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PekomeHaauumn

* 1.1 OnTumanbHbIi anroputm ER/PgR TectupoBaHus.

* KapunHOMamm ¢ NONOXKUTENIbHbIM PELEenTOPHbIM CTAaTYCOM CUMTAOTCA KapLUUHOMbI C
NO3UTUBHO OKPALLUEHHbIMW PELENTOPAMM 3CTPOrEHOB M NPOrecTepoHa ONyXoaeBbIMU
agpamu ot 1% go 100%.

* KapumMHOMamu ¢ HM3KOWM NO3MTUBHOM aKcnpeccuelt peuentopos SCTPOIEHOB (!!), He
nporecTtepoHa CUYMTAOTCA ONYXOU, FAe BbIABNEHO OKpawusaHue 1-10% agep onyxonesbIx
KNETOK, B TaKMUX CAy4asnx HeobxoaMm KOMMEHTapKUIA NnaTosora.

* HeraTuBHbIM peLenTopHbIM CTaTyC OLeHMBAETCA B C/ly4anX, Korga npu UIMX okpawmnsaHum
peLenTopamn 3CTPOreHOB NpOrecTepoHa NoJiy4eHo OKpalwmBaHne meHee 1% agep
OnMyXoneBblX KNETOK.

* KAMHWULUNCTbI JONKHbI 6bITb npeagynpexageHbl n 6bITb rOTOBbI K O6CV)‘KA€HMPO C nauneHTamm
OrpaHUYEHHbIX AAHHbIX OTHOCUTE/IbHO HM3KOM NO3UTUBHOM IKCnpeccnn peuentopos
3CTPOreHoB 1 BOMNPOCOB, CBA3AHHbIX C pe3yaibTaTaMWh TeCTa C NOPOrosbiMun Naun 6AU3KUMM K
noporosbim 3Ha4yeHUAM NMNO3NTUBHOIO TeCTa.

Mapkepbl

NMpeAUKTUBHbIE — OTPAXKAIOT BEPOATHOCTb [porHocTtuyeckue — oTpaKkarot
oTBeTa OnNyxoJin Ha 1e4yeHue npPOrHo3 3aboneBaHuA

* ER — aHTHACTpOreHbl * Paamep onyxonu
* HER2 - aHTM-HER2 npenapartbl * Hannuune metacrasos

* PDL1 - MHrM6UTOPbI KOHTPO/IbHbIX * CTeneHb 3/10Ka4eCTBEHHOCTU
Touek (HR-/HER2-)

* VEGF — MHrMbuTOopbl aHrMoreHesa

* BRCA1 myTtauusa - PARB-
MHrMbuTOpbLI

* Ki67 (MapKepbl KNeTOYHOrO LMKANA)
* TILs (MapKepbl MMMYHHOrO OTBeTa)
* ba3anbHbI peHOTUN
g * NPI (MHTerpanbHbIW UHAEKC)
* PIK3CA myTtauusa — Alpelisib . X

(HR+/HER2-) RCB (uHTerpanbHbIA UHAEKC)

 NTRK myTaums - larotrectinib " OncotypeDx, PAMS0 n t.A.

* MSI-H/dMMR
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ER — nepBbl NpeauKTUBHbIN MapKep RS
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MOJTEKYNIAPHBIE MOATUTMbBI PMK

Luminal A Breast Gancer -

CTaamna Ha MOMEHT AMarHOCTUKN
1-44%, 2-47%, 3-4 — 9%
CreneHb 310Ka4eCTBEHHOCTH

- most common type:-~40-50%. Older pts.

- express ER-associated.proteins, and . "
. respond to endocrine therapy

. a;atl‘apoptotic phenotype: BCL2, élpw ' ;“;;:jm A s
*gfowirlg, evehtually metastasizes (to nodes | T

. and:bone), good 5- and 10-year outcomes

» do NOT express proliferation or HER2-
S30s associated gehes, chemo

PR ER2 EGFR

Bbicokan 58%, ymepeHHan/Hu13Kana 42%




09.12.2021

MOMEKYAAPHBIE MOATUT bl PMK

Lumlnal B Breast Cancer
. ~25-35% of cases (depends on study pop")

*includes cases which, co- express hormone
;. receptors and HER2, af\d ER posntNe
2 cases with high proliferation

-.Drsease speeific survival hazard ratio ~2.0

. ys-luminal’A

* may benefit from both hormonal and -
" chemotherapy,

CKh/e Ki6Z

* CTaama Ha MOMEHT AMarHOCTUKM
* 1-39%, 2- 54%, 3-4 - 6%
+ CreneHb 3/10Ka4eCTBEHHOCTU

* Bbicokan 56%, ymepeHHas/H13Kas
44%

* 5-1eTHAA BbIXXMBAEMOCTb
* 45-90%

MOJERYJTAPHBIE MOATUTbBl PMMXK

HER2E Bréast Cancer: -
~10-15% of casés are HER2E ;

“'» well-studied; |dent|ﬁable by FISH and ‘

IHC (as well as PAM50)

-'v'ery aggressive natural hls’tory

«responds to anthracycllnes taxanes
. trastuzumab & new anti- HER2 agents,

$
PR H EGFR CK5/6 Ki67
° .

