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Wczesny rak piersi

De-escalated neoadjuvant taxane plus trastuzumab and pertuzumab with or without carboplatin in HER2-positive
early breast cancer (neoCARHP): A multicentre, open-label, randomised, phase 3 trial.

Predicting pathologic complete response (pCR) from clinicopathologic variables and HER2DX genomic test in stage
II/11l HER2+ breast cancer treated with taxane, trastuzumab, and pertuzumab (THP): Secondary results from the
EA1181/CompassHER2 pCR trial.

Prediction of survival after de-escalated neoadjuvant therapy in HER2+ early breast cancer: A pooled analysis of
three WSG trials.

Prospective randomized phase Il trial to assess the efficacy and safety of neo-adjuvant olaparib/carboplatin (OC) in
comparison to docetaxel/epirubicin/cyclophosphamide (TAC) in patients with early triple-negative breast cancer
(TNBC) with homologous recombination deficiency (HRD): Primary results from the ABCSG 45 trial.

A phase 2 study of response-guided neoadjuvant sacituzumab govitecan and pembrolizumab (SG/P) in patients with
early-stage triple-negative breast cancer: Results from the NeoSTAR trial.

15-year outcomes for women with premenopausal hormone receptor-positive early breast cancer (BC) in the SOFT and
TEXT trials assessing benefits from adjuvant exemestane (E) + ovarian function suppression (OFS) or tamoxifen (T)+OFS.

Efficacy and safety of elinzanetant for vasomotor symptoms associated with adjuvant endocrine therapy: Phase 3
OASIS 4 trial.

Efficacy and safety of ribociclib (RIB) + nonsteroidal aromatase inhibitor (NSAI) in NATALEE: Analysis across menopausal
status and age.

The TRADE study: A phase 2 trial to assess the tolerability of abemaciclib dose escalation in early-stage HR+/HER2-
breast cancer.




Zaawansowany rak piersi

Abstrakt LBA 1008 Trastuzumab deruxtecan (T-DXd) + pertuzumab (P) vs taxane + trastuzumab + pertuzumab (THP) for
first-line (1L) treatment of patients (pts) with human epidermal growth factor receptor 2-positive (HER2+)
advanced/metastatic breast cancer (a/mBC): Interim results from DESTINY-Breast09.

Abstrakt LBA 4 Camizestrant + CDK4/6 inhibitor (CDK4/6i) for the treatment of emergent ESR1 mutations during first-line
(1L) endocrine-based therapy (ET) and ahead of disease progression in patients (pts) with HR+/HER2- advanced breast
cancer (ABC): Phase 3, double-blind ctDNA-guided SERENA-6 trial.

Abstrakt 1001- Patient-reported outcomes (PROs) in patients with ER+, HER2- advanced breast cancer (ABC) treated with
imlunestrant, investigator’s choice standard endocrine therapy, or imlunestrant + abemaciclib: Results from the phase lil
EMBER-3 trial.

Abstrakt LBA 1000- Vepdegestrant, a PROTAC estrogen receptor (ER) degrader, vs fulvestrant in ER-positive/human epidermal
growth factor receptor 2 (HER2)-negative advanced breast cancer: Results of the global, randomized, phase 3 VERITAC-2 study.

Abstrakt 1003 INAVO120: Phase Il trial final overall survival (OS) analysis of first-line inavolisib (INAVO)/placebo (PBO) +
palbociclib (PALBO) + fulvestrant (FULV) in patients (pts) with PIK3CA-mutated, hormone receptor-positive (HR+), HER2-negative
(HER2-), endocrine-resistant advanced breast cancer (aBC).

Abstrakt 1005 A double-blind placebo controlled randomized phase lll trial of fulvestrant and ipatasertib as treatment for
advanced HER2-negative and estrogen receptor positive (ER+) breast cancer following progression on first line CDK 4/6
inhibitor and aromatase inhibitor: The CCTG/BCT MA.40/FINER study (NCT04650581).

Abstrakt LBA 109 Sacituzumab govitecan (SG) + pembrolizumab (pembro) vs chemotherapy (chemo) + pembro in previously
untreated PD-L1-positive advanced triple-negative breast cancer (TNBC): Primary results from the randomized phase 3
ASCENT-04/KEYNOTE-D19 study.

Abstrakt 1019 Sacituzumab tirumotecan (sac-TMT) as first-line treatment for unresectable locally advanced/metastatic triple-
negative breast cancer (a/mTNBC): Initial results from the phase || OptiTROP-Breast05 study.




Wczesny HER2-dodatni rak piersi

Czy mozemy odstgpi¢ od pochodnych platyny w
schematach NAT (opartych o taksoid i podwdjna
blokade anty-HER2: trastuzumab/pertuzumab; THP)?

NAT, neoadjuvant therapy




Przestanki do skojarzenia taksoidu, trastuzumabu i
pochodnych platyny
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Table 2. Study drug administration for patients enrolled in open-label phase
IT trials of docetaxel, platinum salts, and trastuzumab*

BCIRG 101
(N = 62)

UCLA-ORN
N = 62)

Chemotherapy cycles
Total number of cycles 389 385

Median number of cycles (range) 6 (3-8) 6 (2-13)
No. of cycles requiring dose reduction 46 (12) 77 (20)
(%)
No. of patients treated with G-CSF/GM- 10 (16) 42 (68)
CSF (%)
Total number of trastuzumab infusions 2503 2520
During chemotherapy 1160 1242
Median (range) 18 (7-25) 18 (4-57)

Following chemotherapy 1343 1278
Median (range) 25 (1-75) 24 (1-87)

Table 5. Clinical objective responses to treatment among patients enrolled in
open-label, phase II trials (N = 62 for each) of docetaxel, platinum salts, and
trastuzumab*

BCIRG 101 UCLA-ORN

No. of evaluable patients (%) 62 (100) 59 (95)
Complete response, No. (%)t 3 (5) 12 (20)
Partial response, No. (%) 46 (74) 22 (37)
Stable disease, No. (%) 12 (19) 13 (22)
Disease progression, No. (%) 12 12 (20)
Overall objective response, No. (%) 49/62 (79) 34/59 (58)
Overall response rate by FISH statust N =54 N = 57

Positive, No. (%) 27/35 (77) 25/40 (63)

Negative, No. (%) 16/19 (84) 717 (41)

‘ Proportion Progression Free

Proportion Progression Free
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pCR i parametry przezycia w

kluczowych badaniach klinicznych

Fenotyp Badanie Schemat PCR % EFS/DFS % 0S% Piémiennictwo
Faza neoadiuwantowy
Gianni L, i wsp.
NeoSzphere THP 46 > &FS BD Lancet Oncol. 2012;
Lancet Oncol. 2016

HER2+

TRYPHAENA
2

BERENICE
2
TRAIN-2
3

TCbHP

ACydd>PXLHP
FEC,>THP

PXLCbHP

chneeweiss A, 1 wsp.
Ann Oncol 2013;
Eur J Cancer. 2018

Swain SM, i wsp.
Ann Oncol 2018
van der Voort A, i wsp.
JAMA Oncol 2021

T, docetaksel; H, trastuuzmab; P, pertuzumab; Cb, karboplatyna; A, doksorubicyna; C,, cyklofosfamid; dd, dose-dence; PXL,
paklitaksel; F, fluorouracyl; E, epirubicyna; BD, brak danych




neoCARHP Study Design (NCT04858529) Baseline Patients Characteristics

THP TCbHP TCbHP
(n=382) (n=384) (n=384)

_ Age (median [IQR], years) 52 (45-58) 51 (44-56) Hormone receptor status, n (%)
THPXG‘ Q3w (n_387) R Menopausal status, n (%) ER-negative andPR-negative 142 (37.2%) 144 (37.5%)
(Investigator-selected taxane .+ —_— 191 (50.0%) 200 (52.1%) Ey— o
Trastuzumab IV 6 mg/kg, loading Postmenopausal 191 (50.0%) 184 (47.9%) |l HER2 status, n (%)
Aged 218, untreated, dose 8 mg/kg + Pertuzumab IV T stage, n (%) Immunohistochemistry 3+ 338 (88.5%) 348 (90.6%)
stag(?d lI-11l, HER2- 420 mg, loading dose 840mg) T1-2 311 (81,.4%) 302 (78 6%) Immunchistochemistry 2+ and 44 (11.5%) 36 (9.4%)
positive breast cancer T34 71(18.6%) 82 (21.4%) _ ISH-posttive
- Nodal status, n (%) BIGT 0 Cal
Stratification TCbHPx6 Q3W (n=387) Negative 137 (35.9%) 138 (35.9%) <30% 163 (42.7%) 172 (44.8%)
< s (Investigator-selected taxane* + Positive 245(64.1%) 246 (64.1%) zilk 2Rl R NS0 2R
G Carboplatin IV AUC 6 mg/mL/min + Disease stage, n (%) Taxane therapy.n (%) o o
o o Docetaxel 137 (35.9%) 141 (36.7%)
dose 8 mg/kg + Pertuzumab 1V 420 Stage Il 88 (23.0%) 109 (28.4%) Baclifarel 75 (10.6%) 72 (18.8%)
H . . .070 .07/0
+ Primary endpoint: pCR (ypT0/is ypNO) mg, loading dose 840mg) Histological type, n (%)
— - , . Ductal 375 (98.2%) 376 (97.9%)
» Secondary endpoints: Safety, clinical response * 5
y p Y. p Docetaxel, Paclitaxel or Nab-paclitaxel Lobular 1(0.3%) 2(0.5%)
during neoadjuvant therapy, EFS, DFS, OS Others 6 (1.6%) 6 (1.6%)

THP was considered non-inferior if the lower bound of the two-sided 95% Cl (Newcombe-Wilson score method) for the pCR difference exceeded the prespecified - 10% non-inferiority margin

THP TCbHP

o . = A I [T C R b h t t t Pl Y 7S Difference (95% CI)
ff .
E Icacy Analys Is - pC R Efflcacy na ySIS' p y ormone recep or s a us All patients 245(64.1) 263 (65.9) = -1.80 (-8.52 to 4.99)
Age group i
<50 94(635) 100 (61.3) e 220 (85610 12.74)
(") . o 250 151(64.5) 153 (69.2) -+ -470(1320103.93)
» 9 Difference (95% Cl): 0.4 (-9.2, 10.0) Tumour grading i
[ i oL 0 z © H 135(64.9) 119 (633) —— 16(-7.8010 11.03)
= Difference: -1.8, 95% CI -8.5 t0 5.0 = L fationlllioding: - e AT
© P =0.0089 g 78.2% 77.8% Unknown 28(560) 31(738) —_— -17.80(-35.3110 1.84)
[}] = ) c A 0, : Hormone receptor status :
2 g_ Dlﬁerence (95 /O CI) 30 ( 11 '7’ 59) ER-negative and PR-negative 111(782) 112(77.8) —t— 0.40 (-9.20 to 10.00)
o 65.9% © ER-positive and/or PR-positive 134(558) 141 (588) 1 30 (-11.70 10 5.91)
= . 58.8% HER stans ;
»n 2 55.8% Immunohistochemistry 3+ 235(695) 243 (69.8) P -0.30 (-7.17 10 6.56)
2 £ Immunohistochemistry 2+ and ISH-positive 10 (22.7) 10 (27.8) — 5.10(-240910135)
[y [ Disease stage i
S - ] 192(65.3) 183 (66.5) — -1.20(-8.98106.52)
= = " 53(602) 70(642) —— -4.00 (17.37109.37)
T stage H
£ 8 T2 202(650) 200 (66.2) f—1— 120 (:8.70106.23)
8 = T34 43(606) 53(646) —r -4.00(-19.07 to 11.06)
S Nodal_status H
[ = Negative 91(664)  94(68.1) et 170 (126110 9.35)
2 g‘ Positive 154 (629) 159 (64.6) —t 170 (101210 6.86)
=2} - Taxane_therapy :
2 -g Nab-paclitaxel 115(676) 116 (67.8) \—‘— -0.20 (-10.04 t0 9.64)
_g = 111/142 112/144 134/240 141/240 Docetael 85(620) 92(652) T -320(-1432107.98)
Paciitaxel 45(600)  45(625 —— -250 (17.7910 12.94)
w® 245/382 253/384 o s e L ———— T ¢ e
o ER-negative and PR-negative ER-positive and/or PR-positive =0, =100 10 0
Favour THP Favour TCbHP
mTHP mTCbHP PCR rate difference (% points)
Gao HF, J Clin Oncol 43, 2025 l 17; abstr LBA500
ao HF, in Oncol 43, suppl 17; abstr
1




neoCARHT: dziatania niepozadane

THP (n=382) TCbHP (n=384)
n (%) n (%)

AE term Grade 3 Grade 4 Total Grade 3 Grade 4 Total
Neutropenia 14 (3.7%) 12(3.1%)| 26(6.8%) | 35(9.1%) 28 (7.3%) | 63 (16.4%)
Febrile neutropenia 5 (1.3%) 0 5(1.3%) 10 (2.6%) 0 10 (2.6%)
Leucopenia 14 (3.7%) 7 (1.8%) 21 (5.5%) | 45(11.7%) 12(3.1%) | 57 (14.8%)
Thrombocytopenia 1(0.3%) 0 1(0.3%) 10 (2.6%) 6 (1.6%) 16 (4.2%)
Anaemia 8 (2.1%) 0 8 (2.1%) 24 (6.3%) 1(0.3%) 25 (6.6%)

THP (n=382) TCbHP (n=384)
n (%) n (%)

AE term Grade 1-2 Grade 23 Grade 1-2 Grade 23
Neuropathy 166 (43.5) 1 (0.3) 186 (48.4) 2 (0.5)
Nausea 102 (26.7) 0 166 (43.2) 1 (0.3)
Vomiting 66 (17.3) 0 112 (29.2) 3 (0.8)
Fatigue 158 (41.4) 2 (0.5) 167 (43.5) 3 (0.8) ..
Increased creatinine 10 (2.6) 0 63 (16.4) 5 (1.3)

1

Gao HF, J Clin Oncol 43, 2025 (suppl 17; abstr LBA500)




neoCARHP w odniesieniu do obecnego standardu

Badanie Schemat pCR (ogbtem) pCR (ER dodatni) pCR (ER ujemny)
neoCARHP 6x TCbHP 66% 59% 78%
neoCARHP 6x THP 64% 56% 78%

TRYPHAENA 6x TCbHP 64% 50% 84%

TRAIN-2 9x PXLCbHP 68% 55% 84%

T, docetaksel (co 3 tygodnie); H, trastuzumab; P, pertuzumab; Cb, karboplatyna; PXL, paklitaksel (co tydzien)

neoCARHP:

wiekszos$¢ chorych ponad 70 % w stopniu ll, luminalym HER2-dodatnim ponad 62%;
dane dotyczace EFS, DFS, OS niedojrzate;
brak wytarczajacych danych dla schematu (nab)paklitaksel co 3 tyg.
poszukiwanie biomarkerow wrazliwosci na karboplatyne?

