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Deeskalacia

e =personalizacia liecby
=optimalizacia (efektivita terapie vs riziko NU)

* Chirurgicka
e ME vs parcialna ME/WLE
e Ziadna operdcia ak pCR?
* Re-excizia pri tesnom okraji
e Staci, no-ink on tumor”
* ALND vs. SLNB
* Dokoncenie ALND pri pozitivite SLN vs. iba SLNB

e Ziadna SLNB
e TAD vs TLNB (po neoadj. CHT, klipy do LU)




Deeskalacia
e Radioterapeuticka
* Whole-breast RT (WBRT, WBI) vs. APBI (dalsie prednasky - Drs. P. Lukacko, D.
S¢éepanovic)
» Ziadna RT (na prsnik, na axilu)
» Systémovej liecby

* Riziko rekurencie, genomické testy
* CHT vs no CHT

* CAVE!

* Deeskalacia chirurgie — eskalacia v RT
* ,One-size (treatment)-fits-all“ — neplati pri Ca prsnika



SLNB vs ALND

* \'ynechanie ALND pri pozitivite
SLNB:
e |BCSG 23-01 (r. 2013, 2018)
« ACOSOG Z0011 (r. 2005, 2017)
« SINODAR-ONE (r. 2022)

* Nahradenie ALND pri pozitivite
SLNB radioterapiou:
e OTOASOR (r.2013, 2017)
 AMAROS (r. 2014, 2022)

 SENOMAC (r. 2024)

* cT1-3, do 2 makro-mts SLNB+,
micro-mts OK, ENE+ OK

Proportion of Patients Alive
and Free from Recurrence

Recurrence-free Survival (Per-Protocol Population)
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N Engl J Med 2024;390:1163-75.



No axilary surgery vs. SLNB

FINDINGS
Omission of SLNB was noninferior to SLNB in patients with breast cancer
. smaller than 2 cm and a negative ultrasound of the axillary lymph nodes
* INSEMA trial
* Zatial mame iba PRO/QolL i
* BeZivD, A I - S
- BOOG 2013-08
* Beziv NL %
Y 0.94 -
 SOUND trial (r.2023) £ |
e do 2cm, nie viacpocetné =
multifokalne/multicentrické 103" : Ak .
* Median vek 60r. Years from surgical procedure

* negat USG axily

. \/2 i |l
Vsetky pac. mali ale RT!! SLNB: 5-y DDFS, 97.7%

No SLNB: 5-y DDFS, 98.0%
(log-rank test, P = .67; hazard ratio, 0.84; 90% Cl, 0.45-1.54;

noninferiority P=.02)  jama Oncol. 2023;9(11):1557
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Neoadjuvantna systémova

* \V\yvhody
* Sledovanie odpovede
» Cas naplanovat operaciu, ¢as na genetickd analyzu, ...
* Downstaging
e De-esklacia liecby LU — ALND vs SLNB vs TAD, RNI +/-

* Dosiahnutie pCR
e TNBC —chemo + 10
e HER2 3+ — chemo + dudlna anti-HER2 blokada

° Od povede = pCR - ai 60% THP (Neosphere) { | | 39.3%
* MozZnost de-eskalacie liecby u pCR THP (PEONY) 1 | 39:3%
TH+L (NeoALTTO) { | | 46.8%
|

TCb+HP (KRISTINE) A | 55.7%




DOWNSTAGING OF AXILLA BASED ON RESPONSE TO NACT

539 patients with stage ll-lll HER2+ or TNBC treated on CALGB 40601 or 40603

* NACT highly effectivein
downstaging the axilla

* De-escalation of axillary
surgery can be considered

if good response to NACT Baseline ypNO ypNO
" . Clinical Nodal ; ifypT1-4
B ifypTO ifypTl
ng(ré derﬁ N OfJ |Em Siatus yp YpP

’ -
’ -
’ -

Clinical
Stage I
orlll

Neoadjuvant Chemo ‘

Weiss Ann Surg Oncol. 2021; 28(11): 5960



Post-neoadjuvatne

* De-eskalacia chirurgie axily
e ALLIANCE A110202, ADARNAT, TAXIS (Studie bezZia) -
* SLNB+RT vs ALND+RT u ypN+

* AXSANA, ATNEC (bezi)
* SLNB vs TAD vs ALND u ycNO

« EUBREAST-01, ASIC, ASLAN (studie bezia)
* Ak pCR v prsniku:
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* cNO ->100% Cisté LU — bez axil. chirurgie 60 _
e N1 ->89% Cisté LU —> SLNB P Complete
50 —:Partial p=0.038
* NEOSENTI-TURK MF-18-02 (r. 2021) . ” ” - " -
e cN1->SLNB (pri ypTO a/alebo ypNO) + RNI (bez ALND) DFS{months)
108 104 Paggnts.at-msso 29 24
— 195 185 146 90 44 25

Reimer Cancers (Basel) 2020;12(12):3698, Ryu J Clin Oncol 2023;41(16) TPS624, Cabioglu EJSO 2021;47(10):2506