+ CTaanA Ha MOMEHT 4MarHOCTUKM

* 1-28%, 2-53%, 3-4—-19%

+ CTeneHb 3/10KaYeCTBEHHOCTH

* Bbicokan 70%, ymepeHHas/Huskaa 30%
* 5-NeTHAA BbIXKMBAEMOCTb

* 20-75%
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MOMEKYAAPHBIE MOATUT bl PMK

Basal |_|ke Bréast Cancer' : * CTagna Ha MOMEHT AMarHOCTUKMU

hallmarks - 1-24%,2-62%, 3-4—13%

nor ER associated genes (including . - 5-NeTHAN BbIKMBAEMOCTb
PR, GATA3, BCL2, FOXA1) . ‘ - 30-80%

»0

"-a:dod.N.OT express HER2 rior
associated genes (e.g. GRB7) .

-y

PR HER2 CK5/6

. * CTeneHb 310Ka4eCTBEHHOCTH
- do NOT express eStrogen receptor % * Bbicokan 82%, ymepeHHan/HW13Kaa 18%

I\/IoneHquprle noATnnbl: aHa/In3 BblXKMBAEMOCTHA

(A Norway/Stanford data set B) van't Veer data set
1 3 ”
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< Censored Luminal A Luminal B Basal ERBB2+

|
168 192




09.12.2021

MepcoHannsauma aablOBAHTHOM SHAOKPMHOTEPANWUN C Y4ETOM AAaHHBIX MY/IbTUTE€HHbIX
curHaTyp TINO (NSABP B-14) nonoxutenbHbl 3GPEKT OT NpUMEHEHNA TAMOKCUPEHa Y
nauMeHTOoB, pa3ae/ieHHbIX Ha KaTeropum B cooTseTcTeum ¢ 3LLUP

1.0 1.0
g

0.8 0.8
20.6 0.6

0.4

6e3 0’

Huzkuin puck (3LUP<18) Mpomex. puck (3LUP 18-30)
N N

0.2

Mnaue6o 171 Mnaue6o 85
TamokcudeH 142 TamokcucheH 69
0.0 0.0
z 0 2 4 6 8 10 12 14 16 0 2 4 6 8 10 12 14 16
o ©
5] o oAbl

1.0
Koppensauusa P = 0.06
0.8
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3 Bbicokui puck (3LLUP231)?! 1 PesynbTaTbl He [OMKHbI CIYXWUTb UCTOYHUKOM
yBeXAEHNS, YTO TaMOKCUMEH HE AOMKEH
0.2 . o 9’\‘9 HasHa4yaTbCcsA nauueHTam U3 rpynnbl
naue6o
Ta oo = BbICOKOrO pycka
0.0
0 2 4 6 8 10 12 14 16
Foab! Paik et al. ASCO 2004. Abstract #510.

MepcoHanu3auma afbioBaHTHON XMMUOTEPANWK C YHETOM AaHHbIX MYIbTUFEHHbIX
curHatyp T1-2NO (NSABP B-20) Pe3ynbTaTbl: TaMOKCUMPEH B CPaBHEHWM C
TaMOKCUPEHOM + XMMMOTEPANUA

Hwuskoe 3LLUP p=061 00
MaunerTbl HU3K. pucka (3LLP<18) I'IpomemyTquoe 3P =0
N Cnyu. ”

MaumneHTbl npomesx. pucka (3LLP 18-30)
TAM + X.T. 218 8 N  Cnyu.
Low Risk Patients (REAM 8) 135 4
———fam + Chemo —
— Tam Int Risk (RS 18 - 30)
T C he

TAM + XT. 89 9
TAM 45 4

emo
— Tam

Bbicokoe 3LUP
p <0.001

MaumneHTbl Bbicok. pucka (3LUP=31)
\ Cnyu.