Schneeweiss A, i wsp. Ann Oncol 2013; Eur J Cancer. 2018; van der Voort A, i wsp. JAMA Oncol 2021
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Wczesny HER2-dodatni rak piersi

Czy mozemy odstapic od pochodnych platyny w schematach NAT (opartych o
Y taksoid i podwojna blokade anty-HER2: trastuzumab/pertuzumab; THP)?

National . N " Y- .
Comprehensive NCCN Guidelines Version 4.2024: Poland Edition NCCNTGglldellfngs I?detx

- aple o ontents

NCCN ﬁgpﬁgik Invasive Breast Cancer Sioomens

PREOPERATIVE/ADJUVANT THERAPY REGIMENS?

HER2-Positive

Preferred Regimens:
« Paclitaxel + trastuzumabf
* TCH (docetaxel/carboplatin/trastuzumab)
* TCHP (docetaxel/carboplatin/trastuzumab/pertuzumab) (preoperative setting only) <
« If no residual disease after preoperative therapy or no preoperative therapy: Complete up to one year of HER2-targeted therapy with
trastuzumab' (category 1) pertuztmab, )

« If residual disease after preoperative therapy: Ado-trastuzumab emtansine (category 1) alone. If ado-trastuzumab emtansine discontinued
for toxicity, then trastuzumab (category 1) = pertuzumab to complete one year of therapy.9:h i it i
+

Useful in Certain Circumstances: Other Recommended Regimens: W Wy b ra n ej g r u pi e

* Docetaxel + cyclophosphamide + trastuzumab « AC followed by docetaxel® + trastuzumab" (doxorubicin/

« AC followed by T? + trastuzumab" (doxorubicin/cyclophosphamide cyclophosphamide followed by docetaxel + trastuzumab)
followed by paclitaxel plus trastuzumab, various schedules) « AC followed by docetaxel® + trastuzumab + pertuzumabh

+ AC followed by T® + trastuzumab + pertuzumab" (doxorubicin/ (doxorubicin/cyclophosphamide followed by docetaxel +
cyclophosphamide followed by paclitaxel plus trastuzumab plus trastuzumab + pertuzumab) C O r C
pertuzumab, various schedules) (preoperative setting only) +Paclitaxellearboplatin—+trastuzumab-+pertuzumab

« Neratinib9 (adjuvant setting only)
« Paclitaxel + trastuzumab +pertuzumabh PCTP (paclitaxel/carboplatin/

[ J Y 4
trastuzmab/pertuzumab (preoperative setting only)
* Ado-trastuzumab emtansine (TDM-1) (adjuvant setting only)

Additional Considerations for Those Receiving Preoperative/Adjuvant Therapy (BINV-L, 3)

9 Consider extended adjuvant neratinib following adjuvant trastuzumab-containing
therapy for patients with HR-positive, HER2-positive disease with a perceived

‘Doceraxe/ and paclitaxel may b_e used interchangeably. At . : high risk of recurrence. The benefit or toxicities associated with extended neratinib

V} + patientsdue-to-medieatn ity-ie—hypersensitivity + a siom—t in patients who have received pertuzumab or ado-trastuzumab emtansine is

i e . s
dbstittted-for-weekly-pactitaxet-or docetaxet—then the-weekly-dose-of afbtmin h#”k“t"""“- b aiven i bination with thracvaline | iated with
botnd pacitaxet should not 425 e rastuzumab given in combination with an anthracycline is associated with .
bItis acceptable to change the administration sequence to taxane (with or S|g‘r\1n‘|<:antX card!ac taxlluty. oRedrent u ftrastuzumab-and-pertuztmab-with-an
without HER2-targeted therapy) followed by AC. e T i e . ot .
fPaclitaxel + trastuzumab may be considered for patients with low-risk et D e il i
T1,NO,MO, HER2-positive disease, particularly those not eligible for other D s e G it s e
standard adjuvant regimens due to comorbidities. pertuztmab-to-trastuzumab-phus-chemotherapy in-preventing recurrencesinth

withrodepostivedisea

Note: All recommendations are category 2A unless otherwise indicated. This is the NCCN Guidelines: Poland Edition, For definitions, see page DEF-1.

.
Version 42024, 11/20/24 © 2024 National Comprehensive Cancer Network® (NCCN®), All rights reserved, NCCN Guidelines®, and this illustration may not be reproduced in any form without the express writien permission of NCCN 2 OF 9 N A I I n e O a dJ u Va n t t h e ra py




Czy mozemy de-eskalowac¢ schematy NAT:

Lliczby cykli do 4?
(12 vs 18-24 tygodni?)

NAT, neoadjuvant therapy l

i




De-eskalacja poprzez |liczby cykli NAT do 4?

ADAPT-HR-/HER2+ (n=134)

4xT+P vs
4% T + P + paclitaxel q1w

ADAPT-HR+/HER2+ (n=375) } EA1181 CompassHER2 pCR: Study design @

4x T-DM1 £ET vs
Activation Feb 2020

Accrued thru Oct 2023

4x T+ET

4 Target accrual: n=2,156 _PreoperatlvePhase ......... s " n .
pCR 34% vs 91%1 pCR pCR 41‘42% VS 1 5%3 Accrual completed n=2,175 RI: THP x 4 Cvcles ARUATEER T InasEEatE)
5y iDFS: 87% vs 98%? 5y iDFS: 85-89% vs 85%* A R E S, J[E [ o— oCR T :
Eligibility: * ? {1 80 mg/m?qwk x12 _ i ypTO/Tis [ RT and endocrine therapy :
= — Stage Il or IIIA HER2+ BC 1. . OR S|: ypNO) (if indicated) \
7 * H 32 . W BT T T T T T T T T T Ttk
g - / : = - SN0 eligiblelifi>2 em? HEAE docetaxel u
TP-ll (n=207) Keyriched-1 (n=43) S EEhEi i ; b s mermraswhns || R T
* cN1-2 eligible, any T1-3 : = G { recurrence
4x T+P+ET vs HER2-enriched (by PAMS0) - = COMBINED WITH E|: Additional chemo and and survival
4 T+P + pac”taxe| q1w (AN O eblc H ! trastuzumab (H) R anti-HER2 therapy per 7
4x T + P + pembrolizumab | ' OF  &pertuumabip) | | Y|} treating physician
pCR 24% vs 56%5 pCR 47% 7 ;I(E);,Jrocf-l;t%]-gycgpﬂ:‘a?ig:pped « 1 L Arm B: no pCR (residual invasive disease)
5 2 o ER+ defined as 21% ER+ T nwnunnnn

5y iDFS: 92% vs 95%?°

Primary objective: determine if 3y RFS >92% in Arm A separately for ER+/HER2+ and ER-/HER2+ cohorts

Ongoing: HER2-IV (n=402)

4-6x T-DXd vs

\ 4-6x T + P + paclitaxel * carboplatin )

ET, endocrine therapy, IDFS, invasive disease-free survival; pCR, pathological complete response (ypT0/is .
ypNOQ); P, pertuzumab; T, trastuzumab; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan. .

1. Nitz UA et al. Ann Oncol 2017; 2. Nitz UA et al. Lancet Oncol 2022; 3. Harbeck N et al. J Clin Oncol
2017; 4. Harbeck N et al. J Clin Oncol 2023; 5. Gluz O et al. JAMA Oncol 2023; 6. Gluz O et al. presented
at ESMO Congress 2024; 7. Kuemmel S et al. Lancet Oncol 2025.

Graeser MK, J Clin Oncol 43, 2025 (suppl 16; abstr 502); Tung N, J Clin Oncol 43, 2025 (suppl 16; abstr 501)




De-eskalacja poprzez |liczby cykli NAT do 4?

West Germany Group EA1181 CompassHER2

ADAPT-HR-HER2+ (n=134)

T s pakite
4x Tras + Pertuz + paclitaxel q1w 5-year iDFS: 98% - 63% paklitaksel i HP (N — 1367)
34% docetaksel i HP
- bez pochodnych platyny

TriplePositive-ll (n=207) .
4x Tras + Pertuz + ET vs pCR taxa_ne/HP: 506% = 58% w StOPn'IU ”A
4x Tras + Pertuz + paclitaxel g1w 5-year iDFS: 95% - 8% w Stopniu HIA

- 2/3 chorych HR+ (ER >70%)

. - ER (-) 36%
Lacznie: - cze$ciej HER2 3+ IHC i G3
- paklitaksel, trastuzumab, pertuzumab N=149
- bez pochodnych platyny
- 75% w stopniu |
- 72% HR+ P

H, trastuzumab; P, pertuzumab
Graeser MK, J Clin Oncol 43, 2025 (suppl 16; abstr 502); Tung N, J Clin Oncol 43, 2025 (suppl 16; abstr 501) r
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Badania West Germany Group

N

( ADAPT-HR-/HER2+ (n = 134)

4x Tras + Pertuz vs
_ 4x Tras + Pertuz + paclitaxel q1w

~

J

TriplePositive-ll (n = 207)
4x Tras + Pertuz + ET vs
_ 4x Tras + Pertuz + paclitaxel q1w

~

12 e [e]s ez e]orwo]n]r Endpoint

s 1 H B

J

Tras, trastuzumab; Pertuz, pertuzumab

1
' y
Pertuzumab ! 7 /
840 2420 mg E _:‘ /
% i "3 VS.
Trastuzumab / . . . i
8->6mg/kg //// : q:- /
1
Pertuzumab A //
840 420 mg '
Paclitaxel 7 EOT
80 mg/m?
¢ JI * Standard chemotherapy recommended after
Core Core surgery(12-week biopsy (in case of clinical non-pCR;
biopsy biopsy trastuzumab to be completed, for a total of one year
Adjuvant therapy: duration variable Follow Up until 5
Neoadjuvant therapy : 12 weeks depending on CTX. T+ P therapy will be years after
over 40 weeks. Randomization
[*TeTsTeTsTe]rTe]ew |“ {“: 3 Rl paclitaxel>4xEC** or
7 . é % 4xEC>paclitaxel (T+P Trastuzumab +
i< 74 allowed with paclif per plus
o i 5 s adjuvant Follow -Up
- P endocrine
. . . Emg 27 AXEC* ** therapy
- Il icinoimore sz

dann 6mg/kg

Endocrine therapy
nnnnnnnnn

<o0vo-®m

nnnnnnnnnn

* At investigator decision
T = trastuzumab (Herceptin®)
P = pertuzumab (Perjeta®)
Taxane = paclitaxel weekly ; CTX : chemotherapy
**Adjuvant EC = epirubicine and cyclophosphamide not to be combined with trastuzumab + pertuzumab
Total T + P treatment is over 52 weeks / 18 cycles (12 weeks / 4 cycles in neoadjuvant and 40 weeks / 14 cycles in adjuvant phase)




ORIGINAL ARTICLE

Adjuvant Paclitaxel and Trastuzumab for
Node-Negative, HER2-Positive Breast Cancer

Table 1. Baseline Characteristics of the Patients.*

Characteristic Patients (N=406)
Primary tumor no. (%)
Size
Tlmic: <0.1 cm 9(2.2)
Tla:>0.1to<0.5cm 68 (16.7)
T1b:>0.5to<1.0 cm 124 (30.5)
Tle:>1.0t0<2.0cm 169 (41.6)
T2:>2.0t0 <3.0cm 36 (8.9)
Nodal status
NO 400 (98.5)
N1mic 6(1.5)
Histologic grade
I: well-differentiated 44 (10.8)
I1: moderately differentiated 131 (32.3)
11: poorly differentiated 228 (56.2)
Unknown 3(0.7)
HER2-positive status 406 (100)
Estrogen-receptor status
Positive 260 (64.0)
Negative 141 (34.7)
Borderline 5(1.2)
Progesterone-receptor status
Positive 201 (49.9)
Negative 196 (48.3)
Borderline 8(2.0)
Unknown 1(0.2)
Hormone-receptor status
Positive 272 (67.0)
Negative 134 (33.0)

\\

A Disease-free Survival

L

B Recurrence-free Interval

1.