Post-neoadjuvatne

* De-eskalacia chirurgie prsnika

 OPTIMIST — bezi
* VACB s pCR, na MRI < 1.0cm,

 MD Anderson (r.2022)
RESULTS: Primary objective IBTR-free survival among patients who did not

¢ pCR (TN BC: HER2 3+) na Zé klade VACB; undergo breast surgery 3-year planned analysis
USG/MRI < 2cm

* Bez operacie prsnika, iba RT+boost vsetky pac.
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2 ;
v. g 100% IBTRFS
e 3-r. follow-up — ziadne IBTR = 06 -
8
e Secondary
8 100% OS/DFS
2 04
e
g
£ 02
g o0 : . :
& 0 12 24 36 48 60 72
No. at Risk Time (months)
31 31 25 16 12 3 0

Median follow-up 38.4 months {IQR 27.6-51.8)

Kuerer. Lancet Oncol 2022; 23: 1517+ ESMO 2023 Abstract 243MO



1009 — Low-risk group: 2:1% (95% Cl 0-9-4-3); p=0-89
o —— Intermediate-risk group: 2:2% (95% Cl 1-0-4-1); p=0-75
e é 80- —— High-risk group: 2:3% (95% Cl 0-8-5.5); p=0-83
Post-neoadjuvatne
S8 40
g 20
4 M M 0 I I I I 1
* De-eskalacia RT axily ; ; : ; s
Number at risk
PY (number censored)
RAPCHEM (r' 2022) Low-risk group 291 (0) 288 (3) 276 (14) 267 (21) 266 (21) 250 (35)
Intermediate-risk group 370 (0) 362 (7) 350 (17) 341(26) 322 (41) 303 (59)
e cT1-2N1 High-risk group 177 (0) 173 (3) 159 (16) 143(32) 140 (35) 120(53)
* ypNO pri ALND —iba WBR, bez RNI |
N NSABP B-51
* 5-r.LRR 1% 3 AP
n 8 L T —————
« NSABP B-51 (r. 2023) 2 2,
2 e Invasive Breast Cancer Recurrence-free Interval
. . A — HR
* cT1-T3, pN1 (biopsia) — £ T ey Py S
. . o s . Mo €0 (0606§1829) 05 gar
* pN1->ypNO pri SLNB (min. 2LU) o S
2. . 2 20 4
* Ziaden benefit RNI - [
% YT & » & £ = =
§ 80 Months from randomization
'z Distant Recurrence-free Interval
§oo- Events (“.::CI) P-value  SyrEst
5 o , 93.4%
8 - s :g (o.g70-(:.5|) 099 934%
[
§
De Wild Lancet Oncol 2022 Sep;23(9):1201 R,

Mamounas, SABCS 2023, Abs GS02-07 © " wdiths oM randoiizatiot
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V\ynechanie RT prsnika (po parc. oper.)

 NSABP B21 trial (r. 2002)

3 1.0 4
 RTvs RT+TMX vs TMX solo u pTINO = _
8 S 08
* LRR9,3vs 2,8vs 16,5%, rovnakée OS &<
S g— 0.6
« CALGB 9343 (r. 2004, 2013) ==
S E A Local Recurrence—free Survival
i Nad 70r ;‘;;,53 0.2 Incidence of Local Recurrence
8 - $:2RT gli {()]_0118; 95% Cl, 0.07 to 0.42 (95% Cl)
* pTlNOI ER+I = T . T o percent o
7 0 5 10 1 o Radiothera .8 (3.1-6. .5 (6.8-12.
* LRR 2 vs 9%, rovnaké OS Time Since Study Entry (years| N eadotrery 030038 aaliy

No. at risk 100+

 PRIME-II (r. 2015, 2023) 2 o e
* Nad 65r
* pT1-2;5.,NO, RO, HR+
e Lokdlne rekurencie z 0,9% na 9,5%
* Rovnaké DDFS, OS N R S S

Fisher JCO 2002, Hughes NEJM 2004 + JCO 2013, Kunkler Lancet Oncol 2015 + N Engl J Med Time

No. at Risk

2023.388.585 No radiotherapy 668 628 569 463 369 209
) .

Radiotherapy 658 625 585 478 383 207
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204

Local Recurrence—free Survival
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Vynechanie RT prsnika

(po parc. oper.)

e PRIME-II (r. 2015, 2023)
ER low—19 % LRR |
ER high (nad 50%) — 8,6%

Nie u: ER < 50%
LVSI+
Gr3
zla adherencia ku HT

Kunkler Lancet Oncol 2015 + N Engl J Med 2023;388:585

—— ER-high, radiotherapy
ER-low, radiotherapy = ---

ER-high, Radiotherapy
ER-high, No Radiotherapy 3.9 (2.3-5.6)
ER-low, Radiotherapy

ER-low, No Radiotherapy 12.7 (4.3-21.2)

—— ER-high, no radiotherapy

ER-low, no radiotherapy

Incidence of Local Recurrence

(95% Cl)
5yr 10 yr
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0.7 (0.0-1.5) 1.0 (0.1-1.9)
8.6 (5.7-11.4)
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No. at Risk

ER-high, radiotherapy 603
ER-high, no radiotherapy 593
ER-low, radiotherapy 53
ER-low, no radiotherapy 65
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V\ynechanie RT prsnika (po parc. oper.)