TAM + X.T. 117 13
High Risk Patients (RS TAM 47 18
am + Chemo
— Tam

Paik et al. J Clin Oncol. 2006.
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Comparison of the Prognostic and Predictive Utilities of the 21-
Gene Recurrence Score Assay and Adjuvant! for Women with
Node-Negative, ER-Positive Breast Cancer: Results from NSABP
B-14 and NSABP B-20
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NSABP B-14 NSABP B-20
Randomly assigned ~ Registered Randomly assigned
(n=2892) (n=1235) (n=2363)

Incligible or
no follow-up

Incligible or
no follow-up

(n=101) (n=64)
Clinically eligible Clinically eligible Without institutional
with follow-up with follow-up tumor grade
(n=4026) (n=2299) (n=347)
No blocks No blocks
available available
(n=2992) (n=1629) Included in
Blocks with Blocks with (n=1952)
sufficient IBC sufficient IBC
(n=1034) (n=670)

RT-PCR
(n=11)

No successful

No successful
RT-PCR
(n=19)

===

Successful RT-PCR

| |

Included in analysis |

(n=1023) (n=651)
Placebo-
treated
(n=355)
Included in analysis TAM-treated TAM + chemo TAM-treated TAM + chemo
(n=668)* (n=227) (n=424)' (n=655) (n=1297)
Fig. 1.

CONSORT diagram for patients from the National Surgical Adjuvant Breast and Bowel

Project B-14 and B-20 trials.

Abbreviations: IBC, invasive breast cancer; RT-PCR, Reverse transcription polymerase

chain reaction; TAM, tamxifen; chemo, chemotherapy.

*Includes 290 randomized and 378 registered patients.

T plus metk and fl
otk I te, and M

| (MFT): 203 patients; tamoxifen plus.
| (CMFT): 221 paticnls.

Schema 1 Schema 2

Tumors With ER > 10 fmolimg
Histologically Neg. Axillary Nodes
Th or Lump. + Ax. Diss. + XRT

failure

Randomized or registered
patients completing 5 years of
B-14 Tamoxifen without a

——

Stratification | Placebo |

|TAM|

Age

Clinical Tumor Size
Quantitative ER
Type of Cperation

Af7I8T - 12131/93

|Placebo| | TAM |

114182 - 1/25/88

Tumors with ER 2 10 fmol/mg
Histologically Neg Axillary Nodes
TM or Lump. + Ax. Diss. + XRT

Stratfication
Age
Clinical Tumor Size
Quantitative ER.
Type of Operation

—F CMF

TAM TAM
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AO0IA OKPAEHHBIX KIETOK

*eee

CyMMa OanmoB=1014 OKpalIeHHBIX KIeTOKHIIHTEHCHBHOCTE OKPaCcKII

HHTEHCHBHOCTE OKpPAacKH

B14, B20 ER+
(>10fm/mg) Banugusaumna Oncotype

1982-1988/ Dx (RT-PCT), 2004
1993-1997

OB it
ncologist
Luminal A Breast Cancer and Molecular Assays: A Review

JENNIFER J. GAO,® SanDRA M. Swan BB
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More recent data suggest that for patients with ER+
cancer who receive endocrine-based therapy for only
5 years, the annual risk of distant recurrence is
1.4%—1.8% and up to 21% at 20 years even for TINO
disease. These data also raise the question of whether
these patients with ER+ disease based on IHC truly
have gene-based luminal A subtype.
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ER Low Positive: 1-10% of tumor cell
nuclei immunoreactive

* May benefit from hormonal therapy

* BUT, heterogeneous group
» “clinical outcomes and biologic/molecular profiles that are often more
similar to those of ER-negative cancers”
* “base decisions on the totality of information available"

ERO ER>10%
(n=183)

(n=251) ER Low Positive should not

disqualify appropriate patients

Luminal A 1% 0% 48% from TNBC trials or therapy
LuminalB <1% 8% 24%
Basal 61% 48% 6%

4@\ 2 1200 Allison. Arch Pathol Lab Med. doi:10.5858/arpa.2019-
4 s .
. EWES 0N WOU 0904-SA Iwamoto. J Clin Oncol 30:729-34

Y710 B Hawen nabopatopun?

peseKums

;314; 3,56%

Aonu ER=0, ER 1-10%, ER 11-100%

80

74,78
70,95

70

66,78

- 58,36
50
"lm2n3

= 35,69

26,36

24,22 21,65
20
10 6,86
483 356 5,95
; e
ERO ER 1-10% ER>10
N 6uoncua, % M pe3seKkuus, % B mTc, % peunaus, % 18
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Ecnm cpaBHUTL?

peseKuus

ER<1%
16%

ER 1-10%

- 314; 4%
3,56%

Cases # o ER >10%

requiring

2" review mER 1-10%
T 8 ER >10% BER <1%

80%

Winters C, Allison KH, unpublished

TectuposaHume HER2
Bystander Effect of T-DXd vs T-DM1

Control TDM-1, 10 mg/kg DS-8201a, 3.0 mg/kg
Co-culture of HER2+ and HER2~- tumors in vivo HER2- cells still persist Both HER2+ and HER2- are impacted
HER2-
HER2+ cells Tumor regression
cells T MDA-MB-468

NCI-N87
Ogitani et al; Cancer Science, v107 pp1039-1046 (2016)