0.8
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PREOPERATIVE/ADJUVANT THERAPY REGIMENS?

HER2-Positive

Preferred Regimens:
« Paclitaxel + trastuzumab®
* TCH (docetaxel/carboplatin/trastuzumab)

trastuzumab’ (category 1)+

* TCHP (docetaxel/carboplatin/trastuzumab/pertuzumab) (preoperative setting only)
« If no residual disease after preoperative therapy or no preoperative therapy: Complete up to one year of HER2-targeted therapy with

« If residual disease after preoperative therapy Ado-trastuzumab emtansine (category 1) alone If ado-trastuzumab emtansme dlscontlnued

followed by paclltaxel plus trastuzumab, varlous schedules)

« AC followed by T® + trastuzumab + pertuzumab" (doxorubicin/
cyclophosphamide followed by paclitaxel plus trastuzumab plus
pertuzumab, various schedules) (preoperative setting only)

« Neratinib? (adjuvant setting only)

trastuzmab/pertuzumab (preoperative setting only)
* Ado-trastuzumab emtansine (TDM-1) (adjuvant setting only)

for toxicity, then trastuzumab (category 1) = pertuzumab to complete one year of therapy.9h i-redesp vi-hritesteghrert
+pertuzamabd-feategory-H'
Useful in Certain Circumstances: Other R 1ended Regi 1St
* Docetaxel + cyclophosphamide + trastuzumab * AC followed by dm:etaxelb + trastuzumabh (doxorubu:ml
« AC followed by T? + trastuzumab" (doxorubicin/cyclophosphamide cycloph h taxel + trastuzumab)

« Paclitaxel + trastuzumab +pertuzumabh PCTP (paclitaxel/carboplatin/

* AC followed by docetaxelb + trastuzumab + pertuzumabh
(doxorubicin/cyclophosphamide followed by docetaxel +
trastuzumab + pertuzumab)

) !

Additional Considerations for Those Receiving Preoperative/Adjuvant Thera

a Docefaxe/ and paclitaxel may be used inter changeab/y Atternative-taxanes-

litosal ol ;
eh-atbumin-t

ind-pactitaxetrmay

" f -
fie-to-medicatnecessitytie hypersen:
+

L -
ty-pactitaxet-ordocetax b
shol e

shettd-not-exeeed

the-paclitas 125-mgi

b It is acceptable to change the admlnlstratlon sequence to taxane (with or
without HER2-targeted therapy) followed by AC.

f Paclitaxel + trastuzumab may be considered for patients with low-risk
T1,NO,M0, HER2-positive disease, particularly those not eligible for other
standard adjuvant regimens due to comorbidities.

BINV-L, 3

9 Consider extended adjuvant neratinib following adjuvant trastuzumab-containing
therapy for patients with HR-positive, HER2-positive disease with a perceived
high risk of recurrence. The benefit or toxicities associated with extended neratinib
in patients who have received pertuzumab or ado-trastuzumab emtansine is
unknown.

h Trastuzumab given in combination with an anthracycllne is associated with
5|gn|fcant cardlactoxn:lty Sonetfrentuse-of trastuzumab-and-perttzamab-with-an

Jod
iced

anthr

L
Ty rftrmed-the-benef

erapy-in-preventing-reetrrenees-in-those

Z 064 Z 06
3 3
] F
2 s
& 04 & 044
02+ 0.2
o T T T T T 1 o T T T T T J
12 2 36 48 60 72 12 24 36 48 60 72
Month Month
No.atRisk 406 390 385 366 193 67 5 No.atRisk 406 390 385 366 193 67 5
C Disease-free Survival According to Tumor Size D Disease-free Survival According to Hormone-Receptor Status
N >lcm 1
HR-positive
08 03
<lcm
HR-negative
2 06 £ 06
3 3
2 3
]
£ o4 £ 04q
0.24 0.24
o T T T T T ] 0. T T T T T )
12 24 36 48 60 72 12 24 36 48 60 72
Month Month
No. at Risk No. at Risk
>lem 205 1% 194 184 98 31 1 HR-positive 272 263 258 249 128 40 5
<lem 201 194 191 182 95 6 4 HR-negative 134 127 127 117 65 27 0

Stage Tumor subtype
HER2 positive

Stage | Tla TH—case by case (with ET therapy
Typically as adjuvant therapy if HR positive)

Tib TH

Tlc TH
Stage Il AC/TH or TCH, with addition of P
Neoadjuvant therapy preferred if neoadjuvant and/or node-positive
Stage I AC/THP or TCHP®

Neoadjuvant therapy preferred
Residual invasive cancer after
neoadjuvant therapy

Trastuzumab emtansine (T-DM1)
for 14 cycles

Tolaney S, N Engl J Med 2015; nccn.org; Curigliano G, Ann Oncol. 2023




Zestawienie dotychczasowych badan|liczby cykli NAT

I Regimen/ Study N pPCR all PCRHR- pCR HR+ '
g;;%c:a;lel + (trastuzumab/pertuzumab (HP) x 6 cycles 9n 46% 67% 36%
S i 107 39% 63% 26%
Careos oo e | s s6% 0%
WS AORPT HRNERE @ | e | e -
Wsa- e postve o | se - so%
pacT aual xil2iwesks. = HR 98 57% 42% 85%
EA1181 CompassHER?: 1367 | 47% 69% 34%

"Hatschek T, JAMA Oncol 2021; 2Gianni L, Lancet Oncol 2012; Lancet Oncol 2016; 3Tung N, ASCO 2025; “Nitz UA, Ann Oncol 2014; >Gluz

0, JAMA Oncol 2023; Waks AG, npj Breast Cancer 2022

Omowienie Hurvitz SA, ASCO 2025

i




Poszukiwanie biomarkerow dla pCR; HER2DX®
Badanie EA1181 CompassHER?2

)\

N

HER2DX® included in the Spanish Society of Medical

Oncologists (SEOM) guidelines,

CLINICAL GUIDES IN ONCOLOGY | Open Access | Published: 16 June 2023

SEOM-GEICAM-SOLTI clinical guidelines for early-
stage breast cancer (2022)

Francisco Ayala de la Pefia &, Silvia Antolin Novoa, Joaguin Gavild Gregori, Lucia Genzdlez Cortijo,
Fernando Henao Carrasco, Maria Teresa Martinez Martinez, Cristina Morales Estévez, Agostina

Stradella, Maria Jesus Vidal Losada & Eva Ciruelos

‘In HER2-positive disease, the HER2DX 27-gene test has recently emerged as
a useful clinical tool [22-25]. The HER2DX test provides two independent
scores indicating prognosis when treated with -based CT (HER2DXrisk-
score).and the probability of achieving a pathological complete response
following trastuzumab based therapy(HER2DX pCR-score). Thus, HER2DX
can help to identify suitable candidates for escalation and

deescalation treatment strategies in some clinical situations, even when this
tool needs additional validation (Il, B)."

Based on a systematic review of
relevant studies and on the
consensus of experts from GEICAM,
SOLTI, and SEOM.

Pomiar ekspresji 27 gendw;
materiat bloczek parafinowy

HER2

Tumor cell
proliferation

Immune Luminal

Elagle]ilelely]

infiltration differentiation expression

The biological information from these 4 gene signatures is combined
with clinical data such as tumor stage and nodal stage.

N7 8%% G
Wr e %%@ @5@%

Immune Luminal Proliferation Tumor stage Nodal stage

https://www.reveal-genomics.com
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@ Badanie EA1181 CompassHER2
analiza wieloczynnikowa: pCR i biologia!

\'\

Clinical Factor OR for pCR (95% C) # patients (n=569)

ERBB2 mRNA level
DK pCE ol e 0 o ERBB2/10 units 1.33 (1.16-1.51) 569
Medium 4.12 (2.33-7.28) 161 S . -
High 2.75 (1.36-5.56) 182 HER2E 2.69 (1.63-4.42) 353
ER ER+ >70% 1.0 244 1gG

ER+ 11-70% 2.37 (1.22-4.63) 64 1gG/10 units 1.09 (1.02-1.16) 569
ER+ 1-10% 3.12 (1.18-8.19) 31 ER ER+ >70% 1.0 244
ER- 0% 3.70 (2.01-6.81) 230 ER 11-70% 2.71(1.39-5.27) 64
ER 1-10% 2.89 (1.14-7.33) 31
HER2 IHC* ER- 4.21(2.57-6.91) 230

2+/ISH+ 1.0 85 HER2 IHC
3+ 7.46 (3.39-16.42) 461 2+/ISH+ 1.0 85
- ~ 3+ 2.74 (1.14-6.59) 461

A Taxane

docetaxel 1.0 188 — 10 188
paclitaxel 1.58 (1.03-2.43) 368 paclitaxel 1.76 (1.12-2.75) 368

Czynniki zwigzane z pCR: niska ekspresja ER; wysoka: HER2 3+IHC, 1ERBB2 mRNA, HER2E sygnatura;
HER2DX ale brak prospektywnych badan

Bez wptywu na pCR: T, N, zaawansowanie kliniczne, wiek, rasa, ECOG PS, typ histologiczny, cecha G

Czy dysponujemy narzedziami (biomarkerami), ktére pozwala podjac¢ decyzje o d
de-eskalacji leczenia?
Jestesmy blisko!
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Wczesny HER2-dodatni rak piersi

)\

s Czy mozemy de-eskalowac schematy: |liczbe cykli NAT w schematach z

podwojna blokade anty-HER2?

National

comprehensive NGCN Guidelines Version 4.2025
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DOSING: PREOPERATIVE/ADJUVANT THERAPY REGIMENS

TAK!

HER2-Positive"™

TCH + pertuzumab23
» Docetaxel 75 mg/m? IV day 1
» Carboplatin AUC 6 IV day 1
¢ Cycled every 21 days for 6 cycles

TCH??
» Docetaxel 75 mg/m? |V day 1
» Carboplatin AUC 6 IV day 1
¢ Cycled every 21 days for 6 cycles

Paclitaxel + trastuzumab?'
» Paclitaxel 80 mg/m? IV weekly for 12
weeks
o With:

» Trastuzumab 4 mg/kg IV with first O With: With:
dose of paclitaxel » Trastuzumab 4 mg/kg IV weel\1 » Trastuzumab 8 mg/kg IV day
¢ Followed by: O Followed by: » Pertuzumab 840 mg IV day 1
» Trastuzumab 2 mg/kg IV weekly to » Trastuzumab 2 mg/kg IV for 17 weks ¢ Followed by:
complete 1 year of treatment. As an ¢ Followed by: » Trastuzumab 6 mg/kg IV on day

alternative, trastuzumab 6 mg/kg IV
every 21 days may be used following
the completion of paclitaxel,
and given to complete 1 year of OR
trastuzumab treatment. » Trastuzumab 8 mg/kg IV week 1

¢ Followed by:

» Trastuzumab 6 mg/kg IV
¢ Cycled every 21 days to complete
1 year of therapy”

» Trastuzumab 6 mg/kg IV
¢ Cycled every 21 days to complete
1 year of therapy”

» Pertuzumab 420 mg IV day 1
¢ Cycled every 21 days to compl
of therapy”

1 year

TDM-1
» 3.6 mg/kg day 1
O Cycled every 21 days for
14 cycles

w wybranej grupie
chorych stopien Il (I)
4 kursy NAT

(oczekiwanie na EFS, DFS, OS w

NAT, neoadjuvant therapy

badaniu CompassHER2)
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Ocena HRD w guzach litych

rak jajnika

MyChoice determines HRD status in multiple ways for
comprehensive results

MyChoice examines ovarian cancer tumors using two methods (BRCA1/2 mutation and genomic instability) to determine a patient’s HRD status.

Sequence variants + Large rearrangements

* Detection and classification of sequence variants and large rearrangements
¢ |dentification of somatic and germline variants present in the tumor

BRCA1 & BRCA2 status

LOH + TAI + LST
* Comprehensive assessment of loss of heterozygosity (LOH), telomeric allelic imbalance (TAl) and large-scale

state transitions (LST) across the entire genome

Genomic instability status

Other HR Gene Mutations

Overcoming the limitations of less

BRCA1/2 Mutation

i Unidentified
Fromoter Hethyiation sensitive tests in HRD detection
There is a critical need for integrated germline and tumor genomic testing in
oncology, as up to 10% of germline mutations are missed through tumor
H R D testing alone.?

Determining HRD status through gene sequencing alone can miss critical
causes, such as epigenetic events like BRCA1 promoter methylation and

LOH TAI LST other measures of genomic instability.>* These limitations highlight the need
for a more comprehensive approach to HRD assessment.

