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JlioMuHanbHbIV TN A
IMoMuHanbHbIM TMN B, Her2-HeraTMBHbIN ER-no3uTuBHbIE
JlroMmHanbHbIM TUN B, Her2-no3ntuBHbIN
Her2-no3nTnBHbLIN TN (He NIOMUHAaNbHbIN)

ER-HeratuBHble
TpwXabl HeraTBHLIA TUN

*« BasanbHbIV TUN OTAENbHO He BbiaeneH!

MonekynsipHas Knaccudmkaumsi paka MOJIOYHOW XKerne3bl
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1986 — 1992 2004 - 2008

== ER positive/HER2 negative = ER positive HER? negative
ER positive/HER2 positive ER positive/HER2 positive

== ER negative/HER? positive == ER negative/HER2 positive

== ER negative/HER2 negative == ER negative/HER2 negative

Hazard Rate of Relapse
Hazard Rate of Relapse

Time Since Diagnosis (years) Time Since Diagnosis (years)

Cossetti R J et al. JCO d0i:10.1200/JC0.2014.57.2461

Puck peungmBa paka MONO4YHOM Xene3bl

Basal-like carcinomas

BRCA1 downregulation
(ID4 overexpression?) BRCA1 gene promoter methylation

Metaplastic Medullary

Rakha E et al. J Clin Oncol 2008; 26: 2568-2581

Mopdonornyecknm cnektp PMX ¢ 6azanbHbIM cheHOTUNOM
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JIloMuMHanbHbIN B:

IntClust2 — amp11q13/14 (CCND1, FGFR1), 10-neTHsasa DFS 49%, pCR 0%.
TNBC:

IntClust10 — mutTP53, mut-DDR genes, 10-netHas DFS 64%, pCR 26%.

HR Ali et al. Genome Biology 2014, 15: 431

PAM50 vs METABRIC

IHC status vs PAM50 results:
limited agreement

MARGH 10 2000

JDUHNAL o CLINICAL DNODLDGY

PAMS50 predictor
N=230
Supervised Risk Predictor of Breast Cancer Based on
Intrinsic Subtypes
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IHC status vs PAMS50 results:
limited agreement

MARCH 10 2008
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MonekynsipHbIi anoKpuHoOBbIN Tun!

ER+HER2-

ER+HER2+

ER-/HER2+

ER-/HER2-

IHC status vs PAM50 results:
limited agreement

VOLUME 27 - WUMBER B - MARCH 10 2008

JDUHNAL o CLINICAL DNODLDGY

PAMS50 predictor
N=230
Supervised Risk Predictor of Breast Cancer Based on
Intrinsic Subtypes
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Urx vs. PAM50 u3 Jorge S Reis-Filho
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b Intrinsic PAM50 subtypes c© Molecular subtypes defined d Integrative clusters
by Lehmann et al.

HER2-enriched W UNS/UNC B MSL B ntClust1 B IntClust 6
B Luminal A mBL AR B intClust2 B IntClust 7
B Luminal B @ BL2 M intClust3 B IntClust 8
B Normal-like | B intClust4 [ IntClust 9
B Basal-like BEm H IntClust 5 B IntClust 10

LAR nogtvn — 3to TNBC, KOTOPbI TMCTONIOTMYECKU U TEHETUYECKU
HanoMuHaeT nioMuHanbHbIM TMN PMXK. OH xapaktepusyeTcs
akcnpeccuenn AR v NtoMMHaNbLHOW 3KCNPEeCCUOHHOW CUTHaTYpPOM.
Hekotopblie monekynsipHbie noaTunbITNBC nmeror mopdonornyeckue
aHanoru: IM cooTBeTCcTBYET MeaynsapHomMmy paky, M n MSL
COOTBETCTBYIOT MeTansfacTuyeckomy paky, a LAR - anoKpuHHOMY.

G Bianchini et al. Nat Rev Clin Oncol 2016, 3: 674-90

Moatunbl TNBC
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— Low Ki-67 (<10%)
High Ki-67 (210%)

6 12 18 24 30 36 42
Relapse-free survival (months)

Keam et al. Breast Cancer Research. 2011; 13: R22

TpwXAbl HEraTUBHbLIA TUN
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JIloMUHanbHbIN A JlloMuHanbHbIK A
JIroMMHanbHbIM B JlrommHanbHbIN B, Her2-Her.

JlromuHanbHbIN B, Her2-nos.

Her2-no3uTUBHBLIN AnokpuHoBbIi, Her2-nos.

Her2-no3. (HentoMUHanbHbIN)
JNtomuHanbHbIn A nnu B? TpwxAbl Her., aNnOKPUHOBLIN
Ba3anbHbIN TpuxAabl Her., 6a3anbHbIN

? Tpuxabl Her., He 6a3anbHbIN

PAM50 1 UI'X BeisBnAOT pasHbie MonekynspHbie Tunbl PMX!

PAMS50 vs. UX

Table 3. Definition of subtypes

Clinical grouping Notes®

Triple negative Negative ER, PR and HER2
Hormone receptor-negative and HER2-positive ASCO/CAP guidelines
Hormone receptor-positive and HER2-positive ASCO/CAP guidelines
Hormone receptor-positive and HER2-negative ER and/or PgR positive >1%
— a spectrum of ER+/HER2-negative
High receptor, low proliferation, low grade (lurninal A-like) Multi-parameter molecular marker ‘good” if available
High ER/PRand clearly low Ki-67 or grade.
Intermediate Multi-parameter molecular marker ‘intermediate” if available.
Uncertainty persists about degree of risk and responsiveness to
endocrine and cytotoxic therapies.
Low receptor, high proliferation, high grade (luminal B-like) Multi-parameter molecular marker ‘bad’ if available. Lower ER/PR
with clearly high Ki-67, histological grade 3

*Basal like breast cancer and HER2-enriched subtype can be defined by genomic assay only.
°No role for gene testing in clinical pathologic low risk cases (pT1a, pT1b, G1, ER high, pNO).

Tunbl paka Morno4Hou xene3bl: St Gallen, 2017
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Chemotherapy alone
(n=49)

Other immunotherapy Chemotherapy +
(including CAR-T cells \ molecularly targeted

and vaccines) (n=9) ot et oloaie therapy (n=61)

interventional trials in
TNBC (n=170)

Immune checkpoint / i Molecularly targeted
mAbs (n=2) therapy alone (n=43)

Chemotherapy + immune
checkpoint mAbs (n=6)

MwuweHun gna molecularly targeted therapies Bknro4aroT: aHrMoreHes
(VEGF, VEGFR, uHTterpuHsbl), PARP, serine/threonine-protein kinase
(Chk1/2), PI3K/mTOR, peuenTtopbl chaktopoB pocTta (EGFR, MET), AR,
Ras/MAPK, and Notch/y-secretase.

G Bianchini et al. Nat Rev Clin Oncol 2016, 3: 674-90

KnuHuyeckue uccnegosaHus npu TNBC




