL, CENPA, DCK, CCNE2, MCMS6, QSOX2, STK328

1E5E
ME#E
RFTEE

IRERHE

5. SURVIVAL IN CIRCULATION

4. INTRAVASATION
COL4A2, FLT1, MMP9, TGFB3,
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NMU, NMUR1, NMUR2
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6. EXTRAVASATION ~
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_ IKA RCT FOCUS MINDACT RCT

Patients

s - [l

135 patients 422 patients 6693 patients
% UltraLow Risk 17% 12% 15%
Primary Outcome
for Ult¥ aLow Risk 100% RFI at 8yrs 98% DRFI at 10yrs 99% BCSS at 8yrs

No significant benefit in Ultra Low
ET 97.4%, no ET 97.8% DMFI at 8yrs

Opdam, et al. ESMO 2020 Noordhoek, et al. SABCS 2020. Cardozo, et al. ASCO 2021

ET vs No ET - -
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MINDACT : MammaPrint in ER+/HER2-, 1-3 LN+

(2016)

Distant Metastasis Free Survival

C-high/G-low N+
100

0 gy T

80

70 (0.7%)

60 5-year DMFS adjusted HR p-value
50 (95% Cl) (95% C1)

40 CT 96.3(93.1,98.1) 088(0.42,182) 0724
30| noCT  956(92.7,97.4) 1.00
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10 -

0 ; . . . (years)
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O N Number of patients at risk :
13353 338 329 318 287 134 42 3 —CT
16356 345 338 332 313 188 51 5 —noCT

Cardoso, F., et al. N Engl ) Med. Supplemental. 2016 Aug 25;375(8):717-29

First genomic assay with

in 1-3 LN+

prospective, randomized data

and approved by ASCO (2017)
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Distant Metastasis-Free Survival, HR+/HER2-, LN+
Clinical high risk/MammaPrint Low Risk!
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§ —CT 96.0(93.1,97.7) 91.2 (87.2, 94.0)
& * = noCT 95.9(93.1, 97.6) 89.9 (85.8,92.8)
=
-

Piccart, et al. Lancet Oncology (2021)

Only prospective, randomized data
with 8+ years of follow-up
in 1-3 LN+ (2021)
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Krop, I et al. Journal

of Oncology Practice
2017; 13(11): 763-66
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1. Data on file; 2. Mittempherger, et al. Transl Oncol 13 (2020) 100756.
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Concordance of Results between Different
Samples from the Same Patient 2
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Functional Genomic Profiling of Breast Cancer

MAMMAPRINT (70 genes) BLUEPRINT (80 genes)

| Potential for Distant Metastasis | |Signaling Pathway Driving Tumor Growth

* Low Risk Luminal-type A
* Ultra Low Risk Luminal-type A
* High Risk Luminal-type B

' Low Risk HER2-type
ngh Risk HER2-type

* High Risk Basal-type [ER-]
i * High Risk Basal-type [ER+]
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Conventional Pathology
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Percentage
of patients in
each subtype
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22% Re-stratification of patients for more precise therapy recommendations
NBRST — Neoadjuvant (n=1,100)

1

ER+: 11%

Luminal B 6%

ER+, HER2+: 37%
ER-, HER2+: 64%

ER+, HER2+: 57%
ER-, HER2+: 73%
TNBC:

37%

ER+: 34%

ER-: 37%
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34.3% pCR
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BluePrint Molecular Subtyping
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1 Groenendijk, et al. npj Breast
Cancer 5, 15 (2019).; 2
Whitworth, P., et al. Ann Surg
Oncol (2017) 24: 669-675.; 3
van ‘t Veer L, et al. 30th EORTC-
NCI-AACR Symposium,
November 13-16, 2018.
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Pre-operative Treatment Algorithm Utilizing Agendia Results

For ER+ Early Stage Breast Cancer Patients

MammaPrint LOW MammaPrint HIGH

l — 1 T

BluePrint Basal

BluePrint Luminal A

a2 12 l l
- +

Considerations:
1- NAC for breast
conservation'? or
2-Surgery w/ CT*?
(Luminal Regimen)

Considerations:
1-NET' or
2- Surgery™?

Considerations:
1- Surgery'?

Considerations:
1- NAC"
(HER2 Regimen)

!

Considerations:

1-NAC

(TNBC Regimen)

Abbreviations: NET- Neoadjuvant Endocrine Therapy; NAC= Neoadjuvant Chemotherapy; CT= Chemotherapy; TNBC=Triple Negative Breast Cancer

1 Whitwaorth, P, et al. Ann Surg Oncol (2017) 24: 663-675.; 2 Groenendijk, et al, npj Breast Cancer 5, 15 (2019); 3 Beitsch, P, et al. Ann Surg Oncol. 2017 Sep:24(3)2539-2546.
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