Loss of Telomeric Allelic Large-Scale State

Heterozygosity Imbalance Transitions

Niskozroznicowany, surowiczy rak
jajnika a fenotyp raka piersi

Inter-profile correlation

Low RN High

TCGA breast cancer mRNA profiles

LumA (231) LumB (127) HER2 (58) Basal (98) NL (8)
Breast !
(353)
2
w0
§ & Colon
o
%_ g (289)
o % Kidney
Z
% £ (281)
i_

Ovary, other (1 15) |
Prostate (81) f

HRD, Homologous Recombination Deficiency

https://myriad.com/genetic-tests/mychoicecdx-tumor-test
The Cancer Genome Atlas Research Network; Nature, 2012



https://myriad.com/genetic-tests/mychoicecdx-tumor-test/
https://myriad.com/genetic-tests/mychoicecdx-tumor-test/
https://myriad.com/genetic-tests/mychoicecdx-tumor-test/
https://myriad.com/genetic-tests/mychoicecdx-tumor-test/
https://myriad.com/genetic-tests/mychoicecdx-tumor-test/
https://myriad.com/genetic-tests/mychoicecdx-tumor-test/
https://myriad.com/genetic-tests/mychoicecdx-tumor-test/
https://myriad.com/genetic-tests/mychoicecdx-tumor-test/

Heterogennosc¢ potrojnie ujemnego raka piersi
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All Tumors Paclitaxel/Liposomal PM + Vi
-Value

(PCR =ypT0 NO) Doxorubicin (PM) Carboplatin g

myChoice HRD® Positive’ 33.9 (n=62) 63.5 (n=74) <0.001

myChoice HRD® Negative? 20.0 (n=30) 29.6 (n=27) 0.54

p-Value 0.22 0.003

myChoice HRD® Positive’ Paclitaxel/Liposomal PM + e
-Value

(PCR =ypTO0 NO) Doxorubicin (PM) Carboplatin .

Positive HRD score with no

) 31.7 (n=41) 63.2 (n=38) 0.005
tumor BRCA1/2 mutation
Tumor BRCA1/2 mutation 38.1 (n=21) 69.7 (n=33) 0.022

'myChoice HRD positive = homologous recombination deficiency as measured by the combination of loss of heterozygosity, telomeric allelic imbalance and
large-scale state transitions and/ or tumor mutation in the BRCA1/2 genes; ZmyChoice HRD negative = intact homologous recombination pathway.

HRD i pCR u chorych leczonych neoadiuwantowo
Schematy z karboplatyna; badanie GeparSixto

HRD
w kawlifikacji do
leczenia z udziatem
pochodnych platyny
nieokreslona rola

von Minckwitz G, J Clin Oncol 2015. 33, 2015 (suppl; abstr 1004), ASCO 2015
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6 x Carbo / Ola 2

¥

| Blood / tumor sample
(translational program)

Core Biopsy:
« TNBC
HRD+

Tu evaluation after 2 cycles |
and salvage surgery if PD

Blood / tumor sample
(translational program)
A —

Carbo/Ola: 6x karboplatyna AUC 5 co 3 tyg. + olaparyb > 100 mg bid (4-19 dzien)
TAC: 6x docetaksel 75 mg, epirubicyna 50 mg/m?; cyklofosfamid 500 mg/m?2 co 3 tyg.

»  HRD+ (BRCA1/2 PV w guzie lub . et e

Badanie ABCSG-45; faza 2, N = 90

RCB 0/l rates in patients with tumor BRCA1/2 PV

100.0% 77.3%

95% Cl (56.6%-89.9%)
65.0%

90.0%
95% CI(43.3%-81.9%)

80.0%
70.0%
60.0%

50.0%

RCB RATES

40.09

30.0%

20.09

10.0%

0.0%
Olaparib / Carboplatin

@RCBO ERCBI

RCB 0/l rates in patients with tumor BRCA1/2 WT
100N 75.0%
29.2% 95% CI(55.1%-88.0%)
95% CI (14.9%-49.2%)

90.0%

80.0%

Genomic Instability Score >42) Age, mean (SD) 502(12.7) 516(125)  50.9 (12.5)
Menopausal status
pre- and peri-menopausal

—p0simenonausal

Stan menopuazy Tumor BRCA1/2 PV status

« Pierwszorzedowy punkt koncowy:
Residual Cancer Burden 0/I;

« Drugorzedowy punkt koncowy: pCR,
bezpieczenstwo i tolerancja, QoL

» Stratyfikacja ocena BRCA1/2 w guzie;

23 (50.0%)
23050 09

23 (52.3%) 46 (51.1%)
21 (A7 79, 0/

negative

24 (52.2%)
22 (47 8%)

24 (54.5%) 48 (53.3%)

Genomic Instability Status
positive
negative
missing

TNBC HRD+ u okoto 50% somatyczna BRCA1/2 PV

42 (91.3%)
1(2.2%)
3 (6.5%)

20(45 5%) 2
41 (93.2%) 83 (92.2%)
2 (4.5%) 3(3.3%)
1(2.3%) 4 (4.4%)

Singer C, J Clin Oncol 43, 2025 (suppl 16; abstr 510)

RCB RATES

Olaparib / Carboplatin

@RCBO @ERCBI




Badanie TBCRC 048; faza Il

-
)
)\

Tumor subtype (primary)
o — TNBC 710 (70%)
Eligibility: R Conti ER+/HER2- 12/33 (36%)
* Metastati : patment HER2+ 013 (0%)
Breast cancer G Tumor treatment -
with <2 lines of I Olaparib BID measurements
therapy S < > q6 weeks x 24 BRCAT1 8/22 (36%)
¢ No prior PARPi T weeks, then q . Off treatment, BRCA2 10/24 (42%)
e Measurable R 12 weeks PD, Toxicity | Safety follow-
disease A L8 up 30 days 1L met RX 12/17 (71°%
discontinuation ( o)
? N afiSr st dosse > 1L metastatic Rx 7129 (24%)
of treatment
(6]
N Prior platinum 1/4  (25%)
- Optional research No prior platinum 18/42 (43%)
Research biopsy at time of PD
biopsy Method of dx sBRCAm o
ClDNA 18136 (50%)
Tumor bx -
PVILPV* 16/39 (41%)
Cohort 1: germline mutation listed in the eligibility gene list (not BRCA1/2) Single BRCA copy loss 15  (20%)
Cohort 2: somatic mutation in eligibility gene list BRCA1/2 allowed if no germline mutation) Biallelic BRCA copy loss 2/2 (100%)
-
sBRCA1/2 i i
N=30 Warto o tym pomysleé!?

Best Response Responses (rate, %) Best Response Responses, (rate, %) ~ TymCZ asem brak rej estrac J-I d l a iPARP u
Comp.lete Response (CR) 1 (4%) Com;-’lete Response (CR) 1 (3%) ® \? ChoryCh 7 gPALBZ i SBRCA 1/2, ChOCiai w
Partial Response (PR) 17 (11%) Partial Response (PR)* 10 (33%) o~ za leceniach m] dZ naro dOW Ch .eS t
Stable Disease (SD) 5 (21%) Stable Disease (SD) 13 (43%) ‘ l . e y y J
Progressive Disease (PD) 1 (4%) Progressive Disease (PD) 6 (20%) - ta ka OPCJ a ( katego ra 2 B )

ORR = 75% (18/24, 80%-Cl: 60%-86%)

ORR = 37% (11/30, 80%-Cl: 25%-50%)

CBR (18 wks) = 83% (20/24, 90%-Cl: 66%-94%)

CBR (18 wks) = 53% (16/30, 90%-CI: 37%-69%)

Tung NM, J Clin Oncol 42, 2024 (suppl 16; abstr 1021

o
Tung NM, J Clin Oncol 2020 ‘.
> r



TBCRC 031: Arandomized phase |l study of preoperative cisplatin (CDDP) vs
doxorubicin, cyclophosphamide (AC) in germline BRCA mutation carriers with
newly diagnosed breast cancer (the INFORM trial)

10.0

*  Wynik spojny z badaniem TBCRC 030, Geparsixto i BrighTNess

) Al palionts | CDDP 2 Risk ratio = 0.70 (90% CI, 0.39 to 1.2)
N=118 N=60 ~
2 35.0
ER/ ) g 29 m CDDP
TNBC 70% 73% 67% a 30.0A B AC
ER or PR >10% 30% 27% 33% 2
o 25.0 1 21
£ 200 -
Eligibility ks .
e 15.0 A
Germline BRCA1/2 R —» CDDP 75 mg/m? once every 3 weeks x 4* g ’
mutation a O 10.0 4
n P :
HER2-negative d Adjuvant D 5.0 -
invasive BC o — 1:1 »  Surgery —» therapy o ’
m per provider o] i
T215cmor i = 0.0 .
node + ) = & All Patients TNBC ER or PR+
Biopsy e “AC" doxorubicin 60 mg/m?; n=117 n =82 n=35
LN sampling if L3 cyclophosphamide 600 mg/m?
clinically LN+ once every 2-3 weeks x 4 . .
(2 weeks for TNBC)* Risk ratio = 0.73 (90% Cl, 0.50 to 1.1) m CDDP
S 50.0 - 46 47 mAC
- 45.0 42
Stratification factors: 8 40.0
ER+ v ER-negative S 35.0
Treatment site cE 30.0 4
§ 25.0 1
. . < 20.0 +
Badanie INFORM: S ol
3
K=l
»
@
o

o o
o o
1 L

All patients TNBC ER or PR+
n=117 n =282 n=35

Tung i wsp. SABCS 2019, GS6-03; Tung i wsp. J Clin Onco 2020
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PREOPERATIVE/ADJUVANT THERAPY2.b
PREOPERATIVE/ADJUVANT THERAPY REGIMENS?
The regimens listed in the table are all category 1 (except where indicated) when used in the adjuvant setting. See BINV-M. 1 for
The regimens listed in the table for HER2-negative disease are all category 1 (except where indicated) when used in the adjuvant setting. (‘onsi(?erations for Those Receiving Preo gra?i(/elfotd'uvpant Systemic Ther)a ) 9
HER2-Negative HR-Negative, HER2-Negative
Preferred Regimens: —q_;{:firqed Regimens:
« Dose-dense AC (doxorubicin/cyclophosphamide) followed or preceded by paclitaxel every 2bweeksb Preg erative or adiuvant setting:
. = —;I#. A ¥ - -
. ?gsz dentse /'}c (goxozublﬁlnlcr):clo;:jhospham|de) followed or preceded by weekly paclitaxel * Dose-dense AC (doxorubicin/cyclophosphamide) followed or preceded by paclitaxel every 2 weeks®®¢
(docetaxel and cyclophosphamide) « Dose-dense AC (doxorubicinIcycIoph())esphamide) followed or preceded by weekly paclitaxel®®
.
« High-risk® TNBC: Preoperative pembrolizumab + carboplatin + paclitaxel, followed by preoperative pembrolizumab + cyclophosphamide +
doxorublcm or elrublcm foIIowed b ad uvant pembrolizumab Stage II-lll
G e : STaPY Wit taxa GILVAG ana G ase : » Preoperative followed by adjuvant: . . . . . e
Useful in Certain Circumstances: Other Recommended Regimens: . Prgo%e_r::xtlvfe I;?embéol:lzur(;!ab + ;:arboglatll_n + pal;:llta)t(el, foll$wed by preoperative pembrolizumab + cyclophosphamide + doxorubicin or
- Dose-dense AC (doxorubicin/cyclophosphamide) + AC followed by docetaxel every 3 weeksP or AC followed by weekly epirubicin, followed by adjuvant pembrolizumab (category 1)
« AC (doxorubicin/cyclophosphamide) every 3 weeks (category 2B) paclitaxel’ Stages Il
*« CMF (cyclophosphamldelmethotrexatelfluorouraCII) <EC (eplrublcmlcyclopho_sp_hamide) (useful in_ certain circumstances) Adiuvant setting only:
+ AC followed by weekly paclitaxel® _ * TAC{decetaxeifdoxerubicinteyclophesphamide) « If residual disease after preoperative therapy with taxane-, alkylator-, and anthracycline-based chemotherapy®®: Capecitabine
« Capecitabine (maintenance therapy for TNBC after adjuvant « For TNBC: . i ioned: ;
chemothera » Paclitaxel + carboplatin (various schedules) (category 2A
PY) » Docetaxel + carbo';))latin ((category 2A) ) (category 2A) Useful in Certain Circumstances: Other Recommended Regimens:
Preoperative only: Preoperative or adjuvant setting:
Additional Considerations for Those Receiving Preoperative/Adjuvant Therapy (BINV-L, 3) D * AC followed by docetaxel every 3 weeks®
Preoperative or adjuvant: « EC (epirubicin/cyclophosphamide)
» Dose-dense AC (doxorubicin/cyclophosphamide) * TAC (docetaxel/doxorubicin/cyclophosphamide)
* AC (doxorubicin/cyclophosphamide) every 3 weeks (category 2B) | Paclitaxel + carboplatin 4var|ous schedules) (category 2A)
. CMF (cycIophosphamldelmethotrexatelﬂuorouracu) * Docetaxel + carboplatin® (category 2A) .
« Regimens listed as “Preferred” for stage |, may be considered
for patients with Stage II-lll disease who are not eligible for
pembrolizumab.
b ep o change the administration sequence to taxane (with or without HER2-targeted therapy) followed by AC. ° caPeCitabine
¢ Consider addition of adjuvant olaparib for 1y for those with germline BRCA1/2 mutations and: ) a Alternative taxanes fle docetaxel, paclitaxel, albumin-bound paclitaxel) may be substituted for select patients due to medical neceSS|ty (ie, hypersensitivity reaction). If
* TNBC, if 1) 2pT2 or 2pN1 disease after adjuvant chemotherapy, or 2) residual disease after preoperative chemotherapy , Substituted for weely paclitaxel or docetaxel, then the weekly dose of albumin-bound paclitaxel should not exceed 125 mg/m
* HR-positive, HER2-negative tumors, if 1) 24 positive lymph nodes after adjuvant chemotherapy (category 2A), or 2) residual disease after preoperative therapy and b Principles of Preoperative Systemic Theragy BINV-L).
a clinical stage, pathologic stage, ER status, and tumor grade (CPS+£G) score 23. ‘C’ lFt’ellsu:r?fsemiﬁleegl)y%‘alz\gt?l;ﬁ|gdnnc:|tnr|§g:|t\llzncsaiggﬁggﬁ‘\? {ﬁﬁ:nteh;%():l{gdngydgg oh sequencmg or to guide selection of one agent over the other. In patients eligible for
Adj_uvant_ olaparib can be_use_d concurre_ntly with e_ndqcnpe therapy. " . . both adjuvant olaparﬁa and abemaciclib, the optimal sequence is not known. See BINV-K. 2.
yur . i - = — - € For patients with stage II-Ill disease who are not eligible for pembrolizumab, the regimens listed as "preferred" for stage 1 could be considered as other recommended
High-risk criteria include stage II-Ill TNBC. The use of adjuvant pembrolizumab (category 2A) may be individualized. options.
Note: All recommendations are category 2A unless otherwise indicated. This is the NCCN Guidelines: Poland Edition, For definitions, see page DEF-1 - - e References on BINV-M 10 of 10
BINV-L | Note: All recommendations are category 2A unless otherwise indicated. BINV-M
Version 4.2024, 11/20/24 © 2024 National Comprehensive Cancer Network® (NCCN®), All rights reserved, NCCN Guidelines®, and this illustration may not be reproduced in any form without the express written permission of NCCN. 1 OF 9 3 OF 1 0
Version 4.2025, 4/17/25 © 2025 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.




SPOTKANIE

Po ASCO

Korzys¢ z karboplatyny w TNBC ...
The Never Ending Story...

1o XXIV
‘




N

\'\

0.75
0.50
0.25

0.00

Patients with Resected Node-
positive or High-risk Node-
negative (>3 cm) HER2-
negative, ER- and PgR-
negative* Invasive Breast
Cancer

N =769

STRATIFICATION FACTORS

o Number of positive nodes
(0, 1-3, 4-9, 10+)

o BRCA mutation status
(positive; negative or

unknown)

Badanie NRG-BR0O03; 3 faza

>
[+ 4
w
Q
3
=
7]

wp**

—]

+
Carboplatin™®

| 12 weeks | 12 weeks

* Patients are eligible if the tumor staining meets one of the following
criteria:
o ER-negative and PgR-negative by ASCO/CAP guidelines, OR
o ER or PgR stains are positive in 1-9% of cells and neither is
positive in >10% of cells
1 Doxorubicin (A) 60 mg/m2 IV + cyclophosphamide (C) 600 mg/m2 IV
every 2 weeks for 4 cycles (dose-dense schedule)

*% Pacl

Pacli 180 mg/m2 IV weekly for 12 doses

== AC->WP

M&x

1t Carboplatin AUC of 5 IV every 3 weeks for 4 cycles

88.4%
g e

5-year DRF
84.4%

I SURVIVAL FOLLOW-UP |

Secondary Endpoints:

Overall survival (OS)

Breast cancer-free
survival (BCFS)

Recurrence-free interval
(RFI)

Distant recurrence-free
interval (DRFI)

Frequencies of adverse
events categorized using
the NCI Common
Terminology Criteria for
Adverse Events Version
4.0 (CTCAE v4.0)

Median follow-up ACOWP AC->WP+Carbo
5.9 years n =385 n =384

No. of Distant Recurrence 57

Five-year DRF (95% Cl)

== AC->WP+Carbo

84.4% (80.7%, 88.2%)

46

88.4% (85.2%, 91.8%)

HR= 0.76 (95% CI=0.52, 1.12)

2 3 4 5 6 7

Time in Years

1.00 4 5-year IDFS
5-year IDFS
0.75 77.8% J LR Uy
No. of IDFS events 92 77
050/ Local-Regional Alone 5 5
Local-Regional followed by Distant Recurrence 17 8
S i AC->WP Distant Recurrence 38 36
= AC->WP+Carbo Second Primary 22 19
Death 10 9
0.00 Five-year IDFS (95% Cl) 77.8% (73.7%, 82.2%)  82.7% (78.9%, 86.7%)
: ; HR = 0.78 (95% Cl = 0.58, 1.06)
0 1 2 3 4 5 6 Log-rank P=0.12
Time in Years
i 5-year OS
100 87.7%
1
0.75 + 84.4% !
|
Median follow-up ACOWP AC->WP+Carbo
0.50 4 5.9 years n =385 n =384
No. of Deaths 65 55
— == AC->WP Five-year OS (95% Cl)  84.4% (80.8%, 88.3%) 87.7% (84.4%, 91.2%)
== AC->WP+Carbo ' HR = 0.81 (95% CI=0.57, 1.16)
1
|
1
0.00 - :
0 1 2 3 4 5 6 7 8 9 10

Time in Years

Valero V, J Clin Oncol 43, 2025 (suppl 17; abstr LBA509)




@ Objawy naczynioruchowe (VMS) w okresie menopauzy
(uderzenia goraca i nocne poty) - patomechanizm

VMS are thought to be caused by

hyperactivity of KNDy neurons, in

which several neuropeptides and LAGODNE
receptors are upregulated, including . . . .
NK-1 and NK-3 receptors. This Uczucie ciepta bez pocenia sie
hyperactivity leads to dysregulation
L : e ~ of the thermoregulatory center
NPELE Neurokinin 3-receptor || | resulting in VMS:“‘11 NK-1 receptors UMIARKOWANE
pe- | may have a role in peripheral

T vasodilatation and primary

insomnia. 2 Uczucie ciepta z poceniem sie

Specific neurons called
KNDy neurons, located
in the hypothalamus, are g ) - &P (&
thought to play a key role -} )
in thermoregulation and / k. R
sleep’-3

Due to Low

Targeted dual antagonism of Cl EZ KIE
NK-1 and NK-3 receptors

decreases the frequency Uczucie ciepta z poceniem sie
and severity of VMS and P .
sleep disturbances 2 oraz uposledzemem

aktywnosci

Hyperactivity of KNDy neurons occurs because
they express estrogen receptors, and estrogen
levels decline in the natural menopause
transition or as part of induced menopause*

Uderzenia goraca naleza do najczesciej zgtaszanych objawdw menopauzy, wedtug prognoz dotknie 1,2 miliarda kobiet na catym swiecie do
2030 roku. Wykazano rowniez, ze uderzenia goragca majg negatywny wptyw na jakos¢ zycia kobiet i sg jedng z gtownych przyczyn, dla @
ktorych kobiety zgtaszaja sie do lekarza.
https://www.bayer.com/en/us/news-stories/new-drug-application-to-us-fda-for-elinzanetant

VMS, vasomotor symptoms




Dotychczasowe leczenie VMS u chorych na raka piersi
SSRI i SNRI, akupunktura...

SSRI SNRI
(selective serotonin reuptake inhibitor) | (serotonin-norepinephrine reuptake inhibitor)

Paroksetyna

Fluoksetyna
Citalopram Wenlafaksyna (Effexor)’-3

Escitalopram

Sertralina

Najczestsze dziatania niepozadane:
 SSRI i SNRI: nudnosci i zaparcia (wiekszosci ustepuja w 1 tygodniu leczenia)

« SNRI: 1RR; ostroznie u kobiet z nadcisnieniem tetniczym.

Przy przepisywaniu SSRI leczonych HTH rozsadne jest unikanie silnych i srednio silnych inhibitorow CYP2D6,

w szczegolnosci paroksetyny i fluoksetyny, jesli istnieje odpowiednia alternatywa. O

i

"Loprinzi CL, Lancet. 2000; 2Boekhout AH, J Clin Oncol. 2011; 3Bordeleau L, J Clin Oncol. 2010




Potrzeba “Oazy”...

Elinzanetant (ELIN), pierwszy podwéjny antagonista receptoréw neurokininy-1i 3 (NK-1i 3);
niehormonalne leczenie umiarkowanych do ciezkich VMS zwigzanych z menopauza.

Badanie N Grupa badana Schemat badania Wyniki .Dz1a.{ ania
3 fazy niepozadane
OASIS 1/2 | 396/400 ELIN 120 mg/d. 26 tyg.; Grupa lczestotliwosci i nasilenia VMS.
K: kontrolna PLB 12 tyg. 120 mg ELIN | |zaburzenia snu i 1 jakosci zycia bole gtowy i
umiarkowane, ciezkie VMS; 14 tyg. zmeczenie
40 - 65 r.z. s anni
OASIS 3 628 ELIN 120 mg/d. 52 tyg. 1 1,6 VMS dz1en'n1e w12 tyg.
TPROMIS SD SF i MENQOL
OASIS 4 474 18-70 r.z.; HR+ BC lub wysokie ryzyko ELIN 120 mg/d. 52 tyg,; Grupa | czestosci i nasilenia VMS bol gtowy,
zachorowania BC; HTH; uderzenia kontrolna PLB 12 tyg. =120 mg ELIN | 1PROMIS SD SF i MENQOL zmeczenie i
goraca 235 umiarkowanych lub ciezkich | 40 tyg. do 52 tyg. sennosc
w tygodniu z uwzglednieniem epizodow | Kontynucja do 2 lat.
nocnych

ELIN, Elinzanetant; d, na dobe; PLB, placebo; SCZ, $rednia czestotliwoséé; VMS, vasomotor symptoms; PROMIS SD SF (Patient-Reported
Outcomes Measurement Information System Sleep Disturbance Short Form); MENQOL (Menopause-Specific Quality of Life)

Cardoso F, J Clin Oncol 43, 2025 (suppl 16; abstr 508)

U.S. Food and Drug Administration (FDA) accepts New Drug Application for elinzanetant. Bayer. October 9, 2024. Accessed October 9, 2024. https://www.bayer.com/media/en-us/us-food-and-drug-administration-fda-accepts-new-drug-
application-for-elinzanetant/; Elinzanetant significantly reduces frequency and severity of moderate to severe hot flashes associated with menopause. Bayer. May 16, 2024. Accessed October 9, 2024.https://www.bayer.com/en/us/news-

stories/elinzanetant; Panay N, Joffe H, Maki P, et al. Efficacy and long-term safety of elinzanetant for the treatment of VMS associated with menopause:A phase 3 randomized trial (OASIS 3). Presented at the 2024 Annual Meeting of The
Menopause Society. Chicago, Illinois. September 10-14, 2024.
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Choroba zaawansowana




®
Diagnosis of Her2 positive ABC o

I
) J 1

, Mah“ce’d Breast Cancer —
Sixth International Consensus Conference Suitable for CHT Previously treated with (neo)adjuvant Patients unsuitable for ChT or with a long
- . — : pertuzumab + trastuzumab with a DFI DFI, minimal disease burden and ER+

l <6-12 months J,

—

PBronst Cancer ChT + pertuzumab Anti-HER2 (trastuzumab
e Consensus Conference + trastuZumab[ll A] +/- pel‘tuzumab ar
9-11 November 2023, Lishon, Portugal et line J lapatinib) + ET [I, B]
l Progression

No progression

[B]
Anti-HER2 as maintenance A
therapy [I, A] . Trastuzumab -Deruxtecan [I, A]
: —> Progression —» ' i
+ ET if ER-positive [n/a, B] g If not available, T-DM1 [1,A] Zndline

!

Progression

1

Option previously unused -
O ® [®]
R Tucatinib + Capecitabine + 3rd line
Derbear A TrasFuzunf\ab [l.A] (preferred T-DM1 [I,A]
if brain metastases) —
| | 1
®
Other option not previously used but continue 4th Uine
to block the HER2 pathway [, A] including: and
beyond
Trastuzumab + Trastuzumab + an unused  Trastuzumab + an unused ET !
lapatinib if ER- [1,B] ChT agent [ll, A agent if ER+ [Il, A]
Legend: ABC, advanced breast cancer; ChT, chemotherapy; DFI, disease-free interval; ER, oestrogen receptor;
ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; T-DM1, trastuzumab-emtansine.
Cardoso F, i wsp. ABC guidelines 6 and 7. Breast 2024.



CLEOPATRA; 1 linia DESTINY-Breast03; 2 linia

212 miesiecy po leczeniu okotooperacyjnym; bez + w ciaggu 6 miesiecy po leczeniu neoadiuwantowym
przerzutéw do OUN lub adiuwantowym z udziatem trastuzumabu, taksanu

B ; Median PFS:
100 Median PFS: 1004 —mr
g 0 18.7 (THP) vs 12.4 (TH) m ™ 28.8 (T-DXd) vs 6.8 (T-DM1) m
Ly S N S HR 0.33 (95%CI 0.26-0.43)
L] p=X. 3 3 ™ <0.0001
N E g0 j 2 R p=<_.
g E 50+ 3 b
S 2 = —
232 404 2 s
5 30+ L . ! 404 '
2 andmark progression-free survival at 8 years 16%, 304 events (76%) = - =
g 20 g T e R <ol
z 10 £ 204 + Censor R R
= Landmark progression-free survival at 8 years 10%, 329 events (81%) g- — Trastuzumab deruxtecan (n = 261)
° 10 20 30 40 50 60 70 80 90 100 10 120 5 ~Jmctizinahertanine it 263)
L o s i O ) B R O Y T ) i PO ) OO e 9 o [F P ) O AR!  F o 7O: , , PO WL T SO e I PR 1 [ )
012 3 4567 8 9101112 1314151617 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45

100+ Median OS:
o 57.1 (THP) vs 40.8 (TH) m g
= -1
= = p<0.0001 2 Median OS:
e i v I NR (T-DXd) vs NR (T-DM1) m
A 2 HR 0.64 (95%Cl 0.47-0.87)
8 p=0.0037
10 :ggfe";g?;f;tgjgt;;;ﬂ;g;gj;g;g;m' Landmark overall survival at 8 years 23%, 280 events (69%) - .. ...
0 : : T T r T T T T T T ) 12345678910111213141516171819202122232425262}2829303132333435363?38394041424344454647'
0 10 20 30 40 50 60 70 80 90 100 110 120 Time since randomisation (months)

Swain S, i wsp. N Engl J Med 2015; Swain S, i wsp. Lancet Oncol 2020 Cortes, NEJM 2022; Hurvitz, Lancet 2023
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Badanie AFT-38 PATINA; 3 fazy

80

70

60

50

Median PFS, months (95% ClI)
Hazard ratio (95% CI)
Nominal 1-sided P value

r“““““““““""‘ N
: Registration :
1 ™ Histologically confirmed 1 | Key eligibility criteria
| HR+,HER2+ mBC : Completion of induction
I ™ No prior treatment in the I chemotherapy and no
: advanced setting beyond : evidence of disease
: induction treatment I progression (i.e., CR, PR,
1 ™ 6-8cycles of treatment, | or SD)
: including trastuzumab * I
I pertuzumab and :
: taxane/vinorelbine ]
I
and ET and ET
90 9%
Events 126/261 136/257

44.3 (32.4-60.9) 29.1 (23.3-38.6)
0.74 (0.58-0.94)
0.0074

Median follow-up on patients who are

Palbociclib (125 mg PO QD
D1-D21)
Trastuzumab * pertuzumab +
endocrine therapy*

Trastuzumab * pertuzumab +
endocrine therapy”

Trastuzumab/pertuzumab

HER2/3

'

PISK/AKT

TSC2
Palbociclib 1

Al or fulvestrant CDK4/6 RHEB
ER  ==——p " Cyclin D1

Until PD
or
toxicity

SURVIVAL
FOLLOW-UP

The HER2 and CDK4/6 pathways
converge at the tumor suppressor
protein TSC2

When CDK4/6 and HER2 inhibitors are
combined, potent suppression of RB
phosphorylation and mTORC1 activity,
enhancing anti-proliferative effects in
tumor cells

" M
38. TRIPRETR

30 33.4%

alive and disease-free, 52.6 months

| NG

¥

20 p-RB ==y S phase

Percent alive and disease-free

) | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 .

Time (months)
Patients -at-Risk
128 113 94 78 55 33 14 4 1 0
6 102 87 68 51 29 14 6 1 0

Cl=confidence interval; ET=endocrine therapy;
HER2=human epidermal growth factor receptor 2;
palbo=palbociclib.

Palbo + HER2 + E
HER2 + E

) 261 23
7 1

=)
[
W

Otto Metzger, SABCS 2024; GS2-12




DESTINY-Breast09 study design

A randomized, multicenter, open-label,* Phase 3 study (NCT04784715)

Eligibility criteria
+ HER2+ a/mBC
+ Asymptomatic/inactive brain mets allowed

« DFI >6 mo from last chemotherapy or
HERZ2-targeted therapy in neoadjuvant/
adjuvant setting

+ One prior line of ET for mBC permitted

* No other prior systemic treatment
for mBCT

Stratification factors

+ De-novo vs recurrent mBC

* HR+or HR-

+ PIK3CAm (detected vs non-detected)

T-DXd*+ placebo

T-DXd* + pertuzumab$

THP

Taxane (paclitaxel or docetaxel)l +
trastuzumabll + pertuzumab$

could switch to trastuzumab™*

Endpoints
Primary
« PFS (BICR)

Key secondary
- OS

Secondary

+ PFS (INV)

* ORR (BICR/INV)
« DOR (BICR/INV)
+ PFS2 (INV)

SPOTKANIE

“- XXIV
Po ASCO

« Safety and tolerability

« If T-DXd was discontinued due to AEs (except Grade >2 ILD), patients

« Concurrent use of ET (Al or tamoxifen) was allowed for those with HR+

disease after six cycles of T-DXd or discontinuation of taxane in THP arm

. T-DXd + P THP
el 993593 89.9,95.2) o i
" il 85.9% . 40.77 26.9
(95% C181.9, 89.1) Median. mo (95% Cl) 36 5 NC)  (21.8, NC)
5 .8,
0.8 ; 70.1% Hazard ratio (95% CI) 0.56 (0.44, 0.71)
187.8% : {962 C1164.8. 74.8) P-value <0.00001*
@ | (95% C184.0,90.7)
o ! ;
« 06 H 172.4%
2 ) 1(95% C1 67.4, 76.8) A13.8 mos
F ] i
z 152.1% T
8 04 194 |
e 1(95% Cl 46.4, 52.3) b
a '
0.2
Median F/U 29 mos
0 T ; T T T T T : T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 2 33 36 39 42 45 48
- Time from randomization (months)
-l +P 383 358 355 321 293 275 242 208 175 153 82 49 21 10 3 0
THP 387 353 312 273 241 215 187 160 124 106 51 32 12 5 1 0

mPFS in T-DXd + P may further improve as current F/U short and 40% of patients still on TDXd
Low use (neo)adjuvant HERZ2 directed therapy

Charakterystyka chorych:

* 51% de novo mBC; 54% HR+; ~82% IHC 3+

» ~80-85% (neo)adiuwant) CHT,~58%
trastuzumab,
~15% pertuzumab; 2% T-DM1

« HTH jednoczesnie u chorych HR+: 13,5% T-
DXd+P; 38,3% THP

« T-DXd do nietolerancji lub PD, mediana
czasu leczenia 20 m.;

« THP: mediana 16,9 m: docetaksel 5,5 m.
(8 cykli); paklitaksel 4,4 m (6 cykli)

 10,1% z PD w ramieniu THP otrzymato T-DXd

* 30% z PD w ramieniu THP i 40% w ramieniu
T-DXd+P nie otrzymato zadnej kolejnej linii
leczenia

 27,6% w ramieniu THP PD w 1. roku

PFS2; T-DXd+P vs THP; HR = 0,60 (95%Cl 0,45-0,79),
p=0,00038; mediana NC vs 36.5 m (95%Cl 26.1-NC)

Tolaney S, J Clin Oncol 43, 2025 (suppl 17; abstr LBA1008)
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The Death of Cleopatra, Juan Luna, Museo del Prado in Madrid



DESTINY-Breast09 wnioski na dzisiaj

T-DXd + P bardzo skuteczne 1. linia leczenia w chorobie uogolnionej; bez nowych sygnatow
w zakresie toksycznosci; dane dotyczace OS niedojrzate; dane dla ramienia T-DXd+placebo
nie przedstawiono;

Optymalna sekwencja 1. linii wymaga uwzglednienia szeregu czynnikow:

- klinicznych: wczesna progresja po leczeniu okotooperacyjnym, obecnosc¢ przerzutow do

mozgu, obcigzenie choroba

- biologii raka piersi: obecnos¢ mutacji PIK3CA, aktywnosc szlaku HER2 (test HER2DX?)
- ustalenia roli krazacych biomarkerdow np. ctDNA
- preferencji pacjenta;

Rola indukcji z udziatem T-DXd+P (6 cykli) > HP + HT nieokreslona (badanie DEMETHER)

Nowe badania: poszukiwanie czynnikow klinicznych i biologicznych wrazliwosci w grupie ¢

HR+ i HR-, m.in. PATINA, HER2CLIMB-05, INAVO122. ‘

i




Algorytm leczenia zaawansowanego
HR+/HER2- raka piersi mMPFS m.

|A lub fulwestrant + iCDK4/6 25.281-3

1L Inawolisyb (GDC-007)+PALBO+FUL z mPIK3CA z nawrotem w trakcie lub w ciagu 12 miesiecy od zakonczenia adiuwantowej
hormonoterapii (1 L.); mPFS 17,2 vs 7,3 m.; HR 0,42; p < 0,0001); mOS 34 vs 27 m HR 0,67; p=0,019""

i PI3K zaburzenia szlaku :
FISKTESRT WT mESR1 (MPIK3CA, AKT1/PTEN,,,) Po ]FDK4/ 6
2L A lub FUL A lub FUL Elacestrant FUL + A lub FUL + HTiT: 5,54
+ ewerolimus  + abemacyklib | (iCDK >12 m) kapiwasertyb  alpelisyb (mPIK3CA) HT: 2-34>
3L A lub FUL lub TAM  Elacestrant Olaparyb, talazoparyb ~ T-DXd (HER2 CT CT: 6-7¢8
+T (MESRT) (mBRCA) low i ultralow) (PXL, CAP) T-DXd: 10°
cT Olaparyb, :
4+ L oyl CaP ER talazoparyb T-D?(d (HER2 Sgatuzumab I.Dozytywne1 :
(PXL, ) ) (MBRCA) low i ultralow) gowitekan (=2 CT) biomarkery
IA, inhibitor aromatazy; FUL, fulwestrant; T, terapie ukierunkowane molekularnie; CT, chemioterapia; PXL, paklitaksel; CAP, kapecytabina; ERI, ..

erybulina; 'Finn, NEJM 2016; 2Hortobagyi, Ann Oncol 2018; 3Johnston, Breast Cancer 2019; “Turner, NEJM 2023; >Bidard, JCO 2022;
%@’Shaughnessy, JAMA Netw Open 2021; 70’Shaughnessy, Cancer Res 2021; 8Robert, JCO 2011; °Modi, NEJM 2022;

OFMB-H: pembrolizumab; MSI-H: pembrolizumab, dostarlimab; NTRK fuzja: larotrektynib, entrektynib; RET fuzja: selperkatynib; ""Turner, ASCO

7075; abst 1003; Jhaveri, NEJM 2025 ASCO 2024/2025




Schematy ukierunkowane na mESR1

PADA-1; 3 faza
IA+PALBO->ctDNA mESR1-> 1A+PALBO lub FUL+ PALBO

SERENA-2; 2 faza
Progresja na 1. linii HTH mBC

1 linia mBC HR+/HER2-; IA wrazliwe

100 — Fulvestrant and palbociclib
—— Aromatase inhibitor and palbociclib
g0 Stratified hazard ratio 0-61 (95% Cl
:g’ 0-43-0-86); log-rank test: p=0-0040
z
> 604
OO,
S 404
g
g
£ 204
0 T . T T T 1
0 3 6 9 12 15 18

Time since randomisation (months)

mPFS 11,9 m. FUL/PALBO vs 5,7 m. IA+PALBO
HR 0,61; 0,43-0,86; p=0,0040

mPFS 7,2 m. kamizestrant 75 mg; 7,7 m. 150 mg vs 3,7 m. FUL
HR 0,59; 0,42-0,82; p=0,017; HR=0,64 (0,46-0,89); p=0,009

_ 100+ —— Camizestrant 75 mg
E\, —— Camizestrant 150 mg
g 704 —— Fulvestrant 500 mg
2
2 60
o
o
5 47
gw 20 o e
) fn TR
&
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27

Time since randomisation (months)

Progression-free survival (%)

E ESR1 mutations detectable at baseline

Camizestrant 75 mg Camizestrant 150 mg Fulvestrant 500 mg
(n=22) (n=26) (n=35)
Patientswith events (%) 15 (68%) 21(81%) 31(89%)
Median progression-free survival (90% Cl), months ~ 6:3 (3:4-12:9) 9.2 (3:7-129) 2-2(1-9-3-8)
HR (90% Cl)* 033 (0-18-0:58) 0-52 (0-31-0-86) .
100
704 Lil
60+
404
204
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24

27

Bidard FC, Lancet Oncol. 2022; Oliveira M, Lancet Oncol. 2024




Modyfikacja leczenia w oparciu o
biomarkery molekularne
ctDNA ESR1m (i nie tylko)...




SERENA-6 study design

Phase Ill, randomized, double-blind, placebo-controlled study (NCT04964934)

* Female/male patients with
ER+/HER2- ABC*

All patients that have

received Al + CDK4/6i .
(palbociclib, ribociclib, or .
abemaciclib) as initial —> R

endocrine-based therapy for N=315  *

ABC for at least 6 months

ESR1m detected in ctDNA
with no evidence of disease
progression

Stratification factors

Camizestrant (75 mg qd) + Primary endpoint

continuing CDK4/6i
+ placebo for Al

PFS by investigator
assessment (RECIST v1.1)
Visceral vs non-visceral Secondary endpoints
ESR1m detection at first test vs at a

subsequent test « PFS2**
Time from initiation of Al + CDK4/6i to )
randomization: <18 vs 218 months + OS*

Palbociclib vs ribociclib vs abemaciclib
+ Safety

Continuing Al (anastrozole/
letrozole) + CDK4/6i

+ Patient-reported

+ placebo for camizestrant outcomes
Treatment continued until disease progression,
unacceptable toxicity, patient withdrawal or death
*Pre- or perimenopausal women, and men received a luteinizing hormone-releasing hormone agonist per dlinical guidelines. **Key secondary endpoint
0S8, overall survival, PFS2, second progression-free survival, qd, once daily dose; R, randomized; RECIST, response evaluation criteria in solid tumors.
00000
l"" 000000 0000

1M

Screened, N=3325

Patients on first-line
Al + CDK4/6i for 26 months

ESR1m
testing
(every 2=3

ESR1m surveillance, n=3256

Patients with ESRTm detected,
n=548

Randomized,
n=315

Positive on first test: 51%*
Positive after 2-5 tests: 38%*
Positive after >5 tests 11%*

Patients tested for ESR7m in
ctDNA with Guardant360 CDx

Patients ongoing in surveillance
when screening closed, n=1949

Discontinued (n=233) due to:
« Screen failure (n=200)
« Concurrent disease progression (n=53)

every 2-3 months at time of
routine staging scans

« Patient not meeting other eligibility criteria (n=48)
« Reason not provided (n=99)
+ Withdrew consent, lost to follow-up or unknown (n=33)

Turner N, J Clin Oncol 43, 2025 (suppl 17; abstr LBA4)

PFS (%)

PFS2 (%)

Deterioration-free survival (%)

Camizestrant + Al +
CDK4/6i (N=157) | CDK4/6i (N=158)

PFS events 71 100

100 4
90 - Median PFS (95% Cl); months ~ 16.0 (12.7-18.2) 9.2 (7.2-9.5)
80 Adjusted HR (95% CI): 0.44 (0.31-0.60); P<0.00001
7 A1+ cDK4s6i 60.7%
60 - Camizestrant + CDK4/6i
50
40
29.7%
30 ~ 33.4% ﬁ"._|_“_
20
10 5.4%
0 T T T T T T T |
0 3 6 12 15 18 21 24 27 30 33
Time from randomization (months)
Camizestrant + Al +
CDK4/6i (N=157) | CDK4/6i (N=158)
PFS2 events 38 47
Adjusted HR (95% Cl): 0.52 (0.33-0.81); P=0.0038
100 4 [interim analysis threshold P=0.0001]
%0 85.4% ) :
Information fraction: 54%
80 -
70 1 74.4%
60 7 Camizestrant + CDK4/6i
50 -
40 -
30
Al + CDK4/6i
20 -
10 -
0 T T T T T T T T T !
0 3 6 12 15 18 21 24 27 30 33 36
Time from randomization (months)
Camizestrant + Al +
100 CDK4/6i (N=107) CDK4/6i (N=95)
%0 Events 36 49
Camizestrant + CDK4/6i _
80 Median TTD (95% Cl); months = 23.0 (13.8-NC) 6.4 (2.8, 14.0)
70 Adjusted HR (95% Cl): 0.53 (0.33-0.82); nominal P<0.001
60
50
Al + CDK4/6i ]
40
30 oo g ®
20
10

T T T T T T T
9 12 15 18 21 24 27 30 33
Time from randomization (months)




PFS-2 w badaniu SERENA-6

Switch to Camizestrant +
1L Aromatase Inhibitor CDK4/6i (2" line rx)
(Al) +

CDK4/6 Inhibitor
Continue Al +
Molecular CDK4/6i ;5[;
progression l/

PFS-1 PFS-2
PFS-1 HR 0.44, p<00001 (A 6.8 mo)

PFS-2 HR 0.52, p=0.0038 (A 11 mo)

Omowienie DeMichele A, ASCO 2025




Badanie SERENA-6 wnioski na dzisiaj

« Kamizestrant nie ma jeszcze rejestracji (z pewnoscig wkrotce rejestracja w oparciu o
PFSiQol) ale
cyt. “Is more time on this treatment worth going thougth the testing process if its
doesn’t help you live longer?” ale

« zmiana leczenia na podstawie progresji molekularnej (pomiar ctDNA) pozwala wydtuzyc
PFS-1, odstgpic¢ od kontynuacji nieskutecznego leczenia i uniknac zwiazanych z nim
powiktan, i

« akceptowalny profil bezpieczenstwa.

Dodatkowe czynniki zanim ocena progresji molekularnej zaistnieje w praktyce klinicznnej

« za wczesnie na ocene PFS-2 i OS,

« pomiar ctDNA wyzwanie dla praktyki klinicznej, konieczne okreslenie standardu
postepowania u chorych mBC,

« chore dtuzej na chemioterapii w zwigzku z wczesniejszym zakonczeniem HT (coraz
wieksza rola dla koniugatow); ale mozliwe | lub opoznienie np. w rozwoju przerzutow °
do mozgu - konieczne dalsze obserwacje, O

« wyzwania finansowe i psychologiczne. ‘r




PFS SERDs w 2. linii leczenia ESR1m ER+ mBC

Median PFS (months)

Turner, CCR 2020; Kalinsky, JCO 2023; Mayer, JCO 2024; Kalinsky JCO 2024; Oliveira, Lancet
Oncology2024; Bidard, JCO 2022; Martin, JCO 2024; Jhaveri, NEJM 2025
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Jak skutecznie zniszczyc¢ receptor ER!

Gene
transcription

Proliferation, invasion,
cell survival, and angiogenesis

PROTAC EIR degrader

—Estrogen
ER antalgorlists
[ 1 |
Cytoplasm
SERM SERCA [ CERAN[! SERDQ
k 4
Shift to i
» e format |
ER _o 6 C530) antagonistic Gg:: = it
conformation e
Dimerization Impaired
dimerization
Y Y Y
Nuclear
translocation N Unstable protein
S complex and/or
{ .. ER immobilization
Nucleus Reduced possibly leading to
nuclear ER degradation
translocation . 5
( Impaired i
< 4 & nuclear
! translocation

ER-binding
domain
E3 ubiquitin
ligase—binding
domain

Direct recruitment
Ub of ubiquitin-
il E2 proteasome
M= £ y system leading
to ER radation
g9 B9 = .
63 3y ai? Iterative

{ﬁmy

Proteasome

ER degradation

Garber K, How protein-slayer drugs could beat some of the cruellest cancers. Nature 2025

Drugs called PROTACs, short for proteolysis-targeting chimeras, can destroy a
disease-causing protein by tethering it to an enzyme called a ubiquitin ligase. The ligase
attaches ubiquitin tags to the protein, which mark it for destruction by proteosomes.

PROTAC  Ubiquitin Ubiquitin tags

Target
protein
PROTAC

Ubiquitin F e
dissociation

ligase

PROTAC can
bind to other
target proteins

o

Degradation
of target protein

[
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Leki z grupy PROTAC w 2. linii

VERITAC-2; 3 faza
Vepdegestrant vs fulvestarnt (po iCDK4/6 30% w catej grupie; z mutacja ESR1 74%)

Vepdegestrant Fulvestrant
Key Eligibility Criteria 28-day Treatment Cycles — Vepdegestrant n=136 n=134
- Age 218 years old Primary Endpoint: — Fulvestrant Median follow-up, months 74 6.0
. — : 80+ Events, n (% 79 (58 95 (71
+ ER+HER2- advanced or metastatic = Vepdegestrant (n=313) - PFS by BICR in : %) (58) (71
breast cancer = . 704 Median PFS, months 5.0 21
N — < 200 mg orally (once daily) — ESR1m population . 6-month PFS (95% CI): (95% CI) (3.7-7.4) (1.9-3.5)
: : —~ 60 45.2% = =
_ 1line of CDKA4/6i + ET .6 — All patients S (36.1-53.9) Stratified HR (95% CI) 0.5.7 (0.42-0.77)
— <1 additional ET —H 3 Secondary Endpoints: £ > A
— Most recent ET for 26 months € o y P J & 404
~ No prior SERD (eg, fulvestrant, -§ ulvestrant (n=311) + OS (key secondary) 304
elacestrant
stran) S gl - CBR and ORR by BICR -
— No prior chemotherapy for (days 1and 15 of cycle 1; day 1 of 22.7%
advanced or metastatic disease subsequent cycles) * AEs 10- (15.1-31.2)
ihicll e L L Stratification Factors: 0 ——
after the lastline of therapy » ESR1 mutation® (yes vs ho) 0 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
« Visceral disease (yes vs no) Time (Months)
Overview TEAEs in >10% of Patients in Either Group 100+ Ve e o—
Vepdegestrant Fulvestrant Vepdegestrant Fulvestrant = Vepdegestrant n=313 n=311
TEAEs, % (n=312) (n=307) (n=312) (n=307) 90 — Fulvestrant Median follow-up, months 7.4 72
Any grade 87 81 TEAE, % Any Grade Grade 3/4 Any Grade Grade 3/4 80+ Events, n (%) 186 (59) 198 (64)
Grade >3 23 18 | Fatigue® 704 Median PFS, months 3.7 3.6
o o 5 (95% Cl) (3.6-5.3) (2.2-3.8)
ALT increased® 14 1 10 1 - 60+ = z
Leading to treatment discontinuation 3 1 S Stratiied (95 0:85:(0.58-1.92)
: - AST increased® 14 1 10 3 n 501 2-sided P=0.07
Leading to dose reduction 2 NA L
TRAES, % Nausea 13 0 9 1 o 404
Any grade 57 40 Anemia®: ¢ 12 2 8 3 304
Sradeiss £ 3 Neutropenia® 12 28 5 1e 20+
QT prolongation Back pain 11 1 7 < 10+
« TEAEs: vepdegestrant,10%; fulvestrant, 1% 0
+ AQT interval sub-study (n=88) confirmed a mild increase (11.1 ms) from Arthralgia " 1 1" 0 T T T T T T T i T T T T T T T T 1
baseline in mean QTCF, with upper 90% Cl (13.7 ms) <20 ms,f - 0 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
indicating no large QT-prolonging effect Decreased appetite 1 <1 5 0 Time (Months)

Hamilton E, J Clin Oncol 43, 2025 (suppl 17; abstr LBA1000)




Schematy w 2. linii po

+iCDK4/6; brak rejestracji

EMBER-3; 3 faza

MA.40 FINER, 3 faza

Key Eligibility Criteria
» Men and Pre?/Postmenopausal women with
ER+, HER2- ABC

«  Prior adjuvant therapy: recurrence on or
within 12 mo of completion of Al + CDK4/6i

«  Prior therapy for ABC: progression on first-
line Al + CDK4/6i

« No other therapy for ABC

Arm A
Imlunestrant 400 mg QD

1:1:1b

Arm C¢
Imlunestrant 400 mg QD
+ abemaciclib®

Study population:

Stage IV ER+/HER-2
negative breast cancer
Prior line of systemic
treatment with CDK 4/6i
and Al

ECOG PS 0-1

Measurable or evaluable
disease

Primary endpoint
PFS by RECIST v1.1 in intent to treat (ITT) population

CDK 4/6i and Al progression —
randomization = 4 weeks

cfDNA for Stratification
(FoundationOne®Liquid CDx )

T T T T T T T L}
12 16 20
Time, months

24 28

0 4 8 12 16 20 24 28
Time, months

= ey secondary en ints
N =874 Key dary endpoi
- PFS
* Primary endpoint: investigator-assessed PFS '_byng ':h'TT tered cohort 'gea"’l‘ 'f_°°"°m'°s
. i ¥ ; s -in pathway altered coho - Correlative
Arms Avs B in patlen.ts with ESRTm . os
* Arms Avs B in all patients . AEs
» * Arms C vs Ain allf patients . QoL
Ramie A vs B Ramie C vs A IPATarm PBO arm
it =125 =125
Im::':esz:'l"; Imlunestrant - - n n
Imlunestrant SoC ET + abema (n=213) Median follow-up: 15.2 months
(n=138) (n=118) n=213 Median PFS (95% CI), months ~ 5.32(358-5.62)  1.94 (1.84-3.22)
Events, n 109 102 Events, n 114 149 b HR (95% CI) 0.61(0.46-0.81) — Ipatasertib
2 mPFS. mo 9.4 5.5 P-value (2-sided) 0.0007 — Placebo
100 - mPFS, mo. 5.5 3.8 1004 e ’ ’
(95% CI) (3.9, 7.4) (3.7, 5.5) (95% Cl) (7.5, 11.9) (3.8, 5.6) ®
- , HR (95% Cl); 0.57 (0.44, 0.73);
| HR (95% Cl); 0.62 (0.46, 0.82); 2
80 p-value <0.001 804 p-value <0.001 %‘ © 3
— Imlunestrant + g ° g
= 60 : 2 60+ : abemaciclib % s
"é'._’: : — crant \ul_; 142% — Imlunestrant % S %
32% 1 ! © . ! o
20 : 204 : 1 -
1 ! :
0 ! ' 0- ! y E
T T T T T T T T L)

o

08

06

04

02

00

Ipatasertib + Fulvestrant
400 mg PO day 1-21

N=250

Stratification

* PIK3CA/PTEN/AKT altered vs wild
type/unknown

« Primary versus secondary endocrine

resistance

Placebo + Fulvestrant
Placebo PO day 1-21

Today, we will present the
final PFS analysis from
ITT and biomarker
altered cohort

Fulvestrant 500 mg IM days 1 and 14 and 28
then q28 days

AKT,,

IPATarm PBO arm
n=57 n=54
Median follow-up: 15.2 months
- Median PFS (95% Cl), months 5.45(3.55-11.01)  1.91(1.77-3.48)
HR (95% CI) 0.47 (0.31-0.72)

P-value (2-sided) 0.0005

16 20 24

Jhaveri K; NEJM 2024; Curigliano G, J Clin Oncol 43, 2025
]

(suppl 16; abstr 1001); Chia S, J Clin Oncol 43, 2025 (suppl 17; abstr LBA1005)
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GOOD SCIENCE
;\ l BETTER MEDICINE QU Search for abstracts, Guidelines, Meetings
BEST PRACTICE

ESMO Living Guideline
Metastatic Breast Cancer

ESMO-MCBS and ESCAT m

De Novo MBC or Recurrence >6-12 Months After the End of (Neo)Adjuvant ICI Recurrence <6-12 Months After the End of (Neo)Adjuvant ICI or Second and Further Lines

Patients with mTNBC:
Patients with mTNBC recurrence <6-12 months after the end
De novo MBC or recurrence >6 months of (neo)adjuvant ICI or second and
after the end of (neo)adjuvant ICI further lines

I
! ' v l

PD-L1 positive PD-L1 negative gBRCAmut [ESCAT I-A] (a) gBRCA-wt

® | ®

v v
gBRCAmut gBRCA-wt l

[FSCAT HA) (2 ® PARP inhibitor [I, A; MCBS 4] Sacituzumab govitecan [l, A; MCBS 5]
@ ChT [l, B] ChT [I, B]
Pembrolizumab-ChT PARP inhibitor [I, A; MCBS 4] Taxane or anthracycline monotherapy
[I, A; MCBS 4] (b,c) ChT I, B] I, B]

Atezolizumab-nab-paclitaxel Alternative:
[ll, B; MCBS 3] (b,d) Taxane-bevacizumab or capecitabine—
bevacizumab [l, B] (e,f)
Anthracyclin-taxane-based
combination

[, C (e.f)

Sacituzumab govitecan
(if not used before) [I, A; MCBS 5]
Trastuzumab deruxtecan (if HER2-low)
[ll, B; MCBS 4]
ChT: eribulin, capecitabine or
vinorelbine [l, B]

49% nie otrzymuje 2. linii leczenia; 34% umiera przed 2. linig leczenia (dane RWE)

https://www.esmo.org/guidelines/living-guidelines; Punie, The Oncologist 2025
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https://www.esmo.org/guidelines/living-guidelines
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Immunoterapia i chemioterapia

IMpassion130; faza Il

(atezolizumab + nab-P vs placebo + nab-P)

KEYNOTE-355; faza lll

(pembrolizumab + CHT vs placebo + CHT)

Months

100~ . ) 100 —— Pembrolizumab-chemotherapy group
PFS 9 90 HR=0,63, gSOg) g(!).10, 50‘0,80, PFS 90 —— Placebo-chemotherapy group
g 807 <V. 80
5 701 7 5vs5.3m 2 0l HR=0,65, 95% Cl:0,49-0,86;
“ 604 ’ ’ g
S e S % 60- p=0,0012
g o] R R R T E T A 9,7 vs 5,6 m
§ 304 Atezolizumab +nab-paclitaxel g 404 2 2
£ 2ol S
10+ Placebo+nab-paclitaxel . 20
0 T T T T T T T T T T T 104
0 3 6 9 12 15 18 21 24 27 30 33
0
Months 0 é 6 5 D 1'5 18 21 2'4 2'7 3'0 3]3 3|6
100+ . . T
0S , oo HR=0,71, 95% Cl:0,54-0,94; 0S 122“‘& 0S (CPS>10)
£ ol P<0.001 I HR=0,73 (95%Cl: 0,55-
g 70 25vs 18,0 m £y 701 0,95), p=0,0185
5 601 £ 60
L i UL S 5% 5o 23 vs 16,1 m
S - o3
§ :g_ g _§ 40 Pembrolizumab-chemotherapy
L £
10 lod ?:;a(;iisr;no for death, 0.73 (95% Cl, 0.55-0.95) Placebo—chemotherapy
0 T T T T T T T T T T T T 0 : | :

T T T T T T T T T T T T T T 1
12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months

3 6 9

In case of PD-L1 immune cell positivity (Ventana SP142), atezolizumab [ESMO-MCBS

v1.1 score: 3; EMA approved, not FDA approved] when the disease-free interval is 212

months in countries where this indication is approved [ll, B].

-

In case of combined positive score =10, pembrolizumab [ESMO-MCBS v1.1 score: 4] plus

paclitaxel, nab-paclitaxel or carboplatin-gemcitabine when the disease-free interval is

>6 months [I, A].

o
Cortes J, Lancet 2020; Cortes J, NEJM 2022; Cescon DW, J Natl Cancer Inst 2023; Schmid P, NEJM 2018; Schmid P, Lancet Oncol 2020; Adams S, Ann Oncol 2020 i
A}


https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=171-1
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=171-1
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=171-1
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=171-1
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=171-1
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=171-1
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=239-1
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=239-1
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=239-1
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=239-1
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=239-1

Badanie ASCENT-04/KEYNOTE-D19; faza 3

\N\_

Previously untreated, locally
advanced unresectable, or
metastatic TNBC2:

PD-L1-positive (CPS = 10 by
the 22C3 assay®)

SG + pembro®

(SG 10 mg/kg IV, days 1 and 8 of 21-day

cycles; pembro 200 mg, day 1 of 21-day
cycles)
n=221

All treatment,
including SG
or chemo, was
continued until

ch 5o brod BICR-verified
> 6 months since treatment in SMOE=IpEMato disease
curative setting (prior anti-PD- (paclitaxel 90 mg/m? OR nab-paclitaxel progression or
[L]1 use allowed) 100 mg/m?2 gn qays 1, 8, & 15 of 28-day cyc_les, unacceptable
OR gemcitabine 1000 mg/m?+ carboplatin toxicit
AUC 2 on days 1 & 8 of 21-day cycles; pembro Y
N = 443 200 mg on day 1 of 21-day cycles)
Stratification factors: msee
De novo mTNBC® vs recurrent within 6 to 12 months from “Eligible patients who experienced BICR-
completion of treatment in curative setting vs recurrent verified disease progression were
> 12 months from completion of treatment in curative setting offered to cross-over to
receive 2L SG monotherapy
US/Canada/Western Europe vs the rest of the world
Prior exposure to anti-PD-(L)1 (yes vs no)
Neutropenia ¥
Fatigue
Nausea |
Diarrhea |
Anemia
Alopecia
Constipation ¥Grade = 3
ALT increased Any grade
Vomiting =Crade 2 3
Headache mAny grade
AST increased
Rash
Thromlla_:cuyktzzz:li: SG + Pembro Chemo + Pembro
Peripheral neuropathy g fmcEen)
80 60 40 20 0 20 40 60 80

No new safety signals

+ Safety profiles consistent with known .
safety profiles of each drug

TEAEs,ab %

End points
Primary
* PFS by BICR®

Secondary
+ OS

+ ORR, DOR by
BICR®

+ Safety
+ QoL

Lower rates of TEAESs leading to treatment
discontinuation or dose reduction

50

100 - SG+Pembro  Chemo + Pembro
(n =221) (n =222)
& 90 6 mo Number of PFS events 109 140
o 80 Median PFS, mo (95% CI) 11.2(9.3-16.7) 7.8(7.3-9.3)
Stratified HR (95% CI) 0.65 (0.51-0.84)
704 P-value? <0.001
12 mo 6-month PFS rate, % (95% CI) 72 (65-77) 63 (56-69)
5 01 ) 12-month PFS rate, % (95% Cl) 48 (41-56) 33 (26-40)
2 ; ;
a !

40

T T T T T T T T T T T T T
0 = 4 6 8 10 12 14 16 18 20 22 24 26
Time (months)

No. of Patients Still at Risk (Events)
SG + Pembro 221 (0) 202 (11)
Chemo + Pembro 222 (0) 191 (21)

174 (33)
159 (48)

142 (59)
123 (76)

105(75)  78(89) 58 (96) 42 (98) 34(99)
88(102)  59(120)  40(128)  29(134) 21 (135)

22(103)  11(106)  6(109) 2(109) 0(109)
13(137)  7(138) 4(138) 1(139) 0(140)

SG + pembro demonstrated statistically significant and clinically meaningful improvement in PFS vs

chemo + pembro by BICR analysis, with a 35% reduction in risk of disease progression or death
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SG + Pembro Chemo + Pembro - .

g .l n=221) (n=222) 81% of patients in the Chemo +

3 | tiorerES e 53 61 Pembrolizumab group crossed

o - .

Median OS, mo (95% CI) NR (25.6NR) NR (NR-NR) over to receive 2L SG
1°9 HR(95% CI) 0.89 (0.62-1.29)
0 T T T T T T T T T T T T T T T
0 v ] 4 6 8 10 12 14 16 18 20 22 24 26 28 30

No. of Patients Still at Risk (Events) Time (months)
SG + Pembro 221(0) 216 (5) 211 (10) 206 (15) 190 (23) 162 (28) 138 (37) 111(41) 88 (46) 55 (47) 36 (50) 21(51) 14 (52) 5(53) 1(53) 0(53)
Chemo + Pembro 222(0)  218(2)  215(5)  210(10) 193 (16) 166(29) 142(34) 111(45) 87(53) 56(58) 38 (60) 19(61)  11(61)  6(61) 0(61)

OS data were immature (maturity rate, 26%), however, a positive trend in improvement was observed

for SG + pembro vs chemo + pembro, despite the high cross-over rate

Tolaney S, J Clin Oncol 43, 2025 (suppl 17; abstr LBA109)

Potencjalnie nowa 1. linia leczenia ale dane dla OS niedojrzate




Badanie ASCENT-04/KEYNOTE-D19; PFS BICR

Co mnie martwi co mnie cieszy...

)\
)\ SG + Pembro Chemo + Pembro
Unstratified HR (95% CI) Unstratified HR
Median PFS, Median PFS, (95% Cl)
mo (95% Cl) mo (95% Cl)

ITT population 221 11.2 (9.3-16.7) 222 7.8 (7.3-9.3) — 0.66 (0.51-0.85)

Age group {
<65 yr 163 11.3 (9.3-16.8) 165 7.5(7.0-9.2) e ] 0.61(0.45-0.82)
265yr 58 11.1 (7.5-NR) 57 9.3 (7.3-13.2) b — 0.85 (0.52-1.39)

ECOGPS .
0 156 12.9 (9.3-16.8) 154 8.7 (7.3-9.9) _ 0.65 (0.48-0.88)
21 65 9.2 (7.5-18.3) 67 7.5(5.6-9.3) : o rl 0.66 (0.43-1.03)

Geographic region :
UsS/Canada/Western Europe 85 11.7 (7.5-19.4) 85 7.4(5.7-8.9) ' - It 0.65 (0.43-0.98)
Rest of the world 136 11.2(9.3-16.7) 137 8.4 (7.4-9.3) e —— 0.66 (0.48-0.91)

Curative treatment-free interval I
De novo 75 8.1(7.3-18.6) 75 7.7 (6.1-11.9) c— 4 0.89 (0.59-1.34)
Recurrent 6-12 mo 40 9.9 (5.7-16.8) 40 7.2(44-91) C * = 0.62 (0.36-1.08)
Recurrent > 12 mo 106 16.6 (11.0-NR) 107 8.7 (7.3-10.8) C o ! 0.52 (0.35-0.76)

Prior (neo)adjuvant anti-PD-(L)1 therapy .
Yes 9 7.5 (0.9-NR) 1 6.6 (2.1-NR) t e 1.08 (0.31-3.75)
No 212 11.7 (9.3-16.8) 211 7.8 (7.4-9.3) —_— 0.65 (0.50-0.84)

Chemo selected prior to randomization 1
Taxane 116 11.1 (8.6-16.7) 114 9.2 (7.2-12.9) ' — 0.82 (0.58-1.17)
Gemcitabine/Carboplatin 105 11.3(9.2-21.2) 108 7.4 (6.9-9.0) ' » | ' 0.52 (0.36-0.75)

0.25 0.5 1 2 4

s .

Ll

SG + pembro better ~ Chemo + pembro better

Tolaney S, J Clin Oncol 43, 202abstr LBA109)
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Baseline

Eligible pts: At
least T2 and/or
node positive early
TNBC (non-IBC)
(ER-*, PR-, HER2-
per ASCO/CAP
guidelines)
*ER low permitted

Bdanie NeoSTAR (ramie A2)’

LN Wczesny rak piersi!

Primary Objective:
s . pCdR witg lr)1eoadjuw.-mt SG/P RD: Residual disease
econdary Objectives: NACT: Neoadjuvant chemoth
- Need for additional NACT $G: Seoitzumabgoviboan

* Radiographic response (RR)
» Safety and tolerability (adverse

P: Pembrolizumab

events [AEs] per CTCAE v5.0) IBC: Inflammatory breast cancer

* 2-year event-free survival (EFS)

12 weeks

SG at starting
dose 10mg/kg D1/
D8 and P 200mg
D1 of a 21-day
cycle for 4 cycles

Surgery

l
%

Week 12 Imaging \‘

No RD suspected

RD suspected
Research Biopsy

'Ramie A1 4x5G pCR 30%: Sping Ann Oncol 2024

pCR 32% (16/50) SG+P

Adjuvant Therapy

pCR: 4 cycles of taxane/carboplatin
with g3w P to complete 1 year*
*per investigator discretion

I N

No pCR: Adjuvant therapy per
investigator choice

PCR 50% (25/50) NACT gtownie Cb i T)

Additional NACT
per investigator »| Surgery
choice
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