A Local Recurrence

 LUMINA (r.2023)
* nad 55r, (X=67r)
* pT1INO, HR+, Ki 67 £13,25% (= luminal A)
* 5-rLR 2,3%

 IDEA trial (r.2024)
e 50-69r, (X=62r)
* pT1INO, HR+, Oncotype DX Breast Score <18
* 5-rLR 3,5%

Whelan N Engl J Med 2023;389:612, Jagsi JCO 2024;42(4):390,

Probability

No. at Risk

1.0+
0.9- 0.20-
084 0.15
0.7
0.6 0.104
0.5
0.4 0.05
0.34 0.00 r r . . :
0.2 0 1 2 3 4 5
0.1+
0.0 T T f T 1
0 1 2 3 4 5
Years since Enrollment
500 477 463 449 398 246

Freedom From Recurrence Estimates
With No. of Subjects at Risk

Recurrence (probability)

|||||||||||||||||

Time (months)



V\ynechanie RT prsnika (po parc. oper.)

 PROSPECT (r.2024)
* Nad 50r., (x=63r)
e cTINO/pN1mi, predoperacne MRI — unifokalne

* (11% pac. malo okultné tu. na MRI)
* 63% okultnych lézii > 2cm od tu.

* 5-r. IIRR 1.0% + nodal R 1%

e E4112 trial (r.2023 —SABCS)
e Low-risk DCIS, RO
* MRI + Oncotype DX Breast DCIS Score < 39
* 5-r. LRR 5,5% ( vs. 4,8% high-risk kt. mali RT)

Mann Lancet 2024;403(10423):261, Khan SABCS 2023



I. Meattini et al.

Table 5

Ongoing trials on de-escalation/optimisation of treatment for early-stage breast cancer.

The Breast 69 (2023) 401-409

EUROPA [87] EXPERT NATURAL PRECISION PRIMETIME [88] IDEA LUMINA
Study type (number Phase 3 Phase 3 Randomised Phase 3 Single arm (690) Single arm (2400) Single arm (202) Single arm
of patients) Randomised (926) (1167) Randomised (500)
(926)
Age (years) >70 >50 >60 50-75 >60 50-69 >55
Stage, histology, T1 NO pT1 NO pT1 NO pT1 NO Grade pT1 NO pT1 NO pT1 NO
biological Any grade (<10 Grade 1-2 Grade 1-2 1-2 Grade 1-2 Any Grade 1-2
subtype, margins mm) ER/PgR >10% HER2 ER > 10% ER/PgR >10% Very low risk patients g Recurrence Score ER > 1%

Grade 1-2 (11-19
min)

ER/PgR >10%
HER2 neg

Kie7 < 20%
Negative surgical
margins (no ink)

negative ROR score
<60

Negative surgical
margins

HERZ2 negative
Surgical margins
>2 mm

HERZ2 negative
Negative
surgical margins

(based on THC4 + C)
ER/PgR positive
HER2 negative
Surgical margins >1
mm

<18
ER/PgR positive

HER2 negative
Surgical margins
>2 mm

PgR >20%
HER2
negative
Surgical
margins >1
mm

Method IHC PAM 50 IHC PAM 50 IHC4+-C FISH for Oncotype-DX IHC
FISH for HER2 2+ FISH for HER2 2+ FISH for HER2 FISH for HER2 HER2 2+ FISH for HER2 2+ FISH for
2+ 2+ HER2 2+
Arms RT vs ET ET + RT vs ET ET + RT vs ET ET only ET only ET only ET only
Primary endpoint(s) 5-year LR 2-year 5-year LR 5-year LR 5-year LR 5-year LR 5-year LR 5-year LR

HRQoL

Abbreviations: LR, local recurrence; ET, endocrine therapy; IHC, immune histochemistry; FISH, fluorescent in situ hybridization; HRQoL, health-related quality of life;
RT, radiation therapy; EIC, extensive intraductal component; IHC4 + C, immunohistochemical biomarkers plus clinical information; ER, oestrogen receptor; PgR,
progesterone receptor: ROR score. risk of recurrence score.

Meattini et al. The Breast 69 (2023) 401.



/aver

e Ziadna operacia ak pCR? — ano, ak VACB, studie

e Ziadna SLNB? — 4no, ak spiria SOUND kritéria, véetky mali RT

* Iba SLNB po neaodj.? —ano, ak ypTO, studie

e Ziadna RNI po neoadj. — ano, ak ypNO

e Ziadna WBI? — dno, vybraté pacientky s low-risk, luminal A nddormi

Dakujem za pozornost
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