10



09.12.2021

Her2 + noatnn: HoBble TepaneBTUYECKME BO3SMOXKHOCTH
NpPW HKU3KOW aKkcnpeccnm HER2.,

T-DXd has clinical activity in HER2-low MBC

T-DXd has DURABLE clinical activity in HER2-low MBC

80 N =50 100
60 80-

— IHC 2+
40 60 — == IHC 1+

N §

LA
s 8

* : HR negative
ey

Percentage change in tumor size from baseline
&
3

&
8

Best percentage change in tumor size from baseline
|
N
S

!
o
3

T T T T T 7 T T
10 20 30 40 50 60 100 110 120
(Veek
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Modi et al. SABCS 2018.
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Post Antonio Breast er Symposium® - December 4-8, 2018
Trastuzumab deruxtecan (DS-8201a) in subjects with HER2-low expressing breast cancer: Updated results of a large phase 1 study

Shanu Modi,' Junj Tsurutani 2> Kenji Tamura,* Haeseong Park.? Yasuaki Sagara,* Rashmi K. Murthy,” Hiroj Iwata.* lan E. Krop,? Toshihiko Dol * Charles Redfern, " Alvaro Moreno-Aspitia, > Rebecca Redman, * Caleb Lee,  Masahiro Sugihara, * Yoshiniko Fujisaki'* Shunji Takahashi®
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Her2 + noatmn: HoBble npenapathl 4na HER2 1+

Efficacy of SYD-985 in mBC: Phase 1 study results

HER2+ (n=48): ORR 33%
o HER2 low/ER- (n=17): ORR 40%
“lp HER2 low/ER+ (n=32): ORR 27%

Change trom Baselme (%
8 8 o
|
I
[
|

HERZ HCecore B 01+ B 2. 0 3.
Saura C, et al. ASCO 2018
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Implementing antibody-drug conjugates

(ADCs) in HER2-positive breast cancer: state
of the art and future directions

Emanuela Ferraro' (3, Joshua Z Drago™ and Shanu Modi'"

Fiemans o al Basas! Cancer Risaandh

2021) 2284

Fmpeaitdoioeg’ L] 18651 305 B0 | < 1 4 55wy

Table 2 Pharmacological properties of anti-HER2 ADCs undergoing clinical trials

ADC Ab Linker Payload DAR Ongoing clinical trials®

name

SYD985  Trastuzumab Valine-citrulline linker Seco-DUBA (DMA-alkylating) 28  NCT03262935 NCT04602117

(cleavable) MNCT04235101 NCTD1042379
W49 W25 Cleavable N-acyl sulfonamide auristatin NA. NCT03821233
(microtubule inhibitar)

PF- Trastuzumab-derived Ab Maleimidocaproyl-valine- Aur-06380101 4 NCT03284723

06804103 citrulline linker (cleavable)

MRGO0Z  Anti-HERZ 1gG1 MLA Monomethyl auristatin E NA  CTR20181778
NCT04492488, NCT04742153

GQ1001  Anti-HER2 IgG NA MNA MNA  NCT04450732

ARX788  Modified heawy chain Amberstatin (AS269) Dolastatin monomethyl auristatin 1.9 NCT03255070

Ala114 of anti-HER2 mAb (non-cleavable) F (microtubule inhibitor)
AlGE Trastuzumab Valine citrulline peptide Duostatin-5 (microtubule MA. NCT03602072
(cleavable linker) inhibitor)

XMT- HT-19 (anti-HER2 1gG1) Cleavable hydrophilic AF-HPA {microtubule inhibitor) 12 MNCT02952729

1522 polymer

RC48- Hertuzumab (anti-HER2 Valine citrulline peptide Monomethyl auristatin E 4 NCT04329429

ADC humanized Ab) (cleavable linker) (microtubule inhibitor) NCT04280341
NCT04311034
NCT04714190
NCT04073602
NCT04264936
NCT03556345
MNCTO3500380
NCT03052634

BDC- Trastuzumab Non cleavable linker TLR7/8 inhibitor NA  NCT04278144

1001

F5-1502  Trastuzumab MA Monomethyl Auristatin F MA  NCT03944492

GQ1001  MA MNA NA NA  NCT04450732

ALT-P7  Trastuzumab biobetter HM2 Cysteine-containing peptide  Monomethyl auristatin E MA  NCT03281824

(rmicratiibiile inhihiton
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NordiQC Assessment

Score 0

*f36%
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Herceptin Therapy
(15%

pacnpepeneHue crtatyca HER2

HER2 3+; 2138;
14,87%

HER2 2+; 1620;
11,27%

HER2 1+; 5157,
35,87%

HER2 0 HER2 1+ HER2 2+ HER2 3+

HER2 0; 5462;
37,99